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Sen. Armstrong: We will open the hearing on SB 2100. 

Wayne Stenehjem, Attorney General: Support (see attached 1 ). We have seen a dramatic 
reduction as the chart shows in samples submitted to the Lab. I'm hearing the same thing 
from law enforcement and from hospitals. That speaks well of the retailers in ND. We 
never saw these products being sold in the convenience stores, gas stations in ND; that is 
unlike the case in all the rest of the country. These compounds are constantly getting 
tweaked and they try and make some money. The law needs to reflect that the change 
needs to be made. 

Sen. Casper: What percentage of this stuff is produced out of the state and then trafficked 
into ND. 

Wayne Stenehjem: As far as know, we aren't seeing any head shops that are selling it in 
ND. I would say all of it comes from out of state and that seems to be coming, largely over 
the internet which is a very difficult thing to get a handle on. They operate interstate, 
internationally, and this is a national issue that we work with the federal agencies to try and 
get a handle on it. The internet sale is tough because there are some very robust websites 
that will sell these and getting through to who is actually running the website is like peeling 
an onion because there are so many different layers. Now, they are using BitCoin, internet 
meeting and exchange, which it makes even more difficult to track. We're working 
constantly on that issue with our federal counterparts. 

Sen. Casper: The transaction would be conducted and BitCoin to a website, seller puts it in 
a FedEx, sends it to buyer's home. How does law enforcement work with that because 
how do you get in the middle of that. 

Wayne Stenehjem: It is very difficult to do that. Unfortunately the way that it often 
happens, is if there is an injury, overdose or a death and then you have to work back to the 
way that it started. 

Sen. Casper: Do you generally see the packages marketed to younger North Dakotans. 
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Wayne Stenehjem: Some of the packages are definitely marketed for young people. A lot 
of young people were going in and buying these for $25-30 per pack, which is per gram 
and then they are saying, well how dangerous can they be, they aren't illegal, so they must 
be safe. Of course, they aren't. Being proactive as the legislature has been has helped 
enormously but we're not done. Then they change the compound and we have to come in 
and react to it. 

Sen. Armstrong: Last session we worked on the bill where it didn't have to be a direct 
chemical compound, we changed some of the language, so we didn't have to wait two 
years to add something to the controlled substance act. 

Wayne Stenehjem: It works well, but not in every case, which is why this bill is here. 

Sen. Armstrong: If you're talking about internet sales and a lot of that is going through the 
mail, are drug dogs trained to do this. Are we trying to get drug dogs to detect this or is that 
not feasible. 

Wayne Stenehjem: FedEx and some of those companies are very good. They are very 
willing to work with us on some of those drugs. I don't know how capable a drug dog is on 
detecting these, but they are very good on marijuana and some of the other drugs that you 
can detect, that you can train the dog to detect. So often, these are new and different, they 
aren't always the same. 

Sen. Armstrong: Thank you. Further testimony in support. 

Mark Hardy, Executive Director, State Board of Pharmacy: Support (see attached 2). 

Sen. Armstrong: How are you handling the amendments? 

Mark Hardy: Legislative Council should have then. They are still in drafting version of 
them. We checked with Sen. Anderson and he signed off on the amendments. 

Sen. Casper: On the hydrocodone, basically was that going up or down on the schedule. 

Mark Hardy: The change was moved from Schedule 3 to Schedule 2. It moved up on the 
scheduling list. It moved from a substance that wasn't as big as a concern for abuse, to a 
drug that is a larger concern for abuse. That was done in conjunction with the FDA and 
DEA, they have a common rule hearing process in which they recommended the change to 
schedule 2, based on a lot of the abuse concerns that they are seeing across the nation. 
That was a widespread change and caused a lot of angst within the medical community, as 
you may or may not be aware. The changes for moving from sched. 3 to sched. 2 for an 
issuance of a prescription for hydrocodone or the filling of a prescription is a lot different 
and stricter. It has caused some concerns within the patient population as well. That 
change occurred a few months ago and I think at this point it has levelled off as far as the 
impact is concerned. 

Sen. Armstrong: Further testimony in support. 

• 
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Charlene Keller, Forensic Scientist: Support (see attached 3). She showed a chart 
showing the chemical molecule processes. 

Sen. Armstrong: Are there any legitimate products that have this kind of chemical make
up. 

Charlene Keller: No. 

Sen. Casper: So, you talked about the right side of the chemical structure there, is what 
they are changing. Does that affect the effect that the drug has on the user, or is it the left 
side of the compound that maintains purpose of why the user is using the compound and 
they are just substituting what they can to maintain the left side to get the "high". 

Charlene Keller: Basically, is can be on either side of the molecule. They can modify it so 
very close to the original so as to change one little thing and that has a drastic effect on the 
body. It doesn't matter necessarily what side of the body. It can have a small effect or a 
large effect. I think when they are coming up with these compounds; I don't think they 
really know what effect it's going to have. They just know it beats the legislation. I don't 
know the effects of these drugs, but I know that a lot of this hasn't been studied or 
researched. 

Sen. Casper: Do you any idea how many variables they could possibly come up with off 
the base. If the base is producing the drug-like effect which is why they are purchasing the 
product, is it a limitless amount of variables. I look at the periodic table and all the 
elements on there, can they just tossing X number of those to produce X number of results. 

Charlene Keller: Yes, basically we have been dealing with this for the past four years. I 
have watched the compounds change and it's drastically and it's ever so slightly. Basically 
there is a lot of money in this, so the more modifications to make it not "legal", then they 
know they can get money. It's not necessarily selling it because it produces a good high; 
it's selling it because this is legal. 

Sen. Grabinger: This can't be done in an at-home laboratory. This is being done in a 
professional laboratory and are we going after that lab, having any success in finding where 
this stuff is being produced. 

Charlene Keller: That is a good question. This is not being made here in ND. This is not 
even being made in the United States. This is more of an international problem. A lot of 
these products are coming from China. A lot of people have tied these internet sales to the 
source in China. I know federal authorities are trying to work with China to stop some of 
this. There is a lot of money involved in this but it is not being made locally at all. 

Sen. Grabinger: But they are able to understand our laws. So when we are trying to fight 
this, they are making these changes. 
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Charlene Keller: Yes they are very smart chemists that are making this. They understand 
the laws, federal and other countries laws very well. We, the United States, are not the 
only people dealing with this. It is other countries as well. 

Sen. Armstrong: Thank you. Further testimony in support. Testimony in opposition. 
Neutral testimony. 

Wayne Stenehjem: If anyone on this committee would like a tour of the crime lab, please 
let my office know and we will set it up. 

Sen. Armstrong: Thank you. We will close the hearing on SB 2100. 

• 
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Ch. Hogue: We will take a look at SB 2100. We will have Mark Hardy walk us 
through the amendments. 

Mark Hardy, Exec. Dir. State Board of Pharmacy: Explained the amendments 
(see attached �'J) The representative from the Crime Lab walked through 
the reasons for the amendments and the specific provisions of how they are 
supposed to be formatted in a way that would best address those substitutions 
that can be made to the chemical structure of the various compounds. The 
crime lab put in the various terms in which they identify the specific chemical. 
They want to specifically put those in there so that it makes it easier for 
prosecutors and law enforcement identify the compounds they will have an 
easier way to identify in the law as to what is exactly illegal. 

Ch. Hogue: I thought that during last session, when we made amendments to 
this statute, that we were including the prohibited substances and their 
derivatives or chemical relatives so that we wouldn't have to continue to 
amend the statute. Why are we amending it again? 

Mark Hardy: The existing statute in there has a chemical group in such a way, 
and if you go back to Char's picture and showed the chemical structure of the 
group identified, there was a little bit more specific in that identifying the 
various substitutions of that. This makes it more about the core chemical 
structure and the various substitutions. The reason they wanted to take this to 
the AG's office and the crime lab was because they thought this was more 
inclusive of future modifications that could be made than the current existing 
statute. They looked at the state of KS, they made changes like this and they 
had very good success with preventing future modifications. I think this is a 
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step to be proactive and in their mind, a better way to define these core 
chemical structures and to help prevent modifications down the road. 

Ch. Hogue: Thank you. 

Sen. Armstrong: I move the amendment, 15.8010.01003, Title 02000 with the 
misspelling error located on page 8, line 15 (a) "subsititution" corrected. 

Sen. C. Nelson: Second the motion. 

Ch. Hogue: We will take a voice vote. Motion carried. We now have the bill 
before as amended. 

Sen. Armstrong: I move a Do Pass as amended. 

Sen. Grabinger: Second the motion. 

6 YES 0 NO 0 ABSENT DO PASS AS AMENDED CARRIER: Sen.  Ca sper 



15.8010.01003 
Title.02000 

I o-f J 

Pr~pared by the Legislative Council staff for 10 
Senate Judiciary Committee I I ol t'5 

January 20, 2015 Y), / 
PROPOSED AMENDMENTS TO SENATE BILL NO. 2100 

Page 5, line 25, after the period insert "Other names: Delta-9-tetrahydrocannabinol." 

Page 6, line 4, overstrike "Naphthoylindoles. Any compound containing a 3-(1-naphthoyl)indole" 

Page 6, overstrike lines 5 through 22 

Page 6, line 23, remove "ill" 

Page 6, line 31, replace "by: a substitution" with "in the following ways: 

(a) Substitution" 

Page 7, line 1, replace "a substitution" with "or 

(b) Substitution" 

Page 7, line 2, after the second underscored comma insert "or" 

Page 7, line 2, replace "6" with "or 

.(9 6" 

Page 7, after line 3, insert: 

"@" 

Page 7, after line 4, insert: 

Page 7, line 6, replace "f4t.@)." with "ill" 

Page 7, line 7, replace "~.(Ql" with "121" 

Page 7, line 8, replace "~.(9" with "QI" 

Page 7, line 9, replace "f4}.{Ql" with 'Hl" 

Page 7, line 11, replace "{§}~" with "Ifil" 

Page 7, line 12, replace "fe}.ill" with "Ifil" 

Page 7, line 13, replace "f7}.(gl" with "ill" 

Page 7, line 14, replace "£8}.(b.l" with "I.fil" 

Page 7, line 15, replace "f9}.ill" with "Ifil" 

Page 7, line 16, replace "f-1-GJ.ill" with "L1Q1" 

Page 7, line 17, replace "f44}.{!sl" with "W.l" 

Page 7, line 19, replace "f-1-2}.ill" with "1121" 
Page 7, line 20, replace "f4-3}.{ml" with "11]1" 

Page 7, line 21, replace "f-14lilll" with "I.Hl" 

Page No. 1 15.8010.01003 



Page 7, line 22, replace "f4-§l.(Ql" with "llfil" 

Page 7, line 23, replace "{4-6}.{Ql" with "11.fil" 

Page 7, line 24, replace "{4-7}.(g)_" with "1111" 

Page 7, line 26, replace"~.([)_" with "llfil" 

Page 7, line 28, replace "{4-9}.(fil" with "11.fil" 

Page 7, line 30, replace "£2-0l.ill" with "[201" 

Page 8, line 1, replace "~M" with "££11" 

Page 8, line 3, replace "~M" with "[221" 

Page 8, line 5, replace "~®" with "[231" 

Page 8, after line 6, insert: 

"[241 1-[(N-methylpiperidin-2-yl)methyll-3-
(adamant-1-oyl)indole - Other names: AM-1248. 

[25] 1-Pentyl-3-(1-adamantoyl)indole - Other 
names: AB-001 and JWH-018 adamantyl analog ." 

Page 8, line 15, replace "by: a substitution" with "in the following ways: 

.(fil Substitution" 

Page 8, line 16, replace "a substitution" with: "or 

.{Ql Substitution" 

Page 8, line 17, replace "~"with "or 

"M 6" 

Page 8, line 18, replace the first underscored comma with an underscored semicolon 

Page 8, line 18, replace "~" with: 

".(Ql 6" 

Page 8, after line 19, insert: 

Page 8, remove lines 20 and 21 

Page 8, line 22, replace ".{Ql" with "ill" 

Page 8, line 23, after "carboxamide" insert". APICA. SDB-001. and 2NE1 

Page 8, line 24, replace "M" with "121" 

Page 8, line 26, replace "@" with "Ql" 

Page 8, line 27, after "48" insert "and APINACA" 

Page 8, removes lines 28 through 31 

Page 9, line 1, replace ".(gl" with 'H.1" 
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Page 9, line 3, replace ".(bl" with "[fil" 

Page 9, line 5, replace "ill" with "Ifil" 

Page 9, line 7, replace "ill" with "ill" 

Page 9, line 9, replace "ill." with "[fil" 

Page 9, line 11 , replace "ill" with "[fil" 

Page 9, line 13, replace ".{m)." with "[1.Q}" 

Page 9, line 15, replace "fol" with "1111" 

Page 9, line 17, replace ".(Q}" with "f..121" 

Page 9, line 20, replace "illl" with "11.m" 

Page 9, line 22, replace ".(g)." with "I.Ml" 

Page 9, line 24, replace ".(d" with "I.1.fil" 

Page 10, line 3, replace "by: a substitution" with "in the following ways: 

.(fil Substitution" 

Page 10, line 4, replace "a substitution" with "or 

.{Ql Substitution" 

Page 10, line 5, replace "g" with "or 

_(g)_ &" 

Page 10, line 6, replace "g" with: 

"@ &" 

Page 10, after line 7, insert: 

II 

Page 10, line 9, replace ".(fil" with "ill" 

Page 10, line 11, replace ".{Ql" with "[21" 

Page 10, line 13, replace "_(g)_" with "QI" 

Page 10, line 15, replace "@" with 'Hl" 

Page 10, line 17, replace ".(fil" with "[fil" 

Page 10, line 19, replace "ill" with "Ifil" 

Page 27, line 4, underscore "Alfaxalone" 

Renumber accordingly 

Page No. 3 15.8010.01003 
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Com Standing Committee Report 
January 21, 2015 7:37am 

Module ID: s_stcomrep_12_007 
Carrier: Casper 

Insert LC: 15.8010.01003 Title: 02000 

REPORT OF STANDING COMMITTEE 
SB 2100: Judiciary Committee (Sen. Hogue, Chairman) recommends AMENDMENTS AS 

FOLLOWS and when so amended, recommends DO PASS (6 YEAS, 0 NAYS, 
0 ABSENT AND NOT VOTING) . SB 2100 was placed on the Sixth order on the 
calendar. 

Page 5, line 25, after the period insert "Other names: Delta-9-tetrahydrocannabinol." 

Page 6 , line 4, overstrike "Naphthoylindoles. Any compound containing a 3-( 1-
naphthoyl)indole" 

Page 6, overstrike lines 5 through 22 

Page 6, line 23, remove "ill" 

Page 6 , line 31 , replace "by: a substitution" with "in the following ways : 

(a) Substitution" 

Page 7, line 1, replace "a substitution" with "or 

(b) Substitution" 

Page 7, line 2, after the second underscored comma insert "or" 

Page 7, line 2, replace "6" with "or 

{Ql 6" 

Page 7, after line 3, insert: 

"@" 

Page 7, after line 4, insert: 

Page 7, line 6, replace "f-1-}@l" with "ill" 

Page 7, line 7, replace "~.{Ql" with "[2]" 

Page 7, line 8, replace "~{Ql" with "Ql" 

Page 7, line 9, replace "f4}.(Ql" with 'HJ" 

Page 7, line 11, replace "fa}!.fil" with "Ifil" 

Page 7, line 12, replace "(e}ill" with "Ifil" 

Page 7, line 13, replace "f-7-t.{g}" with "ill" 

Page 7, line 14, replace "{St.(.b.)." with ''[fil" 

Page 7, line 15, replace "f9fill" with "Ifil" 

Page 7, line 16, replace "£4-0lill" with "[1Ql" 

Page 7, line 17, replace "f-+4-J.(hl" with "L111" 

Page 7, line 19, replace "f-+2-fill" with "L.121" 

(1) DESK (3) COMMITTEE Page 1 s_stcomrep_ 12_007 
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Page 7, line 20, replace "{-+J1.(rn)_" with "I.Lll" 

Page 7, line 21 , replace "f-+4KD2" with "[H}" 

Page 7, line 22, replace "{-+e}.(Q}" with "11.fil" 

Page 7, line 23, replace "f-+el(.R.l" with "Ufil" 

Page 7, line 24, replace "f-+7}.(g}" with "1111" 

Page 7, line 26, replace "f-+8}.(r}_" with "11.fil" 

Page 7, line 28, replace "f-+9}.(fil" with "I.1.fil" 

Page 7, line 30, replace "~ill" with "[201" 

Page 8, line 1, replace "~M" with "121J" 

Page 8, line 3, replace "~M" with "[22]" 

Page 8, line 5, replace "~®" with "[23]" 

Page 8, after line 6, insert: 

Module ID: s_stcomrep_ 12_007 
Carrier: Casper 

Insert LC: 15.8010.01003 Title: 02000 

"[24] 1-[( N-methylpiperidin-2-yl)methyl]-3-
(adamant-1 -oyl)indole - Other names: AM-1248. 

[25] 1-Pentyl-3-(1-adamantoyl)indole - Other 
names: AB-001 and JWH-018 adamantyl analog." 

Page 8, line 15, replace "by: a substitution" with "in the following ways: 

@.} Substitution" 

Page 8, line 16, replace "a substitution" with : "or 

.(Ql Substitution" 

Page 8, line 17, replace ".§." with "or 

"{SJ 6." 

Page 8, line 18, replace the first underscored comma with an underscored semicolon 

Page 8, line 18, replace ".§." with : 

".(Q} 6." 

Page 8, after line 19, insert: 

Page 8, remove lines 20 and 21 

Page 8, line 22, replace ".(Ql" with "ill" 

Page 8, line 23, after "carboxamide" insert", APICA, SDB-001 , and 2NE1 

Page 8, line 24, replace "{SJ" with "121" 

Page 8, line 26, replace "@" with "Ql" 

(1) DESK (3) COMMITTEE Page 2 s_stcomrep_ 12_007 
• 
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Page 8, line 27, after "48" insert "and APINACA" 

Page 8, removes lines 28 through 31 

Page 9, line 1, replace ".{g)." with 'Hl" 

Page 9, line 3, replace "[bl" with "[fil" 

Page 9, line 5, replace "ill" with "Ifil" 

Page 9, line 7, replace "ill" with "ill" 

Page 9, line 9, replace "ill" with "Ifil" 

Page 9, line 11 , replace "ill" with "Ifil" 

Page 9, line 13, replace "{ill)." with "[1.Ql" 

Page 9, line 15, replace ".(nl" with "l11J" 

Page 9, line 17, replace ".(Q)_" with "(121" 

Page 9, line 20, replace "{Q}" with "[Ll}" 

Page 9, line 22, replace ".(g)_" with "I.111" 

Page 9, line 24, replace "ill" with "llfil" 

Module ID: s_stcomrep_ 12_007 
Carrier: Casper 

Insert LC: 15.8010.01003 Title: 02000 

Page 10, line 3, replace "by: a substitution" with "in the following ways: 

@} Substitution" 

Page 10, line 4, replace "a substitution" with "or 

.{Q} Substitution" 

Page 10, line 5, replace "~" with "or 

Page 10, line 6 , replace "~" with : 

".{Q} 6" 

Page 10, after line 7, insert: 

Page 10, line 9, replace "@}" with "ill" 

Page 10, line 11, replace ".{Q}" with "[21" 

Page 10, line 13, replace "~" with "Ql" 

Page 10, line 15, replace "@" with 'Hl" 

Page 10, line 17, replace ".{fil" with "[fil" 

Page 10, line 19, replace "ill" with "Ifil" 

Page 27, line 4 , underscore "Alfaxalone" 

(1) DESK (3) COMMITTEE Page 3 s_stcomrep_ 12_007 

I --3 
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Renumber accordingly 

(1 ) DESK (3) COMMITTEE Page 4 

Module ID: s_stcomrep_12_007 
Carrier: Casper 

Insert LC: 15.8010.01003 Title: 02000 

s_stcomrep_ 1 2_007 
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Committee Clerk Signature 

Explanation or reason for i ntroduction of bi l l /resolution: 

Relating to the scheduling of controlled substances and declare an emergency 

Minutes: Testimonies 1 -2 

Chairman Weisz opened the hearing on SB 21 00. 

Mark J. Hardy, PharmD, Executive Director of the ND State Board of Pharmacy testified in 
support of the bill. (See Testimony #1 ) 

6:1 0  
Charlene Keller: Forensic Scientist testified in support of the bill. (See Testimony #2) 

1 2:38 
Rep. Porter: As we look at the chart, is there a way to go one above and say if your 
compound is made up these three components rather than anything other than that is 
illegal? Or do we have to keep chasing the chemists every two years? 

Keller: Are you looking for a catch all? 

Rep. Porter: Correct. 

Keller: We do have an Analog Act in our state that was added two years ago. It modifies 
the federal Analog Act saying it has to be chemically similar and give effects in the body 
similar for each Schedule 1 substance. Then it would be considered a controlled substance 
analog. It is trickier to pull it off with the newer ones because of not much medical research 
on the newer compounds. The two prong approach is hard to meet with the Analog Act. 
Many states have it, but are not using it for the synthetics because of that. 

Porter: Does the component inside the criminal code that says if you use the substance in 
a way that it wasn't intended to be used by the manufacturer, is that something that is held 
up in the courts? Does that work along with this? 



House Human Services Committee 
SB 2 1 00 
March 1 0, 201 5  
Page 2 

Keller: The inhalant law does cover if you use paint in the way it is not supposed to be 
used. As far as controlled substances they have to be lifted. 

Porter: The availability of the compounds through mail order or internet; so the compound 
technically in relationship to federal law are legal to produce and manufactured in the U.S. , 
but our law says you cannot have them? 

Keller: Our state is ahead of the federal level, but it still is not legal to produce in the U.S. 
These compounds are being synthesized in China for the most part and distributed through 
the internet. 

Rep. Hofstad: How do you collaborate with other states to try and get a head of these 
designer drugs that are coming on the market? 

Keller: I'm a member of an international organization and it is an e-mail group. Basically, 
with these synthetics it has been very helpful because we bounce off ideas from each 
other. I have gotten good contacts throughout the U.S. on what other states are doing and 
what worked and what didn't. 

NO OPPOSITION 

Vice-Chair Hofstad closed the hearing on SB 21 00. 

• 
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Committee Clerk Signature 

Minutes: 

Chairman Weisz took up SB 21 00. 

Rep. Hofstad: I move a Do Pass on SB 21 00. 

Rep. Seibel: Second. 

Chairman Weisz: We are adding one new drug to the schedule 1 .  

Rep. Porter: It only added two new schedule 1 's. The rest is to change the chemical 
components from the synthetics to the updated version so that we remain ahead of the 
chemists. 

ROLL CALL VOTE: 1 3  y 0 n 0 absent 

MOTION CARRIED 

Bill Carrier: Rep. Seibel 
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Chairman Weisz v / v Rep. Mooney y / v 
Vice-Chair Hofstad v ,,, v Rep. Muscha l// v 
Rep. Bert Anderson / / "' Rep. Oversen t/ 
Rep. Dick Anderson v") ' 
Rep. Rich S. Becker v / 
Rep. Damschen V/~ 
Rep. Fehr ,// 
Rep. Kiefert v' / 
Rep. Porter J// 
Rep. Seibel v 

Total (Yes) /,J No~-------,. 
Absent 0 
Floor Assignment 

If the vote is on an amendment, briefly indicate intent: 

' 
i 

- - - - - - - - - - ----
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SB 2100, as engrossed: Human Services Committee (Rep. Weisz, Chairman) 

recommends DO PASS (13 YEAS, 0 NAYS, 0 ABSENT AND NOT VOTING). 
Engrossed SB 2100 was placed on the Fourteenth order on the calendar . 
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�' Wayne Stenehjem 

Last session I was standing here to talk about the epidemic in our state with designer drugs. 

And that is what it truly was, an epidemic. Here's what I told you last session: 

"Synthetic drug abuse has exploded in North Dakota over the last four years 

which presents many unforeseen challenges for law enforcement and 

prosecutors in the State. In 2011, the Legislature scheduled seven chemical 

groups of synthetic cannabinoids, which were being sold as "incense," and 

several synthetic cathinones, which were being sold as "bath salts." These 

substances were sold as allegedly legal alternatives to controlled substances, 

and, despite their labels stating the products were "not for human consumption," 

the substances are smoked, snorted, and ingested for the purpose of getting 

high. 

It is widely, perhaps universally, known that these products are sold solely for the 

purpose of human consumption and ingestion, and that they have psychoactive 

and mind altering effects. Some of the newer compounds have never been 

researched or studied on humans so users are test subjects each time they use 

one of these substances. 

When the chemical groups were scheduled, we thought we had taken care of the 

problem. However, the manufacturers of these substances changed the chemical 

structure, making the new substances similar to, but different from, the chemical 

classes that were controlled. 

Law enforcement, prosecutors, and medical providers began seeing the same 

products, labeled with such names as "New Dimension," "Spark," and "100% 
Pure Evil," now containing a non-controlled synthetic. Reports were coming in of 

juveniles overdosing on very small amounts of these substances. People who 

were smoking these substances were combative with police. Users told police 

they thought they were having a heart attack; they thought their hearts were 

going to jump out of their chests. Police have also responded to hospital 

emergency rooms where users have been foaming at the mouth and incoherent. 

Unfortunately, because none of these substances are controlled, the distributors 

of these drugs could not be charged with any drug trafficking crimes. We have no 

way, under state law, of prohibiting these dealers from selling these new 

substances. 

The sale of street drug alternatives has had a damaging and serious effect on the 

public health in North Dakota and elsewhere. Street drug alternatives are known 

to cause serious health effects, such as agitation, extreme nervousness, nausea, 

vomiting, tachycardia (fast, racing heartbeat}, dangerously elevated blood 

pressures, tremors and seizures, hallucinations, severe paranoia, and even death. 

The products also are extremely habit forming and may cause an intense craving 



to re-dose. The products often cause extremely violent behavior, which causes 

users to harm themselves or others. Users often demonstrate extreme strength, 

with totally irrational behavior and responses. Over the last several years, there 

has been a dramatic increase in emergency calls and patients being brought to 

emergency departments with adverse health effects resulting from ingesting or 

inhaling a street drug alternative of unknown content. 

The street drug alternatives are marketed to target people who are 

experimenting with "legal highs" or who want to get high without risking positive 

drug test results. The products are well known among this group of consumers as 

a product that may allow them to experience a high legally and without 

detection. " 

Since then, with the help of the laws you passed last session, synthetic drugs are not at the 

number we were seeing years ago. In November 2012, I issued Cease & Desist Orders against 

those retailers we knew were selling these products. Since the head shops no longer can sell 

these substances that are now illegal, it has made it difficult for our children, teens and young 

adults to obtain these designer drugs. 

This is demonstrated by the decreasing number of synthetic drugs being submitted to 

the Crime Lab in the last two years. When this epidemic was at its peak in 2012, 1366 synthetic 

drug samples were submitted to the lab. Two years later in 2014, the crime lab identified 164 
synthetic drugs samples that were submitted. 

The internet is still our biggest obstacle in stopping the distribution of these synthetic 

chemicals but by having our laws up to date and encompassing the most recent compounds 

identified has made it more difficult to ship these chemicals to our state since they are illegal 

under North Dakota's law. 

This session it is being proposed to add three new groups to the synthetic cannabinoids 

section. Charlene Keller, forensic scientist with the ND State Crime Lab, is here to talk about 

some of the modifications being proposed to encompass some of the new cannabinoid 

derivatives being identified in case work. 

As some of you may have heard, last week there was another overdose death in Grand 

Forks. This one has been associated with the synthetic opioid Fentanyl, which is a Schedule II 

substance. It is a very potent painkiller that is more potent than heroin or morphine. There 

are other areas of the country that see large amount of powder Fentanyl on a regular basis and 

have had numerous overdoses because of it. There is one analog of fentanyl that we feel 

should be added to the list of controlled substances this session as Mark Hardy has indicated 

and that is Acetyl fentanyl. The ND Crime lab has only identified it once but other areas of the 

country, including Rhode Island and Pennsylvania, have had numerous overdose deaths 

because of it. 

I J. 
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Cha i rman Hogue, members of the Senate Judicia ry Committee, for the record I am Mark 
J. Hardy, PharmD, Executive Di rector of the North Dakota State Board of Pharmacy. I 
appreciate the opportunity to be here to speak to you today. 

Senate Bi l l  2100 is the bienn ia l  b i l l  introduced by State Board of Pharmacy to bring the 
Control led Substances schedu l i ng up-to-date with what the Food and Drug Admin istration 
[FDA] and Drug Enforcement Administration [DEA] have done over the past two yea rs. 

This  b il l adds a few new categories for synthetic spice cannabinoids and compounds 
with in Schedule I control led su bsta nces. The drafting of this b i l l ,  specifica l ly the Schedule 
I su bsta nces was done in  conj unction with the North Dakota Cri me La b.  Charlene Kel ler, 
a forensic scientist with the N D  Crime Lab is here a nd wi l l  present testimony to expla in 
much of the chemistry a nd reasons for the new categories l isted in  this proposed 
legislation . The i ntention for these changes is to try to be proactive and ensure that we 
have future chemica l modifications that can be made to these substances, identified as 
control led su bstances. This b i l l  is very lengthy a nd, we feel, as comprehensive as 
possible with the i nformation that we have at this time. 

I would l ike to highl ight a couple of items to ensure you have an understanding of the 
approach we uti l ized i n  the drafting of this bi l l .  

O n  page one, l i ne 18 we have schedule Acetylfenta nyl, which the state crime lab and 
federal authorities have identified as a drug of concern. 

Starting on page 6 a re the new categories for synthetic spice cannabi noids and 
compounds, which a re inc lusive of the current ca nnabi noids. We have moved a l l  specific 
com pounds identified by the state cri me lab u nder the applica ble section, to make it clear 
for those prosecuting or identifying those specific  com pounds. 

It may appear there a re many l i nes struck under the cu rrent legislation, but please be 
aware that each individual  com pound was moved to the specific appl icable new section. 
Aga in, this is a strategy to be proactive in the complex nature of these dangerous drugs 
a nd to try to keep our citizens safe. 



As I indicated earl ier, Charlene Kel ler, a forensic scientist with the ND Crime Lab is here 
a nd wi l l  present testimony on these cha nges. 

On page 21, l i ne 24 there is the addition of Perampa nel, which is a new control led 
substa nce schedu led by DEA since our last legislative session. 

On page 22, l i nes 14-19, you wi l l  notice the provisions of hydrocodone bei ng struck from 
th is  section and moved to Schedule II .  DEA recently l ifted the provisions of  exemptions 
for those hydrocodone compou nds in schedule III. Hydrocodone products are commonly 
referred to as Vicodi n, Loracet and Norco . They are a drug that is commonly abused. 

On page 27, l i ne 4 the addition of Alfaxa lone was mistakenly not underl ined in this bi l l, 
necessitating the re-lettering of the rest of the section. Alfaxa lone is another com pound 
that DEA schedu led a nd we are mirrori ng. 

On page 28, l i ne 22 Suvorexant is also a new drug that fell u nder schedule IV. 

Lastly, we would ap preciate your support of the amendments to correct the drafting 
errors to ensure this legislation is as complete as possi ble. I wou ld request a n  
emergency clause on the measure to ensure it i s  effective as soon as possible. 

Aga in, thank you for your ti me. I wi l l  be glad to answer any questions you have at this 
time. 
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FINAL ORDER 

SUBSTANCE PROPOSAL FEDERAL 
*Scheduled under 21 USC 811 (h) PUBLICATION PUBLICATION REGISTER EFFECTIVE CSA 
**Extension of temporary control DATE DATE CITATION DATE SCH EDU 

JWH-200 ** 02-29-12 77 FR 12201 2/29/2012 

METHASTERONE ( 2 ALPHA-17 ALPHA-DIMETHYL-5 ALPHA- 11-23-11 07-30-12 77 FR 44456 8/29/2012 Ill 
ANDROSTAN-17BETA-OL-3-0NE) 

PROSTANOZOL (17 BETA-HYDROXY-5 ALPHA- 11-23-11 07-30-12 77 FR 44456 8/29/2012 Ill 
ANDROSTAN0[3 ,2-C]PRYAZOLE 

3,4-METHYLENEDIOXY-N-METHYLCATHINONE 10-21-1 1 04-12-13 78FR21818 4/12/2013 
(METHYLONE) 

[1-(5-FLUORO-PENTYL)1 H-INDOL-3-YL](2,2,3,3- 05-16-13 78 FR 28735 5/16/2013 
TETRAMETHYLCYCLOPROPYL)METHANONE(5-FLOURO-
UR-144 , XLR11)* 

(1-PENTYL-1 H-INDOL-3-YL)(2,2 ,3,3- 05-16-13 78 FR 28735 5/16/2013 
TETRAMETHYLCYCLOPROPYL)METHANONE (UR-144 )* 

N-{1-ADAMANTYL)-1-PENTYL-1 H-INDAZOLE-3- 05-16-13 78 FR 28735 5/16/2013 
CARBOXAMIDE (APINACA, AKB48)* 

LORCASERIN 12-19-12 05-08-13 78 FR 26701 6/7/2013 IV 

2-(4-CHLOR0-2,5-DIMETHOXYPHENYL)-N-(2- 11-15-13 78 FR 68716 11/15/2013 
METHOXYBENZYL) ETHANAMINE (25C-NB0Me)* 

2-(4-1000-2,5-DIMETHOXYPHENYL)-N-(2- 11-15-13 78 FR 68716 11/15/2013 
METHOXYBENZYL) ETHANAMINE (251-NBOMe)* 

2-(4-BROM0-2,5-DIMETHOXYPHENYL)-N-(2- 11-15-13 78 FR 68716 11 /15/2013 
METHOXYBENZYL) ETHANAMINE (258-NBOMe)* 

PERAMPANEL [2-{2-0X0-1-PHENYL- 10-22-13 12-02-13 78 FR 72013 1/2/2014 Ill 
5-PYRIDIN-2-YL-I ,2-DIHYDROPYRIDIN-3-YL)BENZONITRILE ] 

QUINOLIN-8-YL 1-PENTYL-1 H-INDOLE-3-CARBOXYLA TE 02-10-14 79 FR 7577 2/10/2014 
(PB-22; QUPIC)* 

QUINOLIN-8-YL 1-(5-FLUOROPENTYL)-1 H-INDOLE-3- 02-10-14 79 FR 7577 2/10/2014 
CARBOXYLATE ( 5-FLUORO-PB-22; 5F-PB-22)* 

- - - ---
N-(1-AMIN0-3-METHYL-1-0XOBUTAN-2-YL)-1 -(4- 02-10-14 79 FR 7577 2/10/2014 
FLUOROBENZYL)-1 H-INDAZOLE-3-CARBOXAMIDE (AB-
FUBINf.CA)* 

N-(1-AMIN0-3,3-DIMETHYL-1-0XOBUTAN-2-YL)-1-PENTYL- 02-10-14 79 FR 7577 2/10/2014 
1 H-INDAZOLE-3-CARBOXAMIDE (ADB-PINACA)* 

ALPHA-PYRROLIDINOBUTIOPHENONE (a-PBP)* 03-07-14 79 FR 12928 3/7/2014 

3-FLUORO-N-METHYLCATHINONE (3-FMC)' 03-07-14 79 FR 12928 3/7/2014 

4-FLUORO-N-METHYLCATHINONE (4-FMC)* 03-07-14 79 FR 12928 3/7/2014 

4-METHYL-N-ETHYLCATHINONE (4-MEC)* 03-07-14 79 FR 12928 3/7/2014 

PENTYLONE* 03-07-14 79 FR 12928 3/7/2014 

ALPHA-PYRROLIDINOPENTIOPHENONE (a-PVP)* 03-07-14 79 FR 12928 3/7/2014 

BUTYLONE* 03-07-14 79 FR 12928 3/7/2014 

NAPHYRONE* 03-07-14 79 FR 12928 3/7/2014 

4-METHYL-ALPHAPYRROLIDINOPROPIOPHENONE (4- 03-07-14 79 FR 12928 3/7/2014 
MePPP)* 

PENTEDRONE* 03-07-14 79 FR 12938 3/7/2014 

ALFAXALON E (5a-PREGNAN-3a-OL-11 ,20-DIONE) 03-25-13 02-27-14 79 FR 10985 3/31/2014 IV 

TRAMADOL (2-[(DIMETHYLAMINO)METHYL]-1-(3- 11 -04-1 3 07-02-14 79 FR 37623 8/18/2014 IV 
METHOXYPHENYL)CYCLOHEXANOL) 

Scheduling Actions - Chronological Order 

9/9/2014 Page 8 of 9 



FINAL ORDER 

SUBSTANCE PROPOSAL FEDERAL 
*Scheduled under 21 USC 811 (h) PUBLICATION PUBLICATION REGISTER EFFECTIVE CSA 
**Extension of temporary control DATE DATE CITATION DATE SCHEDULE 

SUVOREXANT 02-13-14 08-28-14 79 FR 52143 9/29/2014 IV 

HYDROCODONE COMBINATION PRODUCTS 02-27-14 08-22-14 79 FR 49661 10/6/2014 111-> ll 

Scheduling Actions - Chronological Order 

9/9/2014 
Page 9 of 9 



Drug Enforcement Administration 
Office of Diversion Control 
Drug & Chemical Evaluation Section 

Acetylfentan yl 
( N-( 1-phenethyl pi peri di n-4-yl)-N-phenylacetam ide) 

Introduction: 
Acetylfentanyl , similar to the Schedule II opioid 

fentanyl , is a potent opioid analgesic . Recently, it has been 
linked to a number of overdose deaths in the northeastern 
part of the U.S. Acetylfentanyl is not a part of most illicit 
drug screens and remained undetected in many of these 
cases. Upon being identified in one death , secondary 
analyses were performed to confirm the presence of 
acetylfentanyl in numerous jurisdictions . 

Chemistry: 
The chemical structure of acetylfentanyl and the 

Schedule II substance fentanyl are shown below. 

Q~ Q,e, 

6 0 
Acetylfentanyl Fentanyl 

Acetylfentanyl and fentanyl are both synthetic opioids 
and have similar structures. With one less methyl group 
attached to the amide group, acetylfentanyl is the N-acetyl 
version of fentanyl. 

Pharmacology: 
Acetylfentanyl (EC50 = 676 nM), similar to morphine 

(EC50 = 23.6 nM) , has been shown to bind to µ-opioid 
receptors in rat cerebrum membrane preparations. 
Acetylfentanyl, similar to morphine, has been shown to 
inhibit the twitch response in electrically stimulated vas 
deferens preparation. A pharmacology study using acetic 
acid writhing test showed that acetylfentanyl produces 
analgesic response in mice 15. 7-fold more potent than that 
of morphine. Potency of acetylfentanyl was about 3-fold 
less than that of fentanyl in this assay. The ED50 (the dose 
at which 50% of test animals had met the criterion for 
analgesic response) dose for acetylfentanyl, fentanyl and 

December 2013 
DEA/OD/ODE 

morphine were 0.021 , 0.0061, and 0.33 mg/kg , respectively. 
Similarly , in another study using tail flick and phenylquinone 
writhing tests , acetylfentanyl produced analgesic response in 
mice. Acetylfentanyl has been shown to completely suppress 
the signs of withdrawal in morphine-dependent monkeys. 

Besides analgesia, fentanyl-like substances, similar to 
other opioid analgesics, produce a variety of pharmacological 
effects including alteration in mood, euphoria , drowsiness, 
respiratory depression, suppression of cough reflex, 
constriction of pupils (miosis) , and impaired gastrointestinal 
motility. Clinical studies evaluating pharmacological effects of 
acetylfentanyl in humans have not been reported in the 
scientific literature. 

In acute toxicity studies in mice, the LD50 (the dose causing 
death of 50% of test animals) of acetylfentanyl and fentanyl are 
9.3 mg/kg and 62 mg/kg , respectively. Significant bleeding in 
the small intestines of mice was observed in acetylfentanyl
administered mice. 

Licit Uses: 
There are no published studies as to the safety 

acetylfentanyl for human use. There are no commerci 
medical uses for this substance. 

Illicit Uses: 
As a µ-opioid receptor agonist, acetylfentanyl may serve as 

a direct substitute for heroin or other µ-opioid receptor agonist 
substances in opioid dependent individuals. 

Recently , the Centers for Disease Control and Prevention 
(CDC) issued a health alert to report that between March 2013 
and May 2013, 14 overdose deaths related to injected 
acetylfentanyl had occurred among intravenous drug users 
(ages between 19 and 57 years) in Rhode Island. 

After confirming five overdoses in one county, including a 
fatality , Pennsylvania asked coroners and medical examiners 
across the state to screen for acetylfentanyl. This request led 
to 50 confirmed fatalities and five non-fatal overdoses 
statewide in 2013. 

Control Status 
Acetylfentanyl is not currently scheduled under the 

Controlled Substance Act (CSA). However, if intended for 
human consumption , acetylfentanyl may be treated as a 
"controlled substance analogue" under the CSA pursuant to 21 
U.S. C §§802(32)(A) and 813. 

Comments and additional information are welcomed by the Drug and 
Chemical Evaluation Section; Fax 202-353-1263, telephone 
202-307-7183, or E-mail ODE usdo'. ov. 
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[Federa l Reg ister Vo lume 78, Number 23 1 (Monday, December 2, 2013) ] 
[Rules and Regulations] 
[ Pages 72013-72016] 
From the Federal Register Online via the Government Printing Office (www .gpo.gov] 
[FR Doc No: 2013-28778] 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

21 CFR Part 1308 

[Docket No. DEA-374) 

Schedules of Controlled Substances : Placement of Perampanel into Schedule III 

AGENCY : Drug Enforcement Administration, Department of Justice. 

ACTION: Final rule. 

MMARY: With the issuance of this fina l rule, the Deputy Administrator of the Dru g Enforcemen t Administration (DEA) places the substance perampanel [2 · (2 -oxo · 
·phenyl-5-pyridin-2 -yl · l,2 -dihydropyrid in- 3-y l) benzonitrile], including its salts, isomers, and salts o f isomers, into schedu le lJI of the Controlled Substances Act 

(CSA) . This scheduling action is pursuant to the CSA which requires that such actions be made on the record after opportunity for a hearing through formal 
rulemaking . This action imposes the regulatory controls and administrative, civi l, and criminal sanct ions applicable to schedu le III controlled substances on persons 
who handle (manufacture, distribute, dispense, import, export, engage in research, conduct instructional activities with, or possess) or propose to handle perampanel. 

DATES: Effective Date: January 2, 2014. 

FOR FURTHER INFORMATION CONTACT : Ruth A. Carter, Chief, Policy Evaluation and Analysis Section, Office of Diversion Control, Drug Enforcem en t 
Administration; Mail ing Addre ss: 8701 Morrissette Drive, Springfie ld, Virginia 22152; Telephone: (202) 598-6812. 

SUPPLEMENTARY INFORMATION : 

Legal Authority 

The DEA implements and enforces titles Il and lJI of the Comprehens ive Drug Abuse Prevention and Control Act of 1970, as amended. Titles II and lJI are referred to 
as the "Controlled Substances Act" and the "Con trolled Substances Import and Export Act," respecti vely, but they are co llectively referred to as the "Controlled 
Substances Act" or the "CSA" for the purposes of this action. 2 1 U.S .C. 801 - 971. The DEA publi shes the implementing regulations for these statutes in ti tl e 21 of 
the Code of Fed e ra l Regulations (CFR) parts 1300 to 1321. The CSA and its implementing regulations are designed to prevent, detect, and eliminate the 
diversion of controlled substances and listed chemicals into the illicit market while providing for the legitimate medical, scien tific, resea rch, and industria l needs of the 
United Sta tes. Controlled substances have the potentia l for abuse and dependence and are contro lled to protect the public health and safety. 

Under the CSA, controlled substances are classified in one of five schedules based upon their potential for abuse, their currently accepted medical use, and the degree 
of dependence the substance may cause. 21 U .S.C. 812. The initial schedules of controlled substances establi shed by Congress are found at 21 U.S .C. 812(c) and the 
current list of scheduled substances is published at 21 CFR par t 1308. 

Pursuant to 21 U.S.C. 8 1 1(a)(l), the Attorney General may, by rul e, "add to such a schedu le or transfer between such schedules any drug or other substa nce if he 
(A) find s that such drug or other substance has a potentia l for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [21 
u.s.c. 812(b)] for the schedule in which such drug is to be placed .... "Pursuan t to 28 CFR O. lOO(b), the Attorney General has delegated this scheduling authority to 
the Administrator of the DEA, who has further delegated thi s authority to the Deputy Administrator of the DEA. 28 CFR 0. 104. 

The CSA prov ides that scheduling of any drug or other substance may be initiated by the Attorney General ( 1) on his own motion; (2) at the request of the Secreta ry 
of the Department of Hea lth and Human Services (HHS),\1\ or (3) on the petition of any inte rested party . 21 U .S.C. 811 (a). This action is based on a 
recommendation from the Assistant Secretary of the HHS and on an eva luation of all other relevant data by the DEA. This action imposes the regulatory contro ls and 
admin istrative, civil, and criminal sanct ions applicable to schedule lil controlled substances on persons who handle or propose to handle perampanel. 

\1 \As set forth in a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Institute on Drug Abuse 
(NIDA), the FDA acts as the lead agency within the HHS in carrying out the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. SO FR 
9518, Mar. 8, 1995. In addit ion, because the Secretary of the HHS has delega ted to the Assistant Secretary for Hea lth of the HHS the authority to make domestic drug 
scheduling recommendations, for purposes of thi s document, all subsequent references to "Secretary" have been replaced with "Assistant Secretary ." 

ackground 

Perampanel [ 2· (2-oxo· l ·phenyl · S· pyridin-2 -yl· l,2 -di hydropyridin- 3· y l) benzonitnle] is a new chemical entity with central nervous system (CNS) 
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depressant and hallucinogenic properties. On October 22, 2012, the Food and Drug Administration (FDA) approved a new drug application for perampanel as an 
adjunctive therapy for the treatment of partial-onset seizures wi th or without seconda rily generalized seizures in patients with epilepsy aged 12 years and older. 
Perampanel will be marketed in the United States under the trade name FYCOMPA[supreg]. Perampanel is a non-competitive AMPA ([alpha]-amino-3-hydroxy-5-
methyl-4- isoxazolepropionic acid)-type glutamate receptor antagonist . Perampanel was approved in Europe in May 2012 and has been marketed there since Ju ly 
20 12. 

HHS and DEA Eight- Factor Analyses 

On January 22, 20 13, the Assistant Secretary of the HHS provided to the DEA a scientific and medical evaluation and scheduling recommendation entitled " Basi 
the Recommendation for Control of Perampane l and its Salts in Schedule llI of the Controlled Substances Act." Following consideration of the eight facto rs and fi 
related to the substance's abuse potential, legit imate medica l use, and dependence liabil ity, the Assistant Secretary of the HHS recommended that perampanel be 
con troll ed in schedule llI of the CSA under 21 U.S.C. 812 (b). In response, the DEA conducted its own eigh t-fa ctor analysis of perampanel pursuant to 21 U.S.C. 8 1 1 
(c). electron ic copies of these documents are availab le at www. regu lations.gov for easy reference . 

Determination to Schedule Perampane l 

After a review of the ava ilable data, including the scientific and medical evaluation and the scheduling recommendat ion from the HHS, the Deputy Administrator of the 
DEA published in the Federa l Register a notice of proposed rulemaking (NPRM) entit led "Schedules of Controlled Substances: Placement of Perampanel into Schedule 
l!I" on October 22, 2013 (78 FR 62500), which proposed placement of perampanel in schedule llI of the CSA. The NPRM prov ided an opportunity for interested 
persons to file a request for hearing in accordance with DEA regulations on or before November 21, 2013. No requests for such a hearing were received by the DEA. 
The NPRM also provided an opportun ity for in terested persons to submit written comments on the proposed ru le on or before November 21, 2013. 

Comments Received 

The DEA received two comm ents on the proposed rule to schedule perampanel. One commenter was in favor of controlling perampanel as a schedule III con troll ed 
substance. Another commenter requested that the DEA make the rule effective on the same date as the publication of the final rule. 

Support for the Proposed Rule: One commenter supported controlling perampanel as a schedu le I I I controlled substance, as opposed to a schedule II controlled 
substance, but expressed concern about the unknown effects and abuse potential of this new drug at higher doses . However, the commenter indicated that the 
con t rols applicable to schedule llI con trolled substances are appropriate until there is more available data on perampanel's effects. 

DEA Response: The DEA appreciates the comment in support of this rulemaking. 

Request to Change Effective Date: One commenter requested that the DEA make this rule effective on the same date as publication to enable physicians and their 
patients to have access to perampanel as soon as possible and pointed out that the DEA has included an earlier effective date in the final rule fo r other drugs including 
zopiclone, pregablin, and ezogabine. 

DEA Response: The DEA apprec iates the commen ter's request , but does not believe an earlie r effective date is warranted. As provided in 21 CFR 1308.45 , fina l 
orders shall not have an effective date of " less than 30 days from the date of publication in the Federal Registe r unless the Administrato r fi nds that the conditions of 
public health or safety necessitate an earlier effecti ve date . . " The Administrator finds that the conditions of public health or sa fety do not necessitate such an 
earlier effective date in this instance. There are other anti-seizure medications currently available, specifically lacosamide, an anti-epileptic medication that has a 
similar clinica l indication to perampanel. Though the mechanisms o f actions of perampanel and lacosamide are different, the indications are ve ry similar. Like 
perampanel, lacosamide is indicated as an adjunctive therapy for the treatment of partial-onset se izures, and did not have its 30-day implementation period waived . 
Furthermore, the DEA bel ieves that providing 30 days for th is Final Ru le to become effective is expedit ious and sufficient to allow handlers to obtain the appropriate 
reg istration with the DEA and to comply with regulatory requi rements for handling schedu le llI control led substances. 

Scheduling Conclusion 

Based on consideration of al l comments, the sc ientific and medica l eva luati on and accompanying recommenda t ion of the HHS, and based on the DEA's consideration of 
its own eigh t -factor analysis, the DEA finds that these facts and all relevant data constitute substantial evidence of potential for abuse of perampanel. As such , the 
DEA is scheduling perampanel as a controlled substance under the CSA. 

Determination of Appropriate Schedule 

The CSA establishes five schedules of controlled substances known as schedules I , II , Ill , IV, and V. The statute ou tlines the findings required for placing a drug o 
other substance in any particular schedule. 21 U.S.C. 812 (b) . After consideration of the analysis and recommendation of the Assistant Secre tary fo r Health of the 
HHS and rev iew of all available data, the Deputy Administrator of the OEA, pursuant to 2 1 U.S.C. 812(b)(3), finds that : 

1. Perampanel has a potential for abuse less than the drugs or other substances in schedu les I and II; 

2. Perampanel has a cu rrently accepted medical use in treatment in the United States. Perampanel was approved for marketing by the FDA as an 
adju nctive treatment of partial-onset seizu res with or without seconda r ily gene ral ized seizu res in patients with epilepsy aged 12 years and older; and 

3. Abuse of perampanel may lead to moderate or low physica l dependence or high psychological dependence. 

Based on these findings, the Deputy Admini strator of the DEA concludes that perampanel, including its sa lts, isomers, and salts of isomers, warra nts con tro l in 
schedule Ill of the CSA. 21 U.5 .C. 8 12(b)(3). 

Requirements for Handling Perampan el 

Upon the effecti ve date of this final rule, any person who handles perampan el is subject to the CSA's schedu le III regulatory controls and administ rative, civ il , and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engagement of research , and conduct of instructional activities, of 
schedule Ill contro lled substances including the following: 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in research, or conducts instructional activities with) 
perampanel, or who desi res to handle perampanel, must be registered with the DEA to conduct such activities, pursuant to 21 u.s.c. 8 22, 823 , 957 , and 9 5 8, and 
in accordance with 21 CFR p arts 13 01 and 13 12 as of January 2, 20 14 . Any person who is currently engaged in any of the above activities and is not registered with 
the DEA must 
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submit an applica ti on for reg ist rat ion and may not con tinue their activ ities as of January 2, 2014 unless the DEA has approved that application, pursuant to 2 1 U.5.C. 
82 2 , 8 23 , 9 57 , and 958 , and in accordance with 21 CFR pa rts 1301 and 1312. 

Security. Perampanel is subject to schedu le Ill - V security requirements and must be handled and stored in accordance with 21CFR1301.71 - 1301.93, pursuant to 
21 U.5. C. 8 23 , 821 , 871 (b) as of January 2, 2014 . 

Labeling and Packaging. All labels and labeling for commercia l containers of perampanel must be in accordance with 2 1 CFR 1302,03 - 1302.07 , pursuant to 21 
U.5.C . 8 25, 9 58(e) as of January 2, 2014. 

Inventory . Every DEA registrant who possesses any quantity of perampa nel on the effective date of this final rule is requi red to take an inventory of a ll stocks of 
perampanel on hand as of January 2, 20 14, pursuant to 2 1 U.5.C. 8 27, 958( e), and in accordance with 2 1 CFR 1304,03, 1304.04 , and 1304.ll(a) and (d). Any 
person who becomes regis tered with the DEA after January 2, 2014 is required to take an initial inventory of all controlled substances (including perampanel) on h 
at the time of registration, pursuant to 21 U.S.C. 827, 958(e) and in accordance with 21 CFR 1304.03, 1304.04, and 1304.ll{a) and (b). After the initia l invent 
every DEA registrant is required to take a bienn ia l inventory of all cont rolled substances (including perampanel) , on hand pursuant to 21 U.S.C. 827, 958(e) an 
accordance with 21 CFR 1304.03, 1304.04 and 1304.1 1. 

Records. All DEA registra nts must keep records with respect to perampanel pursuant to 21 u.s.c. 82 7 , 95 8 (e) and in accordance with 21 CFR parts 1 304 , 13 
and 13 1 2, as of January 2, 20 14. 

Prescriptions. All prescript ion s for perampanel or prescriptions for products con taining perampanel must comply with 21 u.s.c. 82 9 and must be issued in accordance 
with 2 1 CFR part 1306 as of January 2, 2014. 
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Importation and Exportation. All importation and exportation of perampanel must be done in accordance with 21 CFR part 1312, pursuant to 21 U.51. 952, 953 , 
957, and 958 as of January 2, 2014. 

Criminal Liability. Any activity involving perampanel not authorized by, or in violation of, the CSA, occurring as of January 2, 2014 is unlawful, and may subject the 
person to administrative, civil, and/or criminal sanctions. 

Regulatory Analyses 

.ecutive Orders 12866 and 13563 

accordance with 21 U.S.C. 811 {a), this scheduling action is subject to formal rulemaking procedures performed "on the record after oppor tunity for a hearing ," 
which are conducted pursuant to the provisions of 5 U.S. C. 556 and 557. The CSA sets forth the procedures and criteria for schedu ling a drug or other substance. 
Such actions are exempt from review by the Office of Management and Budget (OMB) pursuan t to section 3{d){l) of Executive Order 12866 and the princip les 
reaffirmed in Executive Order 13563 . 

Executive Order 12988 

This regulation meets the applicable standards set forth in sec t ions 3(a) and 3(b)(2) of Executive Order 12988 Civ il Justice Reform to eliminate drafting errors and 
ambiguity, minimize litigation, provide a clear legal standa rd for affected conduct, and promote simpli fication and burden reduction . 

Executive Order 13132 

This rulemaking does not have federalism implications warranting the app lication of Executive Order 13132 . The rule does not have substantial direct effects on the 
States, on the relati onship between the na t iona l govern ment and the States, or the distr ibution of power and responsibilities among the va rious leve ls of government. 

Executive Order 13175 

This rule does not have tribal implications warranting the applica t ion of Executive Order 13175 . It does not have substantial direct effects on one or more Indian 
tribes, on the relationship between the Federa l Government and Indian tribes, or on the distribution of power and responsibi lities between the Federa l Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Deputy Administrator, in accordance with the Regu latory Flexi bility Act (RFA) (5 U.S.C. 60 1-6 12). has reviewed this rule and by approving it ce rtifi es that it wi ll 
not have a significant economic impact on a subs tan ti al number of sma ll entities . The purpose of this rul e is to place perampanel , includ ing its salts , isomers, and sa lts 
of isomers, into schedule III of the CSA. No less restrictive measures (i .e., non-control or control in a lower schedule) enable the DEA to meet its statu tory obligations 
under the CSA. Jn preparing this cert ification, the DEA has assessed economic impact by size ca tegory and has considered costs with respect to the various DEA 
registrant business activity classes. 

Perampanel is a new molecular entity, approved by the FDA on October 22, 2012. It was approved in Europe in May 2012, and has been marketed in Europe since July 
2012 . According to publically available information reviewed by the DEA, perampanel is currently anticipated to enjoy patent protection for at least a decade before 
generi c equivalents may be manufactured and m arketed. Accordingly, the number of current ly identifiable manufacturers, importers, and distributors for perampanel 
is extremely small. The publically available materials also specify the readily identifiable persons subject to direct regulation by this fina l rul e. Based on guidelines 
utilized by the Small Business Administration (SBA). the perampanel manufacturer/ distributor/importer was determined not to be a small entity . Once generic 
equivalents are developed and approved for manufacturing and marketing, there may be additional manufacturers, importers, and distributors of perampanel, but 
whether they may qualify as sma ll entities cannot be determined at thi s time. 

There are approximate ly 1.5 million contro lled substance registrants, who represent approximately 38 1,000 entities. The DEA estimates that 371,000 (97 pe rcent) of 
these businesses are considered "small en tities" in accordance w ith the RFA and SBA standards. 5 U. S.C. 601(6) and 15 U.S .C. 632. Due to the wide variety of 
unidentifiable and unquantifiable variables that could potentially influence the dispensing rates of new chemica l entities, the DEA is unable to determine the number of 
smal l entities that might dispense (including administer and prescribe ) perampanel (e.g. , pharmacies and prescribers) . 

. spite the fact that the number of small businesses potentially impacted by this final rule cou ld not be determined at this time, the DEA concludes that they wou ld 
t experience a significant economic impact as a result of this rule . The DEA estimates all anticipa ted perampanel handlers to be DEA reg istrants and current ly 98 

ercent of DEA reg istrants (most of which are sma ll businesses) are authorized to handle schedule III contro lled substances. Even if we assume that all of the DEA 
registrants were to dispense perampanel, (e.g., prac titi oners prescribe, administer, or dispense the substance, and pharmacies dispense the prescriptions), the costs 
that they would incur as a result of perampanel scheduling wou ld be 
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minimal. Registrants that dispense (but not prescribe) wou ld incur nominal addi t ional security, inventory, recordkeeping, and labeling costs, as they have al ready 
established and implemented the requi red systems and processes to handle schedu le II I cont rolled substances. For exa mple, pharmacies and institutional practitioners 
may disperse schedule 11-V controlled substances throughout thei r stock of non- control led substances in such a manner as to obstruct theft or diversion of the 
con trolled substances. The inclusion of one additional subs tance to this system would result in little or no additiona l burden to such practitioners. In addition, because 
DEA-registered dispensers must label all schedule 11-V controlled substances dispensed, the requirement to labe l all controlled substances containing perampa nel 
wou ld not impose a significant economic burden upon DEA- registered dispensers (as the infrastructu re and materials for doing so would already be in place). 
Accordingly, compliance would not require significant manpower, capital investments, or recordkeeping burden s. 

Registrants who only prescribe perampanel by o ral or written prescription wou ld not incu r any additional secu rity, inventory , recordkeeping , or labe ling costs as a 
result of this rule, as they would not physica lly handle perampanel. 

Beca use of these facts, this rule will not result in sig nificant economic impact on a substantial number of sma ll entities. 

Unfunded Mandates Reform Act of 1995 

Jn accordance with the Unfunded Mandates Reform Act (UMRA) of 1995 (2 U.S.C. 150 1 et seq.), on the basis of informati on contained in the "Regu latory Flex ibil ity 
Act" section above, the DEA has determined and certifies pursuant to UMRA that th is action wou ld not resu lt in any Federal mandate that may resu lt "in the 
expenditure by State, loca l, and tribal governments , in the aggrega te, or by the private sector, of $100,000,000 or more (adjusted for inflation) in any one year . 
Therefore, neither a Small Government Agency Plan nor any other action is required under provisions of UMRA of 1995. 

Paperwork Reduction Act of 1995 

Th is action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501- 3521). Th is action would not 
impose record keepi ng or reporting requirements on State or local governments, individua ls, businesses, or organizations . An agency may not conduct or sponsor, and 
a person is not required to respond to, a col lect ion of information unless it displays a cu rrent ly va lid OMB control number . 

Congressional Review Act 

This rule is not a major rul e as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressional Review Act (CRA)) . This rule 
wi ll not result in: an annual effect on the economy of $ 100,000,000 or more; a major increase in costs or prices for consu mers, individual industri es, Federal, State, or 
loca l government agencies, or geographic region s; or significa nt adverse effects on competition, employment, investment, productivity, innovation, or on the abil ity of 
United States-based companies to compete with foreign based companies in domestic and export markets. However, pursuant to the CRA, the DEA has submitted a 
copy of this final ru le to both Houses of Congress and to the Comptroller Genera l. 

ist of Subjects in 21 CFR Part 1308 

ministrative practice and procedure, Drug traffi c control, Reporting and recordkeeping requ irements. 

For the reasons set out above, 21 CFR part 1308 is amended as follows : 

PART 1308--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. Th e authority ci tation for 21 CFR part 1308 cont in ues to read as follows: 

Authority: 21 U.S.C. 811 , 812, 871 (b), unless otherwise noted. 
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2. Amend Sec. 1308.13 by redes1gnat1ng pa ragraphs (c){ ll) through (c){l4) as paragraphs (c){12) through (c){lS) and adding new pa rag raph (c)(ll) to 
read as follows: 

Sec. 1308.13 Schedule III. 

(c) * * * 
(11) Perampanel, and its salts, isomers, and salts of isomers .. 2261 

* * * * * 
Dated: November 25, 2013. 

Thomas M. Harrigan, 
Deputy Administrator. 

[FR Doc. 2013-28778 Filed 11-29-13; 8:45 am] 
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DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

21 CFR Part 1308 

[Docket No. DEA-389] 

Schedules of Controlled Substances: Rescheduling of Hydrocodone Combination Products From Schedule III to Schedule II 

AGENCY: Drug Enforcement Admi nist ration, Department of Justice . 

ACTION: Final rule. 

Page I of 18 

t\BOUT US 

MMARY: Witl1 the issuance of this fina l rule, the Admin ist rator of the Drug Enforcement Administrati on reschedul es hydrocodone combination products from 
hedule III to schedule II of the Controlled Substances Act. Thi s scheduling action is pursuan t to the Controlled Substances Act which requires that such act ions be 

made on the record after opportunity for a hearing through forma l rulemaking. Th is action imposes the regulatory controls and administrative, civil, and criminal 
sanctions app licable to schedule II controlled substances on persons who handle (manufacture, distribute, dispense, import, export, engage in research, conduct 
instructiona l activities wi th , conduct chemica l ana lysis with, or possess) or propose to handle hydrocodone combina ti on products. 

DATES: This rule is effective October 6, 2014. 

FOR FURTHER INFORMATION CONTACT: Imelda L. Paredes, Office of Diversion Control, Drug Enforcement Administration ; Ma ili ng Address : 8701 Morrissette 
Drive, Springfie ld, Virg inia 22 152, Telephone: (202) 598- 6812. 

SUPPLEMENTARY INFORMATION : 

Outline 

l. Lega l Authority 

II. Background 

Ill. Determination To Transfer Hydrocodone Combina ti on Products (HCPs) to Schedule II 

IV. Comments Received 

A. Support of the Proposed Rule 

B. Request for Extended Comment Period 

C. Clarification of Affected Dru gs and Substances 

D. Opposit ion to the Proposed Ru le 

1. Au thori ty to Control Drugs or Substances 

2. Requirements Applicable to Prescriptions 

3. Patien t Access to Medicine 

4. Impacts on Unique Populations 

5. Impacts on Long-Term Care Facilities (LTCFs) 

6. Abuse Prevention 

7. Diversion Prevention 

age 49662) ) 

8. Responsibi lities of Pharmacists 

9. Requi rements Applicable to Manufacturers and Distributors 

10 . Economic Impact 

11. Proposed Alternatives 
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V. Scheduling Conclusion 

VI. Determination of Appropriate Schedule 

VII. Requirements for Handling HCPs 

VIII. Regulatory Analyses 

I. Legal Authority 

~ _ {a Page 2 of 1 ~ 

The DEA implements and enforces titles II and Ill of the Comprehensive Drug Abuse Prevention and Contro l Act of 1970, as amended. Titl es II and III are referr 
as the "Controlled Substances Act" and the "Controlled Substances Import and Export Act," respecti ve ly, and are collectively referred to as the "Controlled Substa 
Act " or the "CSA" for the purpose of thi s action. 21 U.S .C. 801-971 . The DEA publishes the implementing regulat ions for these statutes in title 2 1 of the Code of 
Federal Regulations (CFR), parts 1300 to 1321 . The CSA and its implementing regulations are designed to prevent, detect, and eliminate the diversion of controlled 
substances and listed chemicals into the illicit market whi le providing for the legitimate medical, scientific, research, and industrial needs of the United States. 
Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, every contro lled substance is classified into one of five schedules based upon its potential for abuse, currently accepted medica l use in treatment in 
the United States, and the degree of dependence the drug or other substance may cause . 21 U .S.C. 812 . The initia l schedules of controlled substances estab lished by 
Congress are found at 21 U.S.C. 812(c), and the current list of all scheduled substances is published at 21 CFR part 1308. 21 U.S.C. 812(a). 

Pursuan t to 21 U.S .C. 81l (a)(l), the Attorney General may, by rule, "add to such a schedu le or transfer between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potentia l for abuse, and (B) makes with respect to such drug or other substance the fi ndings prescribed by [21 
U.S.C. 812(b)] for the schedule in which such drug is to be placed*** ." The Attorney General has delegated this scheduling authority to the Administrator of the 
DEA. 28 CFR 0. lOO(b). 

The Administrator may initia te the scheduling of any drug or other substance (1) on her own motion; (2) at the requ est of the Secretary of the Department of Health 
and Human Services (HHS); or (3) on the petition of any interested party. 21 U.S.C. 811 (a). Th is action was initiated by a petition to reschedule hydrocodone 
com bination products (HCPs) \ 1 \ from schedule Ill to schedule II of the CSA, and is supported by, inter alia, a recommendation from the Assistan t Secreta ry for 
Health of the HHS \2\ and an evaluation of al l relevant data by the DEA . This final action imposes the regula tory controls and admin istrative, civi l, and criminal 
sanctions of schedule II controlled substa nces on any person who handles, or proposes to handle, HCPs. 

\ 1\ Hydrocodone combination products (HCPs) are pharmaceuticals containing specified doses of hydrocodone in combination with other drugs in specified amounts. 
These products are approved for marketing for the treatment of pain and For cough suppression. 

\2\ As discussed in a memorandum of understanding entered into by the Food and Drug Administration (FDA), and the National Institute on Drug Abuse (NIDA), the 
FDA acts as the lead agency wi thin the HHS in carrying out the Secretary's scheduling responsibilities under the CSA, wi th the concurrence of NIDA. SO FR 9518, Mar. 
8, 1985. The Secretary of the HHS has delegated to the Assistant Secretary for Health of the HHS the authority to make domestic drug scheduling recommendations. 
58 FR 35460, July l, 1993. 

II. Background 

Hydrocodone was listed in schedule II of the CSA upon the enactment of the CSA in 1971. Public Law 91-513, 84 Sta t. 1236, sec. 202(c), schedule II, parag raph (a) , 
clause (1) (codified at 21 U.S.C. 812(c)) ; initially codified in DEA regulations at 21 CFR 308.12(b)( l)( x) (36 FR 7776, April 24, 197 1) (currently codified at 21 CFR 
1308 .12(b)(l)(vi)). At that t ime, hydrocodone was listed in schedule III of the CSA when fo rmulated with specified amounts of an isoquinoline alkaloid of opium or 
one or more therapeutically active nonna rcotic ingredients. Pub. L. 91-513, 84 Stat. 1236, sec. 202(c), schedule III, paragraph (d), clauses (3) and (4) (codified at 21 
U.S.C. 8 12(c)); initially codified at 21 CFR 308.13(e) (3) and (4) (36 FR 7776, April 24, 197 1) (currently cod ified at 21CFR1308 .13(e)(l) (iii) and (iv)).\3\ Any 
other hydrocodone si ngle-entity products or combinations of hydrocodone wi th other substances outside the range of specified doses are listed in schedule II oft 
CSA.\4\ 

\3\ Specifically: (iii) "Not more than 300 milligrams of dihydrocodeinone (hydrocodone) per 100 milliliters or not more than 15 mi lligrams per dosage unit, with a 
fourfold or greater quantity of an isoqui noline alkaloid of opium;" (iv) "Not more than 300 milligrams of dihydrocodeinone (hydro codone) per 100 mi lliliters or not 
more than 15 milligrams per dosage unit, with one or more active nonnarcotic ingredients in recogn ized therapeutic amounts" 

\4\ In the United States there are currently no approved, marketed, products containing hydrocodone in combination with other active ingredients that fall outside 
schedule III of the CSA. Further, until recently , there were no approved hydrocodone sing le- entity schedule II products. In October 2013 the FDA approved 
Zohydro\TM \ ER, a single-entity, extended release schedule II product. Zohydro\TM \ ER wa s launched on March 3, 2014. Accordingly, al l of the historical data 
regarding hydrocodone from different national and regional databases that support this rule should refer to HCPs only, regardless of whether the database utilizes the 
term "hydrocodone" or "hydrocodone combination products." 

III . Determination To Transfer Hy drocodone Combination Products (HCPs) to Schedule II 

Pursuant to 21 U.S .C. 81l (a), proceed ings to add a drug or substance to those controlled under the CSA, or to transfer a drug between schedules, may be initiated 
on the petition of any interested party. The DEA received a petition requesting that HCPs be controlled in schedule II of th e CSA. In response , in 2004, the DEA 
submitted a request to the HHS to provide the DEA with a scientific and medica l evaluation of available information and a schedu ling recommendation for HCPs, 
pu rsuan t to 21 U.S.C. 811 (b) and (c). In 2008, the HHS provided to the DEA its recommendation tha t HCPs remain controlled in schedu le Ill of the CSA. In response, 
in 2009, the DEA requested that the HHS re -eva luate their data and provide another sc ientific and medical evaluation and scheduli ng recommenda ti on based on 
addi tional data and analysis. 

On July 9, 2012, President Obama signed the Food and Drug Admini stration Safety and Innovation Act (Pub. L. 112- 144, 126 Stat. 993) (FDASIA). Section 1139 of the 
FDASIA directed the Food and Drug Administration (FDA) to hold a publ ic meeting to "solicit adv ice and recommendations" pertaining to the scientifi c and m edical 
evaluation in connection with its schedu ling recommendation to the DEA regarding drug products containing hydrocodone, combined with other ana lgesics o r as an 
antitussive. Additionally, the Secretary was required to solicit stakeholder input "regarding the health benefits and risks, inc luding the poten tial fo r abuse" of HCPs 
"and the impact of up-scheduling these products." According ly, on January 24 and 25, 2013, the FDA held a public Drug Safe ty and Risk Management Adv isory 
Committee (DSaRM) meeting, at which the DEA made a presentation. \ 5\ The DSaRM Committee included members wi th scientifi c and medical expertise in the subject 
of opioid abuse, and a patient rep resentat ive. Members included 
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representatives from the Na tional Institute on Drug Abuse (NIDA) and the Centers for Disease Control (CDC). There was also an opportunity for the public to provide 
comment. The DSaRM voted 19 to 10 in favo r of recommending that HCPs be placed into schedule II. According to the FDA, 768 comments were submitted to the FDA 
by patients, patient groups, advocacy groups, and professional societies. 

\ 5\ The DEA presentation is available at 
http://www. fda .gov I downloads/advisorycommittees/co mmitteesmeeti ng matenals/drugs/drugsafetyandriskma nagmentadvisorycom mittee/ucm34694 l. pdf. 

Upon evaluating the scientific and medical evidence, along with the above considera tions mandated by the FDAS!A, the HHS on December 16, 2013, submitted 
Administrator of the DEA its scientific and medical evaluation en titled, "Basis for the Recommendation to Place Hydrocodone Combination Products in Schedule 11 
the Control led Substances Act." Pursuant to 21 U.S.C. 8ll(b), this document contained an eight-factor analysis of the abuse potential of HCPs, along with the H 
recommendation to contro l HCPs in schedule II of the CSA. 

The HHS stated that the comments received du ring the open public hearing and submitted to th e docket, and the discussion of the DSaRM members of the FDA 
DSaRM meeting prov ided support for its conc lusion that: ( 1) Individuals are tak ing HCPs in amounts sufficient to create a hazard to their health or to the safety of 
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other individua ls or to the community; (2) there is significant diversion of HCPs; and (3) individuals are taking HCPs on their own initiative rather than on the basis of 
medical advice from a practitioner licensed by law to administer such drugs. The HHS stated that it gave careful cons idera ti on to the fact that the members of the 
DSaRM voted 19 to 10 in favor of rescheduling HCPs from schedule lII to schedule II under the CSA. The HHS considered the increasing trends, the public comments, 
the recommendation of the DSaRM, the health benefits and ri sks, and the information available about the impact of rescheduling , and concluded that HCPs have high 
potential for abuse. 

fter a review of the available data, including the scientific and medical evaluation and the schedu ling recommendation from the HHS, the Administrator of the DEA 
ublished in the Federal Register a notice of proposed rulemaking (NPRM) entitled "Schedules of Controlled Substances: Rescheduling of Hydrocodone Combination 
roducts from Schedule III to Schedule II" which proposed to reschedule HCPs from schedule Ill to schedule II of the CSA. 79 FR 11037, Feb. 27, 2014. Both the DEA 

and HHS eight-fa ctor analyses, as well as the DEA's Economic Impact Analysis (E!A), were made available in their entirety in the public docket for this rule (Docket 
No. DEA-389) and are available at http://www.regulations.gov/#'docketDetail;D=DEA-2014-0005 under "Supporting and Related Material." The proposed rule 
provided an opportunity for interested persons to file a reque st for hearing in accordance with DEA regulati ons by March 31, 2014. No requests for such a hearing 
were received by the DEA. The NPRM also provided an opportunity for interested persons to submit written comments on the proposal on or before April 28, 2014. The 
DEA specifically solicited comments on the economic impacts of rescheduling wi th a request that commenters describe the specific nature of any impact on small 
entities and provide empirical data to illustrate the extent of such impact. 

I V. Comments Receiv ed 

The DEA received 573 comments on the proposed rule to reschedule HCPs. Fifty-two percent (52%) (298 comments) supported, or supported with qualification, 
controlling HCPs in schedule!! of the CSA. Forty- one percent (41%) (235 comments) opposed rescheduling HCPs into schedule!!. Seven percent (7%) (40 
comments) did not take a definitive position re garding rescheduling of HCPs . 

Comments were submitted by a variety of indiv iduals, including among others: Federa l and Sta te Government officials, manufacturers, distributors, pharmacies, 
surgeons, emergency physicians, dentists, physician assistan ts, nurse practitioners, pharmacists and pharmacy students, ultimate users of HCPs, and members of the 
general public.6 7 The DEA also received comments from a number of national and regional trade associations with memberships comprised of manufacturers and 
distributors, pharmacists, pharmacies, physicians, pain specialists, doctors of optometry, physician assistants, nurse practitioners, and long term care facilities 
(LTCFs). In addition, the DEA received comments from patient advocacy groups. The 5 commenter categories with the most submissions were physicians (13%; 73 
comments); mid-level practitioners \8\ (5 %; 31 comments); pharmac ists and pharmacy students (21%; 122 comments); the general public (44%; 250 comments); 
and ultimate users (6%; 35 comments). 

\6\ The term "ultimate user" means a person who has law fully obtained, and who possesses, a controlled substance for his own use or for the use of a member of his 
household or for an animal owned by him or by a member of his household. 21 u.s.c. 802(27). 

\7\ Comments from the "genera l public" are distinguished from those submitted by "u ltimate users" when the commenter did not specifically indicate in their comment 
that they personally use HCPs. 

\8\ The term "mid-level practitioner" means an individual practitioner, other th an a physician, dentist, veterinarian, or podiatrist, who is licensed, regi stered , or 
otherwise permitted by the United States or the jurisdiction in which he/she practices, to dispense a controlled substance in the course of professional practice. 21 
CFR 1300.0 l(b). 

As discussed above, 52% of all commenters (298 of 573 comments) supported, or supported with qualification, controlling HCPs in schedule II of the CSA. The 
majority of those supporting the rule were members of the general public and physicians. Comments submitted by the general public comprised 62% of the total 298 
comments that supported, or supported with qualification, the rescheduling. Seventy-fou r percent (74%) (184 of 250 comments) of all comments submitted by the 
general public were in support, or supported wi th qualification, the reschedu ling. Comments by physicians comprised 14% of the total 298 comments that supported 
or supported with qua lification rescheduling. Fifty -six percent (56%) (41 of 73 comments) of all comments submitted by physicians were in support, or supported with 
qualification, rescheduling. 

rty-one percent (41 %) of commenters (235 of 573 comments) opposed the proposa l to reschedule HCPs from schedule III to schedule II of the CSA. The majority of 
ose opposed to rescheduling HCPs were pharmacists, pharmacy students, and ultimate users. Pharmacists and pharmacy students comprised 31 % of the tota l 235 
mments submitted in opposition to the rule. Sixty percent (60%) ( 122 comments) of all comments submitted by pharmacists and pharmacy students were in 

opposition to the ru le. Comments from ultimate users comprised 14% of the total 235 comments in opposition to the rule . Ninety-one percent (91%) (32 of 35 
comments) of all comments submitted by ultimate users were in opposition to resch eduling. 

Further discussions of these comments are inclu ded below. 

A. Support of the Proposed Rule 

Two hundred ninety-eigh t commenters (52 % ) supported, or supported with qualification, contro lling HCPs in schedule II of the CSA. Forty - one percent (41 %) of 
commenters opposed controlling HCPs in schedule !!, and 7% of commenters 
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did not have a clearly defined position either in support or in opposit ion to the rescheduling. The majority of those supporting the rule were members of the genera l 
public (62%) and physicians (14%), with 74% of commen ts from the general public supporting, or supporting with qualification, and 56% of comments from 
physicians supporting, or supporting with qualification, making HCPs schedule !! controlled substances. Manufacturers, pharmacists, mid-leve l practitioners, pharmacy 
students, and trade associations also expressed support for the rule. Of all comments submitted, in support and opposition, 40% of pharmacists, 9% of ultimate users, 
and 78% of the genera l public were in support . 

The State Attorney General and a U.S. Senator from the State with last yea r' s highest per capita rate of prescription drug overdose in the nation wrote in strong 
support of rescheduling HCPs. The State Attorney Genera l wrote that, "This recla ss ification is not only justified given the high abuse and addiction potentia l of 
hydrocodone prescription painkillers • * *, it is necessary to combat the drug abuse epidemic that is destroying so many [ ] communities. I urge you to proceed with 
your rulemaking without delay. The abuse of hyd rocodone is an urgent problem that necessitates urgent action ." The U.S. Senator wrote that, "rescheduling 
hydrocodone combination drugs would be a tremendous step forward in the fi ght to curb the prescription drug abuse epidemic that has ravaged * * * our coun try . It 
will help prevent these highly addictive drugs from getting into the wrong hands and devastating families and communities * * *. I urge the DEA to move quickly in 
finalizing its regulations so that we are able to save hundreds of thousands of lives." 

Two U.S. Senators from two other States, wrote a joint commen t in support of reschedu ling, stating that: "As members of the Judicia ry Committee and senators from 
states hit part icularly hard by the opioid epidemic, we are well aware of the alarming rates of diversion and prescription drug abuse," and "we fully support DEA's 
efforts to combat this nationwide public health c risis." All three Senators expressed their desire that patients maintain access to legitimate care. 

A major component of the rescheduling of HCPs was to evaluate their abuse potential as required under 21 U.S.C. 812(b)( 2). Many commenters indica ted su pport for 
controlling HCPs in schedule !! based on the sc ientific evidence demonstrating the high abuse potential of HCPs, evidence that HCPs may lead to severe psychologica l 
or physica l dependence, history and current pattern of abuse, significa nce of abuse, and risk to the public health and safety. Of the total 47 commenters who 
referenced the scientific, medical, and epidemiological data that was used to support the statutory requirement under 21 U.S.C. 812(b)(2) for control of HCPs in 
schedule II of the CSA, 29 agreed with the data used to support control of HCPs in schedu le II. Nineteen commenters specifically discussed the eight-factor analysis 
that was conducted in support of rescheduling HCPs into schedule !!. Ten of those 19 commen ters were in agreement with the DEA's analysis. Nine of the commenters 
who cited the DEA's eight-factor analysis ind icated that the presented evidence was congruent with the requirements for placing a drug or other substance into 
schedule II of the CSA. (One commenter, while in agreement with the conclusion of the eight- fa ctor analysis, did not favor rescheduling HCPs. ) 

mmenters generally agreed that there is psychological and physical dependence associated with HCPs that support placement into schedu le !!. For example, one 
mmenter stated that rescheduling HCPs from schedule lll to schedu le II "would be in the best interest of the general public" because he has personally witnessed 
e increase in abuse of prescription pain medication over the course of his 45-year ca re er as a pharmacist. Addit ional supportive comments included that the 

mechanism of action of hydrocodone is identical to oxycodone and morphine, both in schedu le!! as combination and si ngle-entity products. Some commenters 
indicated that lower doses of hydrocodone in HCPs do not lower abuse and therefore ag reed with the transfer to schedule II. Other commenters mentioned that HCPs 
are metabolized to hydromorphone, a schedule II opioid, and also have similar mechanisms of action to other schedule II opioids including oxycodone, morphine, and 
fentanyl, suggesting that abuse potential wou ld be comparable. Some of the commenters indicated that HCPs are more likely to be abused due to their greater 
availability. 
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Many of the commenters cited one of their primary reasons for supporting the rule was that it would lead to tighter regulation of HCP prescription . For example, one 
commen ter stated: "Hydrocodone combination products should not be available with multiple refills on a single prescription and need to be prescribed more 
cautiously." Similarly, another commenter stated: "Rescheduling HPCs [ sic] would directly address the problem of ' le~over' pills in parents [sic] medicine cabinets, and 
would keep kids safe. Furthermore, lowering the quantity a doctor can prescribe will decrease the number of drugs that are sold on the street, which will in turn 
decrease crime and decrease HCP abuse overtime [sic]." 

Many of the commenters wrote of their personal experiences with loved ones who suffer or had suffered with abuse and addiction, including many youths and yo 
adults who have tragically died as a result of HCPs or other prescription opioids. The comme nters wrote that the path to abuse and addiction was varied --someti 
beg inning with a practitioner prescribing HCPs, and other times by recreational use of pills that were available for them to access as a result of practitioner 
over prescrib ing . Many of these commenters believe that controlling HCPs as a schedule II controlled substance will impose controls necessary to prevent the abuse 
and diversion of HCPs. 

DEA Response: The DEA appreciates the comments in support of this rulemaking. 

B. Request for Extended Comment Period 

The DEA received two comments requesting that the DEA reopen the period for public comment. One of the commenters specifical ly requested that the comment 
period be reopened for a minimum of 180 days. The sta ted justification of one of the commen ters was that " [t]he current period is utterly inadequate to large 
segments of the population who have had no meaningful notice, have extremely limited internet access in smal l time periods through use of computers at pu blic 
libra ries and are particularly at r isk from harm if this rule is adopted ." Both requests for extended comment periods were accompanied by meaningful comment along 
wi th the request for extension. 

DEA response: The Administrative Procedure Act does not set a minimum length of time for public comment. 21 U.S.C. 553; Phillips Petroleum Co. v. U.S. E.P.A., 803 
F.2d 545, 558-59 (10th Cir. 1986) (upholding the EPA's refu sa l to ex tend the 45-day comment period on an NPRM, noting that courts have uniformly upheld comment 
periods of 45 days or less) (internal citations omitted). However, both Executive Orders 12866 and 13563 provide that agencies should afford the public a comment 
period of at least 60 days. The DEA published in the Federal Register the NPRM proposing to reschedule HCPs into schedule II of the CSA on February 27, 2014. 79 FR 
11037 . The 
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DEA provided 60 days for interested persons to submit written comments (either online or through the mail) on the proposal. The comment period closed April 28, 
2014. Seven hundred twenty-four submissions on the associa ted docket at http://www. regu lations.gov were submitted by the close of the comment period. Several 
paper submissions duplicating electronic submissions were received via the mai l as we ll. (The 724 number differs from the fin alized number of 573 comments received 
because, as alluded to above, many commenters submitted multiple, duplicate submissions. Multiple submissions of exactly identical comments submitted by the 
same person or entity are considered by the DEA as only a single, submitted comment.) Based on the following considerations, the DEA declines to reopen the period 
for additional public comment. 

The Federal Registe r is published daily, Monday through Friday, except officia l holidays, by the Office of the Federal Register, National Archives and Records 
Administration, under the Federal Register Act (44 U.S.C. chapter 15) . Section 7 of the Federal Register Act (44 U.S.C. 307) provides that publication in the Federal 
Register constitutes constructive notice to persons subject thereto or affected thereby. The Federal Register is published in paper and on microfiche. It is also available 
online at no charge at http: //www.gpo.gov/ fdsys/ . 

The NPRM was also available on http://www.regulations.gov to enable the publ ic to conveniently access the proposal and the supporting materials. Of additiona l 
consideration, on the same day as publication in the Federal Registe r , the DEA issued a press rel ease sta ting that the Administration had published in the Federal 
Registe r an NPRM to move HCPs from schedule III to schedule II (available at http: //www.justice.gov/ dea/divisions/hq/2014/hq022714 .shtml). The press release 
advised individuals where a complete copy of the NPRM could be obtained as wel l as how they could submit commen ts in response to the proposal. The DEA accepted 
written comments submitted either through Regu lations.gov or through the mail. 

In acco rdan ce with the Administrative Procedure Act, the DEA's published NPRM included "the terms or substa nce of the proposed rule " and "a description of the 
subject and issues involved." 5 U.S.C. 553(b)(3). The quality and quantity of the responses received in response to the published NPRM, as well as the variety of 
respondents, including those advocating on behalf of persons residing in LTCFs and other populations that may potentially feel distributional regulatory impacts, 
demonstrate to the DEA that there has been an adequate opportunity for meaningfu l public participation by interested persons in accordance with the Administr 
Proced ure Act. 5 U.S.C. 553(c); Idaho Farm Bureau Fed'n v. Babbitt, 58 F.3d 1392, 1404 (9th Ci r. 1995) (holding that comments discussing the proposed action a 
supporting data were evidence that the public had ob ta ined and reviewed the information and thus adequate opportunity for public comment had been given) . 

Th e DEA notes that the submission by a nurse located in Australia shows that the published NPRM was widely read and reviewed. In addition, those commenters 
requesting additional time for comment accompanied their request for an extension with substantia l comment on the rule. This demonstrates to the DEA that adequate 
notice and opportunity for mean ingful comment was provided by the DEA on this rulemaking. 

C. Clarification of Affected Drugs and Substances 

The DEA received some comments, though limited in number, ind ica ting it would be helpful to prov ide detai led discussion of what products are affected by thi s rule . 
One commenter specifically requested clarifica ti on as to whether the action wou ld app ly to cough syrups that conta in hydrocodone. The second commenter requested 
the DEA not change the schedule of ZohydroTM ER. The third commenter requested tha t Zogenix, the manufacturer of ZohydroTM ER, be "a llow[ed] to bring their new 
drug to market." 

DEA response: This rulemaking action affects hydrocodone combination products, which are those substances described in 21 CFR 1308. lJ(e)(l) (iii) and (iv). All 
other products containing hyd rocodone are already controlled in schedu le II of the CSA and are not impacted by thi s action. ZohydroTM ER does not meet the 
definition o f either 21 CFR 1308.13(e)(l) (iii) or (iv); it is currently a schedu le II controlled su bsta nce under 21 CFR 1308.12(b)(l)(vi) and is not affected by this 
action. 

Other than ZohydroTM ER, all pharmaceuticals containing hydrocodone currently on the market in the United States are HCPs and are subject to th is rulemaking. 
Hydrocodone is the most frequently prescribed opioid in the United States wi th nea rly 137 m illion prescriptions for HCPs dispensed in 20 13 . IMS Health, National Sales 
PerspectiveTM (NSP). There are several hundred brand name and generic hydrocodone products ma rketed with the m ost frequently prescribed combination being 
hydrocodone and acetaminophen (e.g ., Vicodin[supreg], Lortab[supreg]). Currently marketed HCPs approved as cough suppressa nts include Hycodan[supreg]. 
Mycodone[supreg]. Tussionex[supreg]. Pennkinetic[supreg], Tussigon[supreg]. and several generics. 

D. Opposition to the Proposed Rule 

Two hund red thirty- five commenters (41 % of all commenters) opposed the pro posa l to reschedule HCPs from schedule III to schedule II of the CSA. Many comments 
submitted in opposition came from pharmacists, including pharmacy school students/interns (31 % ); the general public (2 3%); and ultimate users (14 % ). Of al l 
comments submitted, in support and in opposition, 60% of pharmacists were opposed ; 22% of the general public were opposed; and 91% of ultimate users were 
opposed. These commenters opposed the rescheduling HCPs for a variety of reasons. The comments in opposition can be grouped in the following general categories: 
(1) Concerns over the DEA's authority to reschedule HCPs; (2) concerns over prescribing practices; (3) concerns rega rd ing patient access to medicine; (4) concerns 
regarding impacts at LTCFs; (5) concerns that rescheduling HCPs will not prevent abuse or diversion; (6) concerns that rescheduling HCPs will increase provider and 
pharmacist workload; (7) concerns regarding economic impacts to manufactu rers, distributors, pharmacies , physicians, and ultimate users; (8) concerns that 
alternatives to rescheduling had not been explored and/or implemen ted first; and (9) concerns about the amount of time to comply with the rule. Each of these 
genera l categories is addressed be low . 

1. Authority To Control Drugs or Substances 

a. DEA's Authority To Schedule Substances 

One commenter questioned the DEA's general au thority to schedule drugs . 

DEA response: Recognizing the need for a high leve l of scrutin y ove r contro lled subs tances due to thei r potential for abuse and danger to the public health and sa 
Co ngress established a closed system of distribution for all cont rolled substances with the passage of the Comprehensive Drug Abuse Prevention and Control Act 0 
1970. See H.R. Rep. No. 91-1444, 1970 U. S.C.C.A. N. at 4566. The DEA 
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implements and enforces titles II and llI of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. 28 CFR 0.100. Pursuant to 21 U.S.C. 
Sll(a)(l), the Attorney General may, by rule , "add to such a schedule or transfer between such schedules any drug or other substance if he (A) finds that such drug 
or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [ 21 U.S .C. 812( b)] for the 
schedule in which such drug is to be placed***." Pursuant to 28 CFR O.lOO(b), the Attorney General has delegated this scheduling authority to the Administrator of 
the DEA. The DEA's author ity to im plement and enforce the CSA, includ ing adding to the schedules, has been repea tedly recog nized and upheld in the Courts. E.g., 
U.S. v . Alexander, C.A.9 (Cal.) 1982, 673 F. 2d 287 (1982), cert. denied, 459 U.S . 876 (Congress' delegation to Attorney General of authority to reclassify controlled 
ubstances is constitutional); U.S. v . Roya, C.A.7 (Ill.) 1978, S74 F.2d 386, cert. denied , 439 U.S. 857 (finding no merit to the claim tha t the addition and 
classification of amobarbital and phenmetrazine as schedule II controlled substances by the Attorney General was an unconstitutional delegation of authority under 

eparation of powers doctrine); U.S. v. Kinder, C.A.5 (Tex.) 199 1, 946 F.2d 362, cert. denied, 503 U.S. 987, cert. denied, 504 U.S. 946, rehearing denied, SOS U.S. 
1238 (Attorney General followed proper procedures in reclassifyi ng methamphetamine as schedule II controlled substance, pursuant to the CSA; Attorney General 
properly delegated his authority to the Director of the Burea u of Narcotics and Dangerous Drugs (BNDD) who then reclassified methamphetamine). 

b. Conflict With Other Federal Law 

One commenter questioned whether the rescheduling action would have illegal discriminatory effects, and "v iolate laws against disability and age discrimination ." This 
same commenter also asserted without premise that the rescheduling action could potentially conflict with parts of the Affordable Care Act and "deprivation of rights 
under color of authori ty." 

DEA response: Executive Order 12866 of September 30, 1993, "Regulatory Planning and Review," and Executive Order 13563 of January 18, 2011, " Improving 
Regula ti on and Regulatory Review," direct Federal agencies to assess costs and benefits of avai lable regulatory al ternatives and, if the regulation is necessary, to 
select regulatory approaches that maximize net benefits (including potential economic, envi ronmental, public health and safety effects, distributive impacts, and 
equity). Paragraph (b)( 1) of section 1 of Executive Order 12866 specifica ll y directs Federal agencies to "avoid regulations that are inconsistent, incompatible, or 
duplica ti ve with its other regulat ions or those of other Federal agencies. " The DEA has rev iewed the impacts of this schedul ing action against the principles edified by 
Executive Orders 12866 and 13563 and finds no basis that it would have illegal discriminatory effects, or "viola te laws against disability and age discrimination ." 

c. Factors Determi native of Control 

Twenty-six commenters opposed reschedu ling HCPs as schedule II controlled substances based on concerns regard ing the eight-factor analyses. Twenty -four 
commenters be lieved that the eight-factor analyses did not support rescheduling into schedu le II and that HCPs shou ld remain in schedule III. Two commenters 
be lieved that HCPs should be rescheduled into a lower schedule than schedule III. (One commenter stated that HCPs should be down- scheduled in to schedule v and 
made over -the -counter for those 21 years and older.) 

i. Evaluation of Abuse Potential of HCPs and Data Used To Support Placement of HCPs into Schedule II of the CSA 

Eigh teen commenters expressed disagreement about the data that wa s used to support the sta tutory requirement under 21 U.S .C. Sll (c) and 812(b)(2) for 
placement in to schedule II of the CSA. Some of these commen ters stated that the available data are limited and do not support reschedu ling HCPs into schedule II. 
Some commenters indicated that there was no scientific consensus in support of moving HCPs from schedule III to schedu le II. 

Many of the comments in opposition to the proposed schedul ing action were statements by ultimate users of HCPs that HCPs are not abused by patients with 
legitimate prescriptions. Some of the commenters stated that the small amounts of hydrocodone in HCPs have never contributed to addiction and acetaminophen in 
HCPs would actually decrease abuse rates. Commenters suggested that abuse potentia l of HCPs is lowered or negated by the fact that it is often used with other 
substances such as alcohol. Some commenters supported thei r assertions with statements that deaths are extremely rare with HCPs . 

DEA response: The DEA conducted a comprehensive evaluation of epidem iolog ica l, diversion, pharmacological, and pharmacokinetic data to conclude that HCPs have a 
high abuse potentia l. All of the da ta was reviewed collective ly, and the data supports the finding that HCPs have a high abuse potential simila r to other schedule II 
con trolled substances, such as oxycodone products. The DEA's decision to reschedule HCPs from schedule III to schedule II is also su pported by the HHS review and 
the FDA's DSa RM recommendation . 

The DEA disag rees that there is a lack of scientific consensus among scientific experts . Some commenters, in support of thei r dissenting opinions, cited some se lective 
formation presented in the briefing document for the FDA's DSaRM meeting in January 2013. It should be noted that the DSaRM members received the se lected 
formation cited by the commenters, and, upon deliberating extensively on all the avai lable data voted 19 to 10 in favor of resched uling HCPs from schedule Ill to 
hedu le II. The DEA's determination of the appropriate schedule under the CSA in which to place HCPs is based on a comprehensive review of all avai lable data, 

rather than selected portions of avai lable data, and the DEA did in fact review and consider the selected information presented by the commen ters . The DEA also 
considered the HHS scien tific and medical evaluation and scheduling recommendations. 

The DEA finds tha t the scientific, medical, and epidemiologica l data are robust and support rescheduling HCPs into schedule I I of the CSA . Various drug abuse 
indicators for HCPs indica te that HCPs are widely diverted and abused at rat es large ly similar to that of oxycodone products (schedule II ). The data indicate that HCPs 
have an abuse potential similar to schedule II opioid analgesics such as oxycodone and their abuse is associated with severe psychological or physica l dependence. 
Abuse of HCPs is also associated with large numbers of individuals being admitted to addiction treatment cen ters . Individuals are taking these drugs in sufficient 
quantit ies to crea te a haza rd to their health, and abuse of HCPs is associa ted with large numbers of deaths. Further, data from severa l d ifferent drug abuse monitoring 
databases support the conclusion that HCPs have a high potentia l fo r abuse similar to other schedule II opioid ana lgesics. 

Contrary to the v iews expressed by some commenters, the review by the DEA and HHS of all the relevan t data found that HCPs are abused at high rates and have 
high dependence potential as indicated by the data reported by the National Survey on Drug Use and 
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Health (NSDUH), Monitoring the Future (MTF), National Poison Data System (NPDS), Drug Abuse Warning Network (DAWN), and Treatment Episode Data Set (TEDS). 
There have been large numbers of deaths and emergency department v isits associa ted with abuse of HCPs. In addition, the data indicate that HCPs and oxycodone 
products have simi lar abuse potential. Based on these considerations, the DEA believes that the high abuse and dependence potential and harm associated with HCPs 
support rescheduling into schedule II of the CSA. 

Con trary to statements made by some ultimate users, even low doses of HCPs have the potential fo r adverse im pacts on the publ ic health and safety . According to the 
CDC, while an est imated 80% of patients who are prescribed opioids are prescribed low doses ( < 100 mg morphine equiva lent dose per day) by a single practitioner, 
these patien ts account for an estimated 20% of all prescription drug overdoses.\9\ (An estimated 10% of patients who are prescribed opioids are prescr ibed high 
doses (>=JOO mg morphine equiva lent dose per day) by sing le prescribe rs. These patients account for an est imated 40% of all prescr iption opioid overdoses . An 
estimated 10% of patien ts are patients who seek ca re from multiple doctors and are prescribed high daily doses of opioids. They account for another 40% of all opio id 
overdoses .) Id. 

\9\ Centers for Disease Control, CDC Grand Rounds: Prescription Drug Overdoses--a U.S. Epidemic, 61(0 1) Morbidity and Mortality Weekly Report (MMWR) 10 (20 12) 
(internal citations omitted) available at http ://www.cdc.gov/mmwr/preview/mmwrhtml/mm6 101a3.htm. 

After carefu l considera tion of relevan t data, the DEA finds that HCPs have abuse potentia l supporting placement into schedule II. 

11. Criteria for Abuse 

One commenter wanted the DEA to draw distinctions among abuse, addicti on, and dependence. A second commenter objected to the DEA's consideration of 
"individuals taking the drug or other substance on their own initiative rather than on the basis of medical adv ice from a practitioner licensed by law to administer such 

ugs" as a criterion of abuse. 

EA response: As noted by researchers, "[t]here is no agreement between resea rchers for terms such as drug abuse, psychological dependence, d rug dependence and 
drug addiction," and that, "[ o]ften these terms are used interchangeably." \ 10\ The DEA is aware that the most recent version of the Diagnostic and Statistical 
Manual, the DSM- v, released in 2013, removed the distinction between abuse and dependence for diagnostic purposes, and replaced them with a combined single 
disorder called "substa nce use disorder." However, the DEA derives authority from the CSA, and when acting under its authority must speak under the terms and 
condi tions imposed by it. The CSA does not define "abuse" in terms of the DSM ; in fa ct it does not define the term at all. The CSA uses terms such as "potential for 
abuse," "pattern of abuse," and "significance of abuse." E.g., 21 u.s.c. 811 and 812 . 
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\10\ Laxmaiah Manchikanti, MD et al., National All Schedules Prescription Electronic Reporting Act (NASPER): Balancing Substance Abuse and Medical Necessity, 5 
Pain Physician 294, 299, n.3 (2002). 

One looks first to the face of a law to understand its meaning, and "[i]f the statute's meaning is plain and unambiguous, there is no need for further inquiry ." United 
States v. Fisher, 289 F.3d 1329, 1337-38 (11th Cir.2002) (internal quotation marks and citation omitted). However, if the language is ambiguous, t he re levant 
legislative history may be used to aid in understanding meaning. United States v. Dodge, 597 F. 3d 1347, 1352 (11th Cir . 2010). The legislative history of the C 
suggests four factors that may be considered in determining whether a particular drug or substance has a "potential for abuse," including whether individuals ar 
taking the drug or drugs containing such a substance on their own initiative ra ther than on the basis of medica l advice from a practitioner licensed by law to 
administer such drugs in the cou rse of his professional practice.\11 \According ly, the DEA uses this as one factor in determining a substance's potentia l for abuse . 

\11 \ As provided in the CSA's legislative history : 

• • • [A] substance ha s a potential ror abuse because or its depressan t or stimulant effect on the central nervous system or its hallucinogenic effect if: ( 1) There is 
evidence that individuals are taking the drug or drugs containing such a substance in amounts sufficient to create a hazard to their health or to the safety of other 
individuals or of the community; or (2) There Is a significant diversion of the drug or drugs containing such a substance from legitimate drug channels; or (3) 
Individuals are taking the drug or drugs containing such a substance on their own initiative rather than on the basis of medical advice from a practit ioner licensed by 
law to administer such drugs in the course of his professional practice; or (4) The drug or drugs containing such a substance are new drugs so related in their action to 
a drug or drugs already listed as having a potential for abuse to make it likely that the drug will have the same potentiality for abuse as such drugs, thus making it 
reasonable to assume that there may be significant diversions from legitimate channels, significant use contrary to or without medical advice, or that it has a 
substantial capability of creating hazards to the health of the user or to the safety of the community. 

Comprehensive Drug Abuse Prevention and Control Act of 1970, H.R. Rep. No 9 1-1444, 91 st Cong. , Sess.1 ( 1970) reprinted in U.S.C.C.A.N. 4566, 460 3. 

"Addict" is defined by the CSA as a person who "habitual ly uses any narcotic so as to endanger the public morals, health, safety, or welfare, or who is so far addicted 
to the use of narcotic drugs as to have lost the power of self-con trol with refe rence to his addiction." 21 U.S .C . 802(1 ). Th e DEA uses this definition for the terms 
"addict" and "addiction." 

iii. Appropriate Drug Comparator 

One commenter asserted that HCPs were not compared to appropriate reference drugs and have lower abuse rati os and abuse potential than schedule II oxycodone 
combination products. Another commenter expressed the opin ion that HCPs are substantial ly cheaper than oxycodone products which would affect drug selection as 
opposed to the notion that HCPs have more addiction potential. The commenters did not provide any appropriate alternative comparison drug for HCPs. 

DEA response: HCPs were compared to oxycodone products, cu rren t ly schedule II controlled substances, to evaluate abuse potential. The DEA, in agreement with the 
HHS review, considers the comparison of HCPs to oxycodone products appropriate due to simi larities between their pharmacological properties, therapeutic uses and 
patterns, as well as market history. In their eight -factor analysis, the FDA noted that it is not always possible to identify an "appropriate opioid comparator in Schedule 
III." The FDA went on to state that: "While FDA considered codeine as a potential comparato r , it was deemed inappropriate for several reasons * * •. Given the 
absence of an appropriate Schedule III comparator, FDA focused its ana lyses on comparing the abuse liability of hydrocodone combination products (Schedule III) 
with oxycodone products (Schedu le II)." 

Wi th regard to the comment about th e lower costs of HCPs con tributing to its high abuse potential, it is important to note that abuse potentia l of a given drug is also 
influenced by various other factors (e.g., pharmacological properties, ease of ava ilability, etc.). Addi ti onal ly, actual abuse data comparing HCPs and oxycodone 
combination drugs ind ica te that the abuse potential between the two drugs is similar. Contrary to the views expressed by some commenters, the review by the DEA of 
all the relevant data found that HCPs are abused at high rates and have high dependence potentia l as indicated by the data 
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reported by the NSDUH, MTF, NPDS, DAWN, and TEDS. There have been large numbers of deaths and emergency department visits associated with abuse of H 
Based on these considerations, the DEA believes that the high abuse and dependence potential and harm associated with HCPs support reschedu ling into sched 
of the CSA. 

iv. Balanced Presentation of the Eight-Factor Analysis 

Nine commenters disagreed with the conclusions in the DEA's eight - factor analysis. These commenters asserted that the DEA's eight-factor analysis was not a 
balanced presentation and did not include the therapeutic benefits or the negative impact on patients with a legitimate medical use for HCPs. In addi t ion, some of the 
commenters stated that the DEA's eight - factor ana lysis used flawed analytical methods and failed to show that HCPs were more dangerous or more abused than 
oxycodone. Several o f these commenters reque sted that DEA include both sides of the clinical argument and peer-reviewed clinica l research. 

DEA response: The DEA reviewed the required eight factors in accordance with the provisions stated in 21 U. S.C. 8 11 (c), specifical ly exploring the abuse potential 
and potential harms of HCPs . The DEA's analysis also acknowledges that there is a currently accepted medical use, and accordingly therapeutic benefit, of HCPs. 
Consistent with the CSA, an evalua t ion of abuse and dependence poten tial, r isk to the public health and sa fety, and other factors are included in the analysis. 21 
U. S.C. 81 l(c). The CSA does not require that HCPs be more dangerous or abused than oxycodone in order to be placed in schedule II. Rather, relative abuse potentia l 
must be established. The DEA's analysis shows that HCPs have a high potentia l for abuse, and the abuse potential of HCPs is comparable to the schedule II controlled 
substance oxycodone. Thus, HCPs are appropriately placed in schedule !!, along with oxycodone. Further, the analytical methods that were presented in the DEA's 
eigh t - factor analysis were consistent with the HHS's eight- factor analysis that was finali zed in December 2013. The DEA used the best availab le methods based on 
current science to complete the eight- factor ana lysis. 

2. Requirements Applicable to Prescriptions 

a. Authority To Prescribe HCPs as Schedule !! Controlled Substa nces 

Nineteen commenters opposed rescheduling HCPs as schedule 11 control led substances based on concerns related to the restricted authori ty of mid-level practitioners 
to prescribe medications that are schedule II controlled substances. 

DEA response: The DEA recognizes that some States do not allow all providers to prescribe schedule II control led substances. However, it is outside of the DEA's scope 
of authority under the CSA to determine what categories of practitioners may prescribe controlled substances. Under the CSA, it is up to each State to decide who has 
the authority to prescribe controlled substances within that State. This is reflected in 2 1 U.S.C. 8 23 (f), which requires DEA to register a practitioner who is authorized 
under the laws of the State in which he practices unless the practitioner's registration would be inconsistent with the public interest. 21 U.S.C. 823 , 8 24. This is also 
echoed in 2 1 CF R 1306.03 , which states that a practitioner can issue a prescription for controlled substances so long as the practitioner is authorized to prescribe 
control led substances by the ju risdict ion where he is licensed to practice his profession and is registered or exempted from registration pursuant to 2 1 CFR 1301.22 
(c) and 21 CFR 130 1.23. Each State has this authority, so long as it does not conflict with federal law. 

b. Transmittal Method of HCPs as Schedule II Controlled Substances 

i. Ora l and Facsimile Prescriptions 

Multip le commen ters opposed reschedul ing HCPs as schedule II control led substa nces based on concerns related to the transmittal methods available for schedule !I 
as compared to schedule III controlled substances, specifica lly the ci rcumstances required in order to provide oral prescriptions and to transmit prescriptions via 
facsimile. Both ultimate users and providers expressed concern that HCPs as schedule 11 cont rolled substances will not be available on nights and weekends. Th 
were especially concerned abou t dental emergencies that migh t occur over the weekend. Four commenters stated that patients needing night or weekend 
prescrip ti ons for HCPs will overburden Emergency Departments (EDs). 

DEA response: The requirements for issuing an emergency oral prescription for a schedu le I I cont rolled substance do not hinder leg itimate access to HCPs. The 
procedural requirements relating to transmission of a legitimate prescription do not hinder legitimate access either. 

Cont rary to concerns of commenters, practitioners will still be allowed to call - in prescriptions for HCPs in the event of an eme rgency. In the event of an eme rgency, as 
defined by 21 CFR 290.10, a pharmacist may di spense a schedule II controlled substance upon receiving ora l authorization of a prescribing individual practitioner in 
accordance with 21CFR1306. l l (d). 
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ii. Triplicate Prescriptions 

Five commenters opposed rescheduling HCPs as schedule II controlled substances based on concerns regarding "triplicate prescriptions." One commenter stated that 
emergency physicians do not have triplicate prescription forms, and as a result, they will be required to prescribe drugs that are less effective for pain management. 
Two commenters stated that emergency physicians do not want to carry a triplicate prescription pad . 

DEA response: Neither the CSA nor DEA regulations require prescriptions to be prepared in triplicate . The DEA recognizes that some States, such as Texas and 
alifornia, require the use of triplicate prescription forms for some or all controlled substa nces. As stated in the November 19, 2007, final rule , " Issuance of Multiple 
rescriptions for Schedule II Controlled Substances," the "DEA supports the efforts of States to take the specific action they deem necessary to prevent the diversion 

of controlled substances within their jurisdictions." 72 FR 64921, 64923. 

Under the CSA, Congress envisioned that the Federal and State Governments would work in tandem to regulate activities relating to controlled 
substances. This is reflected in 21 u.s.c. 903, which indicates that Congress did not intend to preempt state controlled substance laws, so long as such 
state laws do not conflict with federal law. Thus, each state may enact controlled substance laws that go beyond the requirements of the CSA, provided 
such laws do not confli ct with the CSA. Given this aspect of the CSA, it would not be appropriate for DEA to seek to preempt or supersede state laws 
relating to the prescribing of controlled substances, provided such laws do not conflict with the CSA or DEA regu la tions. 

Id. at 64927 . 

c. Quantity and Frequency of Fills and Refills for HCPs as Schedule II Controlled Substances 

Pharmacists, prescribers, and ultimate users expressed concern about the quantity and frequency of fills and refills for HCPs as schedu le II controlled substances that 
wo uld be al lowed if HCPs were placed into schedule II. 
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Several commenters, mostly ultimate users, asserted that up-scheduling would result in patients being limited to a 30-day supply of medication and would 
correspondingly need to begin seeing their doctors monthly. Other commenters, primari ly pharmacists and physicians, expressed their belief that rescheduling HCPs 
will result in larger quantities of pills being authorized on each prescription to prevent patients from running out of medication and being in pain. Most of these 
commenters had corresponding concerns that these larger prescriptions would lead to more unused medication in the home that would be available for diversion. 
Examples include the following: One commenter mentioned his concern that since larger prescriptions wou ld be authorized, he would be unable to monitor whether 
the patient is taking the medication or taking too much of it. An emergency physician opined that removing the ability to get refills on HCPs may result in prescriptions 
for more potent medications being issued. One ultimate user was concerned that the elimination of refills on HCPs would result in patients getting insufficient 
quantities to treat the acute illness for which it was prescribed. · 

DEA response: While courts have recognized that prescribing an "inordinately large quanti ty of controlled substances" can be evidence of a violation of t he CSA, \ 12\ 
generally neither the CSA nor DEA regulations impose a specific quantitative minimum or maximum limit on the amount of medication that may be prescribed on a 
single prescription, or the duration of treatment intended with the prescribed controlled substance. The quantity prescribed and dispensed is limited in an emergency 
situat ion as defined by 21 CFR 290.10 when dispensing a schedu le II controlled substance upon ora l authorization in accordance with 21CFR1306.ll(d). The CSA 
and implementing regulations require all contro lled substance prescriptions to be "valid." A prescription is not "valid" unless it is issued for a legitimate medical 
purpose and within the usual course of professional practice. 21 CFR 1306.04(a). A pharmacist who fills a prescription has a corresponding responsibility, and the 
person who fills an illegitimate prescription is subject to penalty. Id. 

\ 12\ United States v. Rosen, 582 F.2d 1032, 1036 (5th Cir . 1978). 

hile the CSA and DEA regulati ons generally contain no specific limit on the quantity that may be prescribed on a sing le prescription, or the duration of treatment 
tended for a singl e prescription, some States do impose specific limits on prescribing schedule II controlled substances. Likewise, some limitations on the quantity or 
equency of schedule II controlled substances may be limited by individual prescription benefit providers. Any limitations imposed by State law apply, in addition to 

he corresponding requirements under Federal law, so long as the State requirements do not conflict with or contravene the Federal requirements. 21 U.S.C. 903; 21 
CFR 1306.12(b)(l)(v); "Clarification of Existing Requirements Under the Cont rolled Substances Act for Prescribing Schedule II Controlled Substances," 70 FR 50408, 
Aug . 26, 2005. 

Although the CSA prohibits refills of prescriptions for schedu le II controlled substances, a practitioner may issue multiple schedule II prescriptions in order to provide 
up to a 90-day supply of medication in accordance with 21 CFR 1306.12. Furthermore, DEA regulations do not req ui re patients to be seen monthly by their provider. 
Rather, practitioners must determine on their own, based on sound medical judgment, and in accordance with established medical standards how often to see their 
patients when prescribing controlled substances. 

Note, however, that DEA regulations shou ld not be "construed as mandating or encourag ing individua l practitioners to issue multiple prescriptions or to see th eir 
patients on ly once every 90 days when prescribing Schedule II controlled substances. Rather, individual practitioners must determine on their own, based on sound 
medical judgment, and in accordance with estab lished medical standard s, whether it is appropriate to issue multiple prescriptions and how often to see their patients 
when doing so." 21CFR1306.12(b)(2). The DEA does not regulate the general practice of medicine and the agency lacks the authority to issue guidelines (or make 
policy statements) that constitute advice on the genera l practice of medicine. 

3 . Patient Access to Medicine 

The DEA received numerous comments, predominantly from ultimate users, who voiced concern s about the possible effects rescheduling wou ld have on patients' 
access to appropriate treatment for pain. Commenters were concerned about the possib le need for increased provider v isits, and associated increased time and cost to 
receive medical ca re. Commenters were concerned about access to heal th care providers, such as poss ibly needing to change health care providers and in some cases 
having to drive longer distances to get to practitioners' offices because of limitations on types of practitioners who can prescribe schedu le II controlled substances. 
Commenters were also concerned that rescheduling could result in doctors changing prescriptions to alternative medications which might be less effective for treating 
some kinds of pain and/or cause adverse health effects . 

a. Impact on Prescribing Practices 

Several commenters were concerned that because o f the rescheduling , practitioners will be less likely to prescribe HCPs. One commenter suggested that since a 
practitioner can no longer call in or fax a prescription to the pharmacy, the practitioner will be reluctant to prescribe HCPs. Other commenters stated the scheduling 
action will impose additional burdens on practitioners and therefore they will stop prescribing for HCPs and prescribe less effective drugs. One commenter stated that 
many EDs do not typically prescribe schedule II narcotics. Likewise, two commenters suggested that cumbersome and slow ordering processes for schedule II 
substances will cause local shortages of HCPs, and thus pract itioners wi ll turn to prescribing other drugs . 

DEA Response: The processes and procedures associated with dispensing a controlled substance are not relevant factors to the determination of whether a substance 
should be controlled or under what schedule a substance should be placed if it is controlled . See 21 U.S.C . 811 and 812 . Nonetheless, controlling HCPs as a schedule 
II contro lled substance should not hinder legitimate access to the medicine. As recognized and noted by commenters, schedu ling a medication does not make it 
impossible to prescribe, dispense, or admin ister the medication. However, it does alert prescribing- practitioners, pharmacists medical support professionals and 
perhaps even some patients and non-professional caregivers that the medication has potentia l dangers for addiction and misuse, and ca reful monitoring and 
eva luation of use of such drugs is necessary for appropriate patient ca re. "The placing of a drug into [a particular schedule of the CSA] wi ll alert a physician that the 

rug does cause physical and psychological dependence. Thi s is valuable information for a physician to possess before prescribing any drug. " SO FR 8104, 8107, Feb. 
, 1985 ("Schedules of Controlled Substances; Rescheduling of Buprenorph ine From Schedule II to Schedule V of the Controlled Substances Act"). 
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he DEA does not intend for legit imate patients to go without adequate ca re . A prescription for a con trolled substance to be effective must be issued for a legitimate 
medical purpose by an individual practitioner acting in the usual cou rse of his professional practice. 21 CFR 1306.04(a). When a practitioner prescribes a medication 
that is a controlled substance for a patient, it must be because he/she has made a professional medical determination that it would be medically appropriate for the 
patient's medical condi tion to treat with that specific controlled substa nce. 
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The DEA recognizes that rescheduling a legitimately marketed pharmaceuti ca l controlled substance may have some effect on the decision of a practitioner to prescribe 
tha t particular controlled substance . There may be some practi tioners who are relu ctant to prescribe a schedule JI controlled substance although authorized by State 
law to do so. However, the DEA notes that other schedule II controlled substances are wide ly prescribed. Given that classification has not deterred practitioners from 
prescribing those drugs, the DEA believes that when a practitioner makes a medical determination that a particu lar controlled substance is appropriate to treat a 
patient's medical condition, the practitioner will prescribe the appropriate controlled substance, regardless of the substance's schedule. The DEA notes that a doctor 
from New York, one of the States that has already scheduled HCPs as schedule II controlled substances under State law, asserted in his comment that up-schedul' 
"has reduced unconscious (or conscience-less) prescribing without impacting patients' access to medications." 

b. Impact of Criminal Action 

Some commenters expressed concern that transferring HCPs to schedule II would deter prescribers from properly treating pain for fear of facing criminal action. 
According to one commenter, many providers limit the number of p il ls for schedule II medications "because they feel they are being watched by monitoring progra ms 
and are afraid the DEA 'will investigate' them fo r too many CII scripts." 

DEA response: One of the most important principles underlying the CSA is that every prescription fo r a controlled substance must be issued for a legitimate medical 
purpose by an individual practitioner acting in the usual course of his professiona l practice. 21CFR1306.04(a); U.S. v. Moore, 423 U.S. 122 (1975) (holding 
registered physicians may be prosecuted for vio lation of the CSA when their activ ities fall outside the usual course of professional practice). The DEA policy statement 
entitled "Dispensing Controlled Substances for the Treatment of Pa in," 71 FR 52715, Sept. 6, 2006, makes clea r that this longstanding requirement should in no way 
interfere with the legitimate practice of medicine or cause any practiti oner to be reluctant to provide legitimate pain treatment. Practitioners (as well as ultimate users) 
become subject to administ rative, civil, and/or cr iminal action when their activity involv ing controlled substances is not authorized by, or is in vio lation of, the CSA, 
regardless of whether the activity involves a schedu le II controlled substance or a schedule III controlled substance. 

c. Impact on Drug Availability 

Two commenters suggested this rule will result in limited drug availability because wholesa lers are limiting distributions to community pharmacies . These commenters 
assert that if a pharmacy goes over a pre-determined amount, they cannot obtain the needed pharmaceuticals until the following month. The commenter asserted that 
this practice may have pa rticul arly adve rse impacts in rural areas where a pharmacy may on ly be serviced by one distributor. Another c0mmenter suggested there will 
be local shortages of HCPs because of the cumbersome and slow schedule II ordering process. Two commenters were concerned that limited availability may result 
from delays associated with manufacturer production due to annual production requirements for schedu le II controlled substances. 

DEA response: DEA reg istered distributors are required to provide effective controls against diversion of controlled substances. However, the DEA does not limit the 
quantity of controlled substances that may be legitimately distributed to pharmacies. Any arbitrary limits placed on community pharmacies by distributors are the 
result of a business decision of that distributor. 

The DEA does impose requirements for distributors to operate a system to disclose susp icious orders of controlled substances. 21 CFR 1301.74(b). Suspicious orders 
include orders of unusual size, orders deviating substantially from a normal pattern, and orders of unusual frequency. Id. Part of the due diligence associated with that 
requirement, as well as the genera l requirement under 21CFR1301.71 (a) for reg istrants to "provide effective controls and procedures to guard against the~ and 
diversion of controlled substances," is to "know your customer." Whi le order vo lume may be one indicator of a suspicious order, the totality of circumstances must be 
used in making a determination. Generally, no single indicator is independently a suggestion that a given order is suspicious. Order volume should be examined not 
only on an ind ustry-wide comparison level, but al so on a local leve l. For example, a pharmacy located near an onco logy clinic may be more likely to regularly order 
higher volumes of certain control led pharmaceuticals than one that is not. 

The DEA does not find evidence to support the claim that the ordering process for schedule II control led substances wil l result in limited availability o f HCPs. A DEA 
Form 222, or it s electronic equivalent--the Cont roll ed Substance Ordering System (CSOS), is required for all distributions of schedule I or II controlled substances, 
with specific exceptions, 21 U.S.C. 828{a); 21 CFR 1305.03, which enables the DEA to monitor the flow of these controlled substances from their point of 
manufacture through commercial distribution. It takes approximately an hour to complete each order using the paper DEA Form 222. It takes approximately three 
minutes to complete an order using CSOS. (The DEA Form 222 permits ten line items per form; electron ic orders are not subject to the same requirement and may 
contain an unlimited number of transactions (line items)). While CSOS transactions are faster, the paper DEA Form 222 orders are also able to be processed quickly 
through the system. In 2013 , 109,632 registrants ordered schedule I or II controlled substances. Abou t 4.8 million orders were processed on Form 222s and 92 
were processed electronically via CSOS (approx imately 16% of all orders). The paper orders represented roughly 27.7 million transactions (or about 6 per order 
electronic orders re presented roughly 21.2 million transactions or slightly more than 23 per order. 

There should be no impact on availability due to schedule II annual production req uirements (i.e., manufacturing quota). Registrants that manufacture hydrocodo 
are already required to obtain an annua l quota in order to manufacture hydrocodone because it is a schedu le Il controlled substance unless and until it is formulate 
into dosage form HCPs . 

Manufacturing quotas are issued to bulk manufacturers who manufacture either from synthetic routes (e .g., hydrocodone from codeine), or extraction from narcotic 
raw material. 
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Bulk manufacturing quota will not be impa ~ted by the movement o f HCPs from schedule Ill into schedu le II. 

Procurement quotas are typically issued to dosage form manufacturers and repackagers or relablers for manufacturing activities . As related to HCPs, a procurement 
quota is required to: (1) Receive bulk Active Pharmaceutical Ingredients to be manufactured into dosage units; and (2) for a compa ny to receive bulk finished dosage 
units for rel abeli ng or repackaging. 

d. Providers Authorized To Prescribe Schedule II Controlled Substances 

Nine commenters expressed concern about the ability to access hea lth care providers who can prescribe schedule II control led substances. Specifically, commenters 
sta ted that mid-level health ca re providers such as physician assistants and nurse practitioners, who provide primary health care, cannot prescribe schedule II 
contro lled substances in many States. As a result, these patients will not have access to the m edicine they need to treat their pain. In addi tion, one commenter stated 
this wil l have a negative impact on patients who visit rural practices where mid-level practitioners often prescribe pain medication. Moreover, one commenter stated 
the scheduling action would make it mandatory for a patient to see a physician for pain . Another commenter stated that because of th is scheduling they would now 
have to find new doctors, which would increase travel t ime and the amount of money spen t on gas. 

DEA response: State authorization to handle contro lled substances is both a necessary precondition for Federal authorization to handle controlled substa nces and a 
qualifying determinate as to the extent of the practitioner's scope of authority in regard to such substances. U.S. v. Moore, 423 U.S. 122, 141 (1975) ("The federal 
registration, which follows automatically, extends no further [than the scope of authority granted by the State to practice medicine and to dispense drugs in 
connecti on with their professional practice]."). A DEA registered practitioner may only engage in those activ ities involving controlled substances that are authorized by 
the laws of the State on which the practitioner's Federal regi st rati on is based. If an individua l practitioner, or a class of practitioners, has not been granted 
authorization to prescribe certain controlled substances that is the rightful determination of the State under its authority to regulate the practice of medicine. 

e. Treatment for Pain 

Concerns were raised that changes in the scheduling for HCPs could drive the use of alternative treatments. One class of commenters who were particularly concerned 
about this was emergency physicians who work in States that require tripli ca te prescriptions and/or facilities whose poli cy is not to handle schedule II controlled 
substances in their emergency departments. Some emergency providers in triplicate- prescription States said that they did not ca rry triplicate prescriptions due to 
concerns about them being stolen. Some emergency physicians who work in States that require triplicate prescription forms (but who are able to write schedule II 
con trolled substance prescriptions while working in their emergency departments) stated that if "forced to get a triplicate," then he will start writing for more schedule 
Il contro lled substances, such as Percocet, because it is a "better pain med[icine] than HCPs." Othe r commenters were concerned that some prescribers mights 
to prescribing "stronger drugs with significant abuse potential," or alternatively switch to medicat ions such as non-steroidal anti-inflammatory drugs (NSAIDs) 
are less effective for treating some kinds of pain and may cause other adverse effects, leaving people in untreated pain. One commenter was concerned that tr 
would be prescribed in place of HCPs, which worri ed them because of issues with tramadol specific to renal patients. 

DEA response: The DEA does not regulate the general practice of medicine and the agency lacks authority to issue gu idelines (or make policy statements) that 
constitute advice on the genera l practice of medicine . A prescription for a contro lled substance must be issued for a legitimate medical purpose by an indiv idual 
practitioner acting in the usual course of his professional practice. 21CFR1306.04(a); U.S. v. Moore, 423 U. S. 122 (1975) . A practitioner must use sound medical 
judgment to determine which controlled substance they will prescribe to appropriately treat his or her patient's medica l cond ition, rather than make a determination 
based upon whether a triplicate prescription form is required by the State or by their employer's policy to not prescribe schedule II control led substances. 
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Several commenters stated that making HCPs schedule II controlled substances would limit access to HCPs, causing people to buy drugs on the street, including HCPs 
and heroin. 

DEA response: As discussed above, schedule 11 controlled substances are readily available for legitimate medical use . 

. Monitoring Access 

'A nationa l advocacy group for cancer patients requested that the DEA "require monitoring plans and an annua l report to Congress, in the event that HCPs are 
upscheduled, tha t assess the impact on access by patients with legitimate needs, as emphasized and urged by HHS" and to "adjust policy accordingly if it finds that 
access is impeded for patients who legitimately need HCPs for pa in management." 

DEA response: Once upscheduled the DEA will continue to monitor the diversion of HCPs. However, it is outside the scope of the DEA's authority under the CSA to 
require moni toring plans or reports not authorized under the Act. 

4. I mpacts on Unique Populations 

The DEA received severa l comme nts regarding the impact on patients who suffer from ch ron ic pain, cancer, rare diseases, chronic and end- stage renal disease, as 
well as dental and surgical post-op patients, and rural residents. Many commenters also voiced concerns about possib le effects of rescheduling on the elderly and 
disabled. Several commenters who are affected by chronic pain voiced a concern that the scheduli ng action will be a burden and make it harder for them to obtai n 
their medicine. As a result, t hese commenters sta ted they will suffer solely because of the people that abuse HCPs. Another commenter stated that because of this 
burden, pa tients might start se lf- medicating. One commenter said that practitioners will start prescr ibing drug s that are not as effective as HCPs, which could have a 
negative impact on patients mentally. One commenter stated that many cancer patients are in ch ronic pain, and because of th is action, these patients will suffer as 
they cannot get their required medication. Others suggested post-op patien ts will have to suffer in pain after their surgeries because they will not be able to get the 
required medications from doctors on weekends. Severa l commenters stated that patients in rura l areas who are currently seen by mid- leve l pra ctitioners wil l need to 
drive an hour or more to be treated by a physician because their mid-level provider is not authorized to issue prescriptions for sch ed ule II controlled substances. In 
addition, another commenter stated that many rural physicians are already 
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overbooked, whi ch will cause rura l patients to suffer in pain unti l they can get an appointment. Another commenter stated that rural patients have a tough time 
physically picking up handwritten prescriptions. Several com menters noted that the nearest doctor is more than an hour away and that hav ing to drive that distance 
once a month to obtain HCPs is inconvenient. 

DEA response: Scheduling determinat ions are based on scie ntific determinations regarding the substance's potential for abuse, it s potential for psycho logica l and 
physical dependence, and whether the substance has a current ly accepted medical use in treatment in the United States. 21 U.S .C. 8 1 2 (b). The DEA may not 
resched ule, or refuse to reschedule, a drug or o ther substance based merely on the population it is intended or approved to treat. 

5. Impact on Long -Term Care Faci lities (Ll:CFs) 

a. Trea tment fo r Pain 

Many commenters, including two U.S. Senators, reque sted that the DEA closely examine poss ible impacts of resch eduling HCPs in the long - te rm ca re facility (LTCF) 
setting. Many commenters had concerns tha t placing HCPs into schedule II will impact a substantial number of LTCF residents and may resu lt in untreated pain due to 
the lack of ready- access to other appropriate medications. For example, according to one commenter, "HCPs are the current, albeit less prefe r red alternative beca use 
of i ts combination with acetaminophen, which has to be restricted in older adults due to toxici ty risk. However, long-term ca re providers have been forced to use HCPs 
as a substitute for Schedule II drugs" because they are more readily available for administration due to less restr ictive handling requiremen ts for con t rol led substances 
in lower schedules t han schedu le II. According to this sa me commenter, "the rema ining pain ca re options sti ll in schedule II are not as clinica ll y effective in treating 
pain for the elderly as HCPs." 

, o commenters sta ted that LTCF residents, especially post-surgical patients, need medications immediately and that obtaining prescriptions is not quick because 
ost LTCFs do not operate with in-house doctors on site. 

DEA response: As prev iously discussed, schedu ling determinations are based on scientific determinations regarding the substance·s potentia l for abuse, its potential 
for psychological and physical dependence, and whether the substance has a currently accepted medical use in t reatment in the United States. 21 U.S.C. 812 (b). 
None theless, the DEA has promulgated many regulations to accommodate the unique circumstances of LTCF residents. For example, in accordance with 21 CFR 
1306 .l l(f), a prescrip tion for a schedule 11 controlled substance for a resident of an LTCF may be transmitted by the pra ctit ioner or practitioner's agent to the 
dispensing pharmacy by facsimile. Jn accordan ce with 21 CFR 13 06 .13 (b) , a prescript ion for a sched ule II controlled substance written for a patient in an LTCF may 
be filled by the pharmacy in partial quantities to include individua l dosage units. 

b. Request for Exemption for LTCFs 

Several commenters requested that the DEA wa ive/exempt L TCFs from the more restrictive schedule II handling requirements with respect to HCPs. Some 
commente rs asserted that such a waiver/exemption would be justified based on their asse rt ion that th ere is a lower risk of misuse, abuse, and diversion of HCPs in an 
LTCF se tting as compared to oth er se ttings. One nationwid e professiona l association stated that : 

[T]he long- term care sett ing has special and unique protections against diversion that are required by federa l regu lations and makes abuse and diversion very difficu lt 
and therefore, less like ly to occur . • • • The regu latory standa rds and mandatory procedural checks in most cases make it difficult or imposs ib le for any suspected 
abuse or diversion to occur over a sustained period of time. Th is makes diversion by staff difficu lt *•* . Other than anecdotal case here and there, there is no 
evidence that dive rsion is a systemic or frequent problem in SNF [ skill ed nursing facility] sett ing nor that the current proposed rule will correct [ it]. 

This same commen ter asserted that the "nursing home population is unlikely to be drug abusers" because "[t)heir health conditions often make them bed· bound or 
otherwise dependent on nurses for the administration of thei r medications." 

DEA response . Nursing home residents take, on average, eight to ten medications per day.\13\ At least 17% of those medications are unused.\14\ Controlled 
substance medica ti ons are often stored and administered in LTCF settings as monthly punch ca rds (a.k.a . "bingo cards"), and liquid controlled substances are often 
dispensed in large-volume packaging.\15\ \16\ In addi t ion, a 2011 report by the HHS Office of Inspector Genera l found that almost all sampled nursing fa cilities 
employed one or more individuals with at least one criminal conviction, and nea rly half of sampled nursing faci lities employed five or more individuals with at least one 
conviction. Further, 44% of employees with convictions were convicted of crimes against property (e.g., burgla ry, shoplifting, wr iti ng bad checks).\17\ LTCFs are 
unique potential sources of diversion because the care provided to residents results in the accumulation of large amounts of controlled substances in a sing le, un
registered , relative ly unsecure envi ron ment, where the disabled and elderly cannot defend themselves or adequately report what has happened . 

\13\ The Lewin Group. CMS Review of Current Standards of Pra ctice for Long-Term Care Pharmacy Services: Long-Term Care Pharmacy Primer. Prepared for: Centers 
for Medicare and Medicaid Services. December 30, 2004. 

\ 14\ Gary Bazalo, MS, MBA, and Richard C. Wei ss, MS, Managed Solutions, LLC. Measurement or Unused Prescription Drugs in Medicare Part D Nursing Stays. Jan. 12, 
2011 at p. 6 (reporting survey results of consulting pharmacists conducted by the American Society or Consultant Pharmacists) . 

\ 15\ Marti A. Burton and Linda J. May Ludwig, Fundamentals of Nursing Care: Concepts, Connections & Skills 857 (2011); Norman V. Carroll , Ph .D., Michael T. Rupp, 
Ph.D., and David A. Holdford, Ph .D., Analysis of Costs to Dispense Prescriptions in Independently Owned, Closed-Door Long-Term Care Pharmacies, 20(3) JMCP 291 
(20 14) (76% or independently owned, closed-door pharmacies dispense 76% or doses to LTCFs in 28·3 1 day cycles). 

\ 16\ Comment or American Society of Consultant Pharmacists on Docket No. DEA-3 16, "Disposa l or Controlled Substances," Feb. 19, 201 3 available at 
hltp://www .regulations.gov/# 1documentDetail ; D= DEA· 2012-0008-0144. 

\ 17\ U.S. Department or Hea lth and Human Services, Office of Inspector Genera l, OEl-07-09-00110. Nursing Facilities' Employment of Individuals with Criminal 
Convictions ( 201 1 ), avai la ble at http://oig.hhs.gov/oei/reports/oei -07-09·00 l 10.pdf. 

Wh ile focusing on the limited mobility of many residents in LTCFs as justification for why L TCFs should be able to adhere to less restrictive handling requiremen ts for 
HCPs, commenters gave little consideration to potential diversion by employees, con tractors, outside professiona ls, or visitors who may have access to thei r fac ilities. 
Di rect access to con t rolled substances around a vu lnerable population provides many opportunities for diversion of controlled substances, to the detriment of the LTCF 
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residents as well as the general public. For example, the Oregon Aging and People with Disabilities Division, alone, investigated 29 instances of drug theft at 17 
different LTCFs in three counties, between 2009 and 20 13.\18\The average was 15.8 cases of medication theft per 1,000 beds/units, wi th the most often stolen 
products being narcotic 
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painkillers- -such as HCPs.\19\ These medication thefts occurred in both large nursing homes and small adult foster homes. \ 20\ 

\ 18\ Mac Mclean, Drug Theft Affects Care, The Bulletin, Sept. 8, 2013, available at http://www.bendbulletin.com/news/1340250-1 53/drug-theft-affects-care. 

\ 19\ Id. 

\ 20\ Id . 

Although not addressing LTCFs directly , the Mayo Clin ic has reported on the diversion of drugs from within health care facilities and the threat to public health and 
safety such actions cause. \ 21 \Those r isks included r isk to patients receiv ing adulterated or contaminated drugs in place of the diverted drug as well as the risk of 
receiving substandard care from addicted employees . \ 22\ The Oregon investigations also included reports of having a patient's medication replaced with blood 
pressure medication- - thus causing the combined risk of not receiving proper medica tion with the risk of overdose of another medication. 

\2 1 \Keith H. Berge, et. al., Diversion or Drugs Within Health Care Facilities, a Multiple-Victim Crime: Patterns or Diversion, Scope, Consequences, Detection, and 
Prevention, 87(7) Mayo Clin. Proc. 674 (2012). 

\22\ Id. 

The most cursory of searches readily reveals multiple allegations reported in the news of thefts of controlled substances in nursing homes. For example, in 2012 six 
nursing home employees in Oklahoma were charged with operating a drug ring out of the facility for whom they were employed. Charges Filed in Nursing Home Drug 
Theft, KWGS News, July 5, 2012, available at http: //pub licradiotul sa.org/ post/charges-filed-nursing- home-drug-theft . The Oklahoma Bureau of Narcotics (OBN) 
reported that 9,000 dosage units of controlled substances had been diverted from the facility by the nursing home employees, 8,400 of which involved hydrocodone. 
Press Release, Oklahoma Bureau of Narcotics and Dangerous Drugs Control (July 5, 2012) (on file with the Oklahoma Bureau of Narcotics); Oklahoma Nursing Home 
Employees Accused of Running Drug Ring: Sta te v. Alexander, 15 No. 1 Westlaw Journal Nursing Home 4 (2012). The spokesman for OBN stated tha t employees 
would ca ll in fraudulent prescriptions of hydrocodone for res idents: "These residents had not been prescribed the Hydrocodone by doctors. There is no evidence that 
any resident was deprived of their legitimate medications. Evidence suggests some of the employees would persona ll y use small amount of the diverted medication, 
but the majority of the fraudulent drugs were sold on the streets•• '."Id. 

Criminal acts at LTCFs "often go undocumented, are seldom report ed to law enforcement, and are rarely prosecuted."\23\ Even so, theft and diversion at LTCFs likely 
occurs on a local level, and when reported , are investigated and prosecuted at the local level. The diversion of controlled substances at LTCFs, whether wide-spread or 
discrete events, are a threa t to the public hea lth and safety, especially considering that such activity poses a rea l and direct threa t to a vulnerab le population . Public 
health and safety threats to disadvantaged, underrepresented, and historically vulnerable populations, including the elderly and mentally, physica lly, and 
emotionally/behaviorally disabled, disordered, or challenged, must be taken that much more seriously by those public bodies charged with protecting the public health 
and welfare. The DEA further notes that the misuse, abuse, and diversion of control led substances, including pharmaceutical control led substances, are not limited to 
any particular age group or functional level. 

\23\ Wes Bledsoe, Criminal Offenders Residing in Long -Term Care Facilities, 2(3) J Forensic Nurs . 142 (2006). 

c. Transmission Method for Prescriptions 

One commenter requested two changes to the transmittal methods for prescriptions: ( 1) Allow a prescribing practitioner to call in to the pharmacy an order for a 
limited supply, up to a 72 hour quantity, of a schedule II medication for an LTCF patient in an emergency situation, under existing regulation s for schedule lll -V 
controlled substances; and (2) Allow a practitioner's agent, acting on behalf of a prescribing practi t ioner, to call in the prescribing practitioner's verbal order for a small 
(72 hou r) supply of a schedule II medication fo r an LTCF patient in an emergency situation, under existing regulation s for schedule 111-V controlled substances. 

DEA response: The CSA requires that prescriptions for schedule II controlled substances be written, except in emergency si tuat ions as defined by the HHS. 21 u.s.c. 
829 (a) . Pursuant to 21 CFR 1306.ll(d), in the case of an emergency situa ti on, a pharmacist may dispense a schedule II controlled substance upon receiving oral 
authorization from a prescribing individual practit ioner provided that the quantity prescribed and dispensed 1s limited to the amount adequate to treat the patien t 
during the emergency period (dispensing beyond the emergency period must be pursuant to a written prescription signed by the prescribing individual practitioner). 

The DEA recognizes the unique cha llenges and issues pertaining to hand ling and using contro lled substances at LTCFs and has previously addressed these issues 
within the limits of the CSA.\24\ For example, a prescription for a schedule II con trolled substance for an LTCF re sident may be transmitted by the practitioner or the 
practitioner's agent to the dispensing pharmacy by facs imile . 21CFR1306 .ll {f). In additi on, a prescription for a schedu le II controlled substance for an LTCF 
residen t may be filled in partial quantities to include individua l dosage units. 21 CFR 1306.13(b). 

\24\ E.g., "Preventing the Accumulation or Surplus Controlled Substances at Long Term Care Facilities," 66 FR 20833, Apr. 25, 2001; "Role or Authorized Agents in 
Communicating Controlled Substance Prescriptions to Pharmacies, " 75 FR 61613, Oct. 6, 2010. 

It is emphasized that a DEA registered practitioner may not delegate to a nurse, a pha rma cist , or anyone else, his or her authority to make a medical determination 
whether to prescribe a particular controlled substance. Note that the practitioner remains responsible for ensuring that the prescription confo rms in all essential 
respects to the law and regulations, 21 CFR 1306.0S(f) . 75 FR 61613, 61614, Oct. 6, 2010. This requ ires the practitioner alone to determine on a prescription by 
prescription basis whether the prescription is supported by a legitimate medical purpose and that all the essential elements of the prescriptions are met. 

d. E-Prescribing 

One commen ter requested that the DEA "promote the adoption of e- prescribing by requiring facilities and their respect ive pharmacy suppl iers to allow physicians to 
electron ically prescribe controlled substances consistent with the law and appropriate sa fegu ards." 

DEA response: This request is outside the scope of this rulemaking . 

e. Emergency Kits 

One commenter requested that the DEA "promote adoption of consistent and effective laws and policies across all states for the content and use of emergency kits 
(E-K1ts) 1n the PA/LTC setting." 

DEA response: This request is outside the scope of this rulemaking. 

6. Abuse Prevention 

Commenters raised concerns that, despite the scheduling of drugs, ind ividuals will always find substa nces to abuse. These commenters argued that the proposed 
schedule l I controls for 
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HCPs will not address or stop the abuse of HCPs because other schedu le II controlled substances such as oxycodone products are highly abused and diverted. 

http ://www.dead i version .usdoj .gov/fed _ regs/ru les/20 l 4/ fr0822 . htm 12/30/20 14 



Rules - 2014 - Rescheduling ofHydrocodone Combination Products From Schedule Ill to Schedule II Page 11 of 1 E 

DEA response: The cycle of abuse between licit and ill icit opioids, abuse of licit and illicit non- narcotic prescription drugs, and continued abuse of schedule I controlled 
substances such as LSD demonstrates that what individuals and communities are facing is not a problem specific to HCPs. Rather, it is an addiction problem. Heroin 
use and prescription drug abuse are both addictions that begin with use and are sustained and promoted through increased trafficking. This serious public health 
problem can be addressed by education, appropriate screening and treatment, recovery, support, and enforcement. These initiatives can be effective regard less of 
whether the problem is fed by heroin or prescription drugs, including HCPs, and the DEA supports all of these initiatives to address both prescription drug misuse and 
abuse and heroin use . 

he problem of prescription drug abuse is fueled due to a combination of excessive prescribing, drug availability through friends and family, rogue pain clinics, 
ractitioners who prescribe pharmaceutical controlled substances without legitimate medical purpose or outside the usual course of professional practice, pharmacies 

that dispense illegitimate prescriptions, and supply chain wholesalers and manufacturers that fail to provide effecti ve controls and procedures to guard against 
diversion--all of which fuel illicit access at the expense of the public health and safety. 

A balanced drug control strategy, one that includes strong enforcement, education, prevention, and treatment components, can make significant progress in 
protecting our nation from the dangers of drug abuse . 

The DEA's enforcement responsibility as it pertains to drugs and other substances is clearly delineated in Federal law . Pursuant to 2 1 U.S.C. 8 1 1(a). the CSA 
authorizes the DEA, under authority delegated by the Attorney General, to add to a schedule any drug or other substance if it is found that the drug or other 
substance has a potential for abuse, and makes with respect to such drug or other substance the findings prescribed by 21 U.S.C. 8 1 2(b) . As such, the legal system 
established by Congress specifically accounts for new substances to be added to the list of controlled substances without regard to the number of substances already 
controlled. See also 21 U.S.C. 812(a) ("Such schedules shall initially consist of ***" (emphasis added)) . 

The dynamic structure constructed in the establishment of the schedules of controlled substances takes into consideration that the conclusions reached under each of 
the eight-factors specified under 2 1 U.S.C. 8 1 1(c) may change over time. Scientific knowledge about a drug or substance grows, pharmacological knowledge 
increases, history and current patterns of abuse change, etc. The CSA scheduling protocols also take into account that new drug applications for drugs with abuse 
potential are submitted to and approved by the FDA as well as that clandestine chemists attempt to manipulat e the molecular structures of controlled substances to 
create synthetic drugs that would have the same pharmacologic properties of a controlled drug, but not expose the chemist or distributor to criminal violations. The 
CSA, however does not only account for one-time scheduling determinations regarding the control of drugs and other substances. In addition to the initial control of 
drugs and other substances to schedules, the CSA likewise takes into account and provides for the transfer of a drug or other substance between schedules, or for a 
drug or other substance to be removed entirely from the schedules. 21 U.S.C. 811(a) and (b). 

Nevertheless, the DEA disagrees that control of HCPs in schedule II will not decrease abuse of HCPs. Control of HCPs in schedule II will resu lt in increased monitoring 
of these drugs as well as increased safeguards for legitimate prescriptions. 

7. Diversion Prevention 

Commenters also questioned whether moving HCPs to schedule II would reduce diversion of HCPs. These commenters argued that the proposed schedule II controls 
for HCPs will not address or stop the diversion of HCPs because other schedule II controlled substances such as oxycodone products are still diverted despite their 
schedule II status. 

DEA response: The DEA disagrees that control of HCPs as schedule II controlled substances will not decrease their diversion. Control of HCPs into schedule II will 
result in increased monitoring of these drugs as well as increased safeguards for legitimate prescriptions. 

8. Responsibilities of Pharmacists 

The DEA received many comments, from pharmacists, physicians, ultimate users, and the general public, who were concerned that the increased administrative 
burden on pharmacists that might occur as a result of moving HCPs into schedule II would cause pharmacists to devote time to the administrative burdens rather than 
on patient counseling and safety. Commenters stated that the administrative burden would be greatly increased in the pharmacy setting because: separate 
prescriptions would have to be entered for every HCP; pharmacists would have to count the prescr iptions, as technicians are not legally allowed to do so in some 
States; inventories would be required of all HCPs; and increased workload associated with recordkeeping requirements (i.e., DEA Form 222). 

A response: The processes and procedures associated with dispensing a controlled substance are not relevant fa ctors to the determ ination of whether a substance 
ould be controlled or under what schedule a substance should be placed if it is controlled. See 21 u.s.c. 811 and 812. 

Requirements Applicable to Manufacturers and Distributors 

a. Effective Date 

Several of the comments submitted by members of industry (manufacturers, wholesale distributors, veterinary distributors, retai l pharmacies), and/or trade 
associations representing them, focused on the timeframe for implementation of various handling requirements. A national trade association comprised of 
manufacturers and distributors of generic pharmaceutical products requested that the DEA "allow sufficient time for all parts of the supply chain to integrate the new 
requirements into their business operations." Similar requests were also posed by an individual manufacturer of HCPs, a wholesale distributor, and a retail 
pharmacy/ mai l pharmacy service provider, each who proposed a blanket six month delay before a final rule would go into effect. A national trade association 
comprised of distributors requested that the DEA allow at least 12 to 24 months, with opportunity for additional extension for individual registrants on an as needed 
basis, from the effective date of the final ru le to allow for changes to facilities, policies and procedures. The national trade association requested that during the 
interim period registrants be allowed to continue to hold HCPs in cages rather than to be immediately required to place these items in vau lts. Specifical ly, the 
association proposed that the DEA "(r]ecognize a registrant' s compl iance with the physical security requirements if the registrant has, by the implementation date of 
the storage 
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requirements resu lting from a rescheduling deci sion, submitted to the agency plans, blueprints, sketches, or other materials, including but not limited to signed 
contracts with contractors to implement any proposed physica l security changes to the registrant's premises, and has otherwise been and continues to be in 
compliance with physical security requirements pursuant to (21 CFR 1301.72 ] for HCPs subject to this rescheduling decision as of the date prior to the effective date 
of a rescheduling decision." The nationa l trade association additionally requested that the DEA provide specifics regarding the "process for submission of the materials 
demonstrating the vault construction plans" and how they might be able to "demonstrate compliance in lieu of vault construction completion." 

DEA Response: In accordance with the Administrative Procedure Act , generally, DEA scheduling actions are effective 30 days from the date of publication of the final 
rule in the Federal Register. 5 U.S.C. 553(d). In order to ensure the continued availability of HCPs for legitimate medical use, while also ensuring they are not subject 
to misuse, abuse, and diversion, the DEA is establishing an effective date 45 days from the date of publi cation of this final rule . This 45-day period is a reasonable 
amount of time for registrants to comply with the handling requ irements for a schedule II controlled substance and was established upon a full consideration of the 
totality of circumstances specific to HCPs. 

The DEA understands that 45 days to implement all schedule II handling requirements may be perceived as short by some distributors. While the DEA acknowledges 
that the supply chain will need to plan and coordinate efforts, and may even need to temporarily modify exist ing ordering and inventory management practices, the 
DEA is required to consider the risk of diversion and risk to publ ic health and safety of U.S. residents . 

As summarized in the NPRM and the DEA presentation at the January 24, 2013, public DSaRM meeting, available at 
http: / /www . fda .gov /down loads/advisorycom mittees/ committeesmeetingmateria Is/ drugs/ drugsafetya ndriskma nagmentadvisorycommittee/ucm 346941. pdf, and 
discussed in detail in the supporting eight-factor analyses, HCPs are being abused with adverse effects both individually and to the public health and safety, 
accordingly, it should be placed into schedule II as soon as practicable. Prescription drug abuse refers to the intentional misuse of a medication by using more than 
medically indicated in order to fee l the drug's psychoactive effects and/or using the drug in a manner that is not medically indicated. Prescription drug abuse has 

creased exponentially in the last 15 years and is the Nation's fa stest growing drug problem . Factors including excessive prescriptions, drug availability through 
ends and family, Internet trafficking, rogue pain clini cs, pharmacies that dispense illegitimate prescripti ons, and failed safeguards by wholesalers and manufacturers 
guard against diversion have all contributed to the prescripti on drug abuse problem. 

he increase in prescription drug abuse has also been attributed to ease of ob taining the drug and the misconception that abusing prescription drugs is much safer 
than using and abusing street drugs. According to the 201 2 Partnersh ip Attitude Tracking Study (PATS), 43% of teenagers believe that prescription medications are 
"easier to obtain" than illegal drugs . In addition, the 2012 PATS also reported that 27% of teens believe that misusing or abusing prescription drugs is "safer" than 
using street drugs. Some of the increased demand for prescription opioid painkillers is from people who use them non- medically (using drugs without a prescription or 
just for the high they cause), sell them, or get them from multiple prescribers at the sa me time (CDC Vital Signs, July 2014, Opioid Painkiller Prescribing, Where You 
Live Makes a Difference). 
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According to the 2012 National Survey on Drug Use and Health (NSDUH), approximately 2.6% or 6 .8 million people ages 12 and older are nonmedical users of 
prescription drugs. Abuse of opioid drugs, including HCPs, can lead to addiction, respiratory depression, and death. There were more than 16,000 deaths due to abuse 
of op ioid drugs incl uding HCPs in 2010. That is more than 1,333 people dying each month. According to the CDC, 38,329 people died from a drug overdose in the 
United States in 2010 . Of these deaths, 22, 134 people or 60% involved prescription drugs. Seventy-five percent of the prescription drug overdose deaths ( 16,651 
people) were due to opioid drugs primarily con taining oxycodone, hydrocodone, or methadone . 

Abuse of prescription drugs is particularly alarming since data are strongly indicating that prescription opioid drug abuse can lead to heroin abuse.\25\ Specifica 
data show that the population with the highest rate o f heroin initiation was that population with prior nonmedical pai n reliever use. The rate of heroin initiation 
prior nonmedical pain reliever users was approx imately 19 times greater than those who did not have such prior use. The rate of heroin initiation increased with 
increases in the frequency of past year nonmedical pain reliever use. Id. 

\25\ SAMHSA, Center for Behavioral Health Statistics and Quality, Data Review, Associations of Nonmedical Pain Reliever Use and Initiation of Heroin Use in the United 
States. August 2013 available at h'.tp ://www.samhsa .gov/data/2kl3/DataReview/DR006/nonmedical-pain-rel iever-use-2013.htm. 

The DEA has long held that increased heroin use is driven primarily by an increa se in the misuse and abuse of prescription opioid drugs, particularly HCPs. The DEA's 
investiga tions indicate that the cost of prescription opioid drugs on the stree t may be as high as $80.00 per tablet and makes it difficult for teens and young adults to 
pu rchase drugs in support of their addict ion. Therefore, abusers of prescription opioid drugs may resort to using heroin, a much cheaper alternative that produces 
similar euphoric effects, to keep the dru g seeker/abuser from experiencing painful withdrawal symptoms. According to the most recent NSDUH, there were 335,000 
heroin users in 2012, which is more than double the number in 2007 (161,000). In the decade from 2002 to 2011, the annual number of drug poisoning deaths 
involving heroin doubled, from 2,089 deaths in 2002 to 4,397 deaths in 2011. \26\ 

\ 26\ Hedegaard H, Chen L-H, and Warner M. Quick Stats: Rates of Drug Poisoning Deaths Involving Heroin,• by Selected Age and Racial/Ethnic Groups--United 
States, 2002 and 2011, MMWR 2014; 63:595. 

HCPs are the most prescribed drug in the United States. Production of HCPs has increased from 15,359 kilograms in 1998 to 63 ,338 kilog rams in 2012 (IMS, 2014). 
Increased production of HCPs is directly due to the increased prescription of these drugs to treat and alleviate pain . Even though there is legitimate use of HCPs, data 
indicate that a cons iderable population misuse HCPs . The National Poison Data System (NPDS) reported during the period of 2006-2012, that 45.4% of the total 
exposu res to HCPs were considered intentional exposures, a surrogate to usage for abuse or misuse. The high percentage of HCPs for m isuse supports that HCPs are 
contributing to prescription opioid drug abuse and may consequently lead to heroin abuse and death. 

In order to prevent continued misuse, abuse and div!"rsion, it is necessary to set an effective date for this scheduling action, includ ing security and labeling 
requirements, with all reasonabl e haste. 
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After careful consideration of the risk to the U.S. public health and safety related to the diversion and abuse of HCPs, the DEA believes the 45-day effective date is 
reasonable. 

From the 2007 Economic Census, the DEA estimates that the inventory turnover ratio for the industry \27\ is approximately 11.3.\28\ The inventory turnover ratio 
represents the number of times the inventory sells (turns) in a year. The 11. 3 inventory turnover ratio equates to an average of 32 days to se ll inventory. The 11. 3 
turnover ratio is consistent with that of large distributors where finan cia l information was publicly avai lable and reviewed. The inventory turnove r ratio is a reasonable 
estima te for the entire industry and al l products under the circumstances. Pub licly rev iewed data show that about 85% of all revenues (an ind irect indicator of dosage 
units moved) from drug distribution in the United States come from three public wholesalers, each with annua l revenu e in the billions. The DEA additionally note 
many regional and specialist pha rmaceutical wholesalers have been acquired by the largest three distribution companies. Because the 32 days to se ll inventory 
average based on industry- wide Census data, it is possible for an individual company and/or product line to ex perience a shorte r or longer time to se ll. 

\27\ NAICS 424210--Drugs and druggists' sundries merchant wholesalers; Merchant wholesa lers, except manufacturers' sales branches and offices. 

\28\ The inventory turnover ratio of 11.3 was calculated by dividing the 2007 "cost of goods sold" for the industry of $280,481,051,000 by the average end-of-year 
2006 and 2007 tota l inventories of $24, 782,835,000. 

Since HCPs are the most prescribed opioid drug s in the United States, with over 137 mi ll ion prescriptions dispensed in 2013,\29\ the DEA expects distributors to 
con t inue to receive and distribute HCPs at high vo lume and with regularity; thus, anticipating shorter than average days to sell HCPs than the overall industry average 
ratio. In other words, the very high volume of sa les indicates that HCPs are moving ve ry quick ly through the supply chai n to meet demand, indicating high turnover 
and low inventory. However, to accommodate those manufacturers and distributors that have lower than average industry turnover ratio, the DEA is establishing an 
effective date of this final rule, including labeling and packaging req uirements, 45 days from the date of publication . Based on the available information, and the lack 
of spec ific information regarding manufacturer and distributor inventory practices with respect to HCPs, the DEA believes this will provide a reasonable time for 
dist ri butors to se ll ex isting stock with pre -contro l labeling and packaging (C-11!) and to stock inventory with post-control label ing and packaging (C-II). 

\ 29\ IMS Health, National Sales Perspective TM (NSP). 

The DEA anticipates manufacturers to begin developing inventory of HCPs with schedule II labels prior to the effective date of the rule to have stock ready to be 
distribu ted upon effect of thi s rule. The DEA est imates that 45 days is a reasonable amount of time for manufacturers and distributors to deplete existing inventory of 
HCPs. The packaging and labeling requirements for manufacturers and distributors do not apply to dispensers. Dispensers with HCPs in commercial containers la beled 
as schedu le III may continue to dispense these HCPs after the implementation of this rule. 

The DEA be lieves that HCPs labeled as C-III can be exchanged with HCPs containing new labe ls at nominal cost. The rule allows this exchange in a similar manner to 
the return of expired controlled substances authorized under existing regulations. Since manufacturers are expected to have ready-inventory of HCPs with new labe ls, 
exchanges are expected to occur without delay. In thi s rule, the DEA is allowing transfers of HCPs labe led as schedule Ill to be returned in exchange for HCPs labeled 
as sched ule II without the requirement for procurement quota. Therefore, the DEA believes HCP manufacturers and distributors can reasonably make th e necessa ry 
labeling changes and have inventory to meet the demands of customers. 

The DEA acknowledges distributors may need to make some modifications to their inventory management system and operating procedures. However, these changes 
are expected to be procedural changes with on ly nominal impact on the burden created by the activities. For example, a distributor will need to receive, unpack, 
record the product in inventory, store, accept orders, and ship out to customers. These are all activities that occur regardless of the con tro l status of HCPs. The 
anticipated changes may be a modification to the inventory management system and possible expansion of storage space (vaults). 

The DEA has carefu ll y considered the security requirements for compliance with this rul e. As confirmed by the national trade association comprised o f distributor 
cu rrent distributors of HCPs are DEA registrants with existing contro lled substance storage facilities that comply with DEA regulations. The DEA believes the DE 
regulations provide flexibility that enables the supply chain to quickly implement the new rule without delay or significant cost. 

Modifications necessary for physical security compliance wi ll be a one-time modification primarily to provide for appropriate storage. The DEA understands that 
handlers of HCPs may also need to make modifications to their curren t security procedures for complia nce. To a lesser extent, there may be necessary modificatio 
operating procedures, staff training, and amendments to suspicious order monitoring sys tems. However, due to the high diversion and abuse profi le of HCPs, it is 
reasonably likely that most, if not all, manufacturers and distributors already provide con trols and procedures to gua rd aga inst th eft and diversion of HCPs. That is, 
due to the high diversion potential of HCPs, most , if not all, manufacturers and distributors likely already have operating procedures (e .g., suspicious order monitoring 
systems, staff training) to guard against theft and diversion of HCPs, thereby necessitating minimal (if any) changes to these non-physica l secu r ity controls. The DEA 
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believes that a 45-day period wi ll provide handlers of HCPs a reasona ble amoun t of time to implement any one· time modifications to comply with the DEA regu lations. 
Registrants are familiar with the applicable security regu lations, and already have systems in place with respect to other schedule 11 con trolled substances. 
Accordingly, it is reasonable to revise operating procedures, amend monitoring systems, and train staff with respect to HCPs as schedule 11 controll ed substances 
within the 45-day compliance timeframe. 

The DEA has specifically chose n not to stagger implementation da tes of handling requirements for the reasons sta ted herein. Also, different implementation dates 
ads to confusion and inconsistent app lication of the law, particularly with respect to rescheduling a drug from schedu le Ill to schedule II. Schedule II and III 
bstances are subject to different recordkeeping and reporting requirements, for example, and registrants would ha ve difficulty keeping and maintaining records and 
ventories. Also, if one registrant category were to handle HCPs as schedule Ill controlled substances while another registrant ca tegory were to handle HCPs as 

chedule 11 control led substances, it would be confusing (for the registrants and for enforcement authorities), particularly with respect to the relevant transaction 
records. 
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The DEA strongly advises regi strants to work closely with their loca l DEA office regarding submiss ion of mater ials, storage containers, all applicable security 
requirements, and any necessary modifications due to compliance with th is rule. 21CFR1301.7l (d); see also 21 CFR 1307.03 . After 45 days from the date of 
publication , HCPs will be subject to schedule 11 secu rity requirements and must be handled and stored pursuant to 21 U.S.C. 821 and 823 and in accordance with 21 
CFR 1301.71 -130 1.93 . 

b. Distribution of C-III Labe led HCPs Post Implementation 

The comments of a manufacturer, wholesale distributor, and nationa l trade association comprised of distributors, each discussed their concerns about how comme rcial 
con tainers of HCPs labeled as "C- Ill" wou ld be ha ndled . The manufacturer requested that the DEA allow at least nine months from the date of issuance of the final rule 
for distribution of commercia l products labeled as "C- III" in order to allow time for the supply chain to be restocked. This same company also requested that the DEA 
clarify the ability of reverse distributors and other registrants to con tinue to handle HCPs labeled as "C-III" for at least three months after the expiration date of the 
substance, in order to account for handling HCPs fo r purposes of destruction. The wholesale distributor wrote in favor of immedia te implementation of the use of DEA 
Form 222, whi le allowing HCPs already labeled as C- Ill to be continuously distributed until depleted . 

DEA response: For the reasons discussed in response to the previous comments, as of the effective date of the final rule, pursuant to 21 U.S.C. 821 , 825, and 958 
(e) and in accordance with 21 CFR 1302.03 , manufacturers are req uired to print upon the labeling of each commercial container of HCPs they distribute the 
designation of HCPs as "C- 11 ." It shall be unlawful for commercial containers of HCPs to be distri buted downstream without bea ring the label properly identifying them 
as schedu le II controlled substances in accordance with 21 CFR part 1302. As clearly stated in 21 CFR 1302.05, "[a)ll labels on commercia l containers of , and all 
labeling of, a controlled substance which either is t ransferred to another schedule or is added to any schedu le sha ll comply wi th the requirements of Sec. 1302.03, on 
or before the effect ive date established in the fina l order for the transfer or addi t ion." Accordi ngly, the DEA is requi ring that commercial containers of HCPs distributed 
on or after 45 days from the date of publication of the fi na l rule be labeled as "C- 11 " and be packaged in accordance with 2 1 CFR part 1302 . 

A distribution of HCPs on or after the effective date of this final rule, is a distribution of a schedule II contro lled substance, and a DEA Form 222 is required to be used 
to conduct the transfer in accordance with 21CFR1305.03 . A registrant may transfe r commercia l containers of HCPs labeled as "C-11I" upstream on or after the 
effective date of the fina l ru le, with utilization of a DEA Form 222 as required in accordance with 21 CFR 1305.03. Utilization of the DEA Form 222 ensures that 
schedule I and 11 contro lled substances are accounted for, and allows for the detection and prevention of divers ion. 

Additionally, as discussed prev iously in more detail in the Economic I mpact Analysis, the DEA believes that any manufactu rer or distributor that requires more than 45 
days to sell HCP inventory under normal circumst ances can make mi nor modifications to ordering and stocking procedure for a t ransitional period to meet the 
estab lished effective da te. Distributors also have the option of return ing excess stock of HCPs labeled as "C- 11I" to the manufacturer, or the man ufacturer's authorized 
agent, as authorized by th is fina l ru le, or in accordance with 21 CFR 1307.12. 

The DEA takes this opportunity to cla rify that the regulation pertaining to labeling of commercial containers applies to distributions by manufactu rers and distributors. 
The DEA does not regu late the labe ling and packing of commercial containers of controlled substance downstream of distributors . 

. Exemption of Distributors and Manufacturers 

na t iona l trade association comprised of distributors and an individ ual manufacturer of HCPs requested that the DEA provide an exemption from the schedu le 11 
ntrolled substance security requirements for manufacturers and distributors of HCPs. Both commenters based this request on the assertion that manufacturers and 

istributors are not a documented sign ificant source of diversion. 

DEA response: Scheduling determinations are based on scienti fi c determinations regarding the drug or othe r substance's potentia l for abuse, its potential for 
psychologica l and physical dependence, and whether the dru g or other substance has a currently accepted medica l use in treatment in the United States. 21 U.S.C . 
812(b). The DEA may not reschedule , or refuse to reschedu le, a drug or other substance based on purported sources of diversion. One of the primary functions of the 
DEA Diversion Control Program is to ensure that registrants are in compliance with the safeguards inherent in the CSA. This proactive approach is designed to identify 
and prevent the large scale diversion of controlled substances and listed chemica ls into the illicit market. Manufacture rs and distributors pose the greatest potentia l for 
large- scale diversion. As discussed in the final rul e, "Controlled Substances and List I Chemical Registration and Reregistration Fees," there is great risk and grave 
consequences associated with the quantity and purity of controlled substances and/or chemicals wi th each manufacturer at this point in the closed system. 77 FR 
15234, 15241, March 15, 2012. Accordingly, non-practitioners such as manufacturers and distributors must adhere to very stringent physical security requirements. 
The DEA has determined that there is a high potential for abuse of HCPs, and this, inter al1a, requi res that HCPs be cont rolled in schedule II. The physical secur ity 
requi remen ts applicable to schedule II controlled substances will provide secure controls to detect and prevent diversion of HCPs. Accordingly, the DEA declines to 
exempt manufacturers or distributors from the physical security requirements applicable to HCPs upon contro l in schedule II. However, the DEA encourages 
manufacturers and distributors to work closely with their loca l DEA office regarding submission of materials, storage containers, all applicable security requirements, 
and any necessary modifications due to compliance with this rule . 21 CFR 130 1.71(d) ; see also 21CFR1307.03 . 

10. Economic Impact 

a. Cost to Ultimate Users 

Severa l commenters stated that the DEA had failed to fully take into account costs and impacts to ultimate users 1n its economic impact analysis. 

DEA response: Scheduling decisions are based on scientific determinations rega rd ing the drug or other substance's potential for abuse, its potential for psycho logical 
and physical dependence, and whether the drug or other substance has a currently accepted medical use in treatment in the United States. 21 U.S.C. 812 (b). The 
DEA may not reschedule, or refuse to reschedule, a drug or other substance based on the popu lation it is intended or approved to treat, or potentia l impacts thereon . 
However, as 
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discussed above, scheduling or rescheduling a drug does not hinder legitimate access to needed medication. For the reasons discussed earlier in this document, the 
DEA does not believe that there will be significan t impacts, if any, on ultimate users associated wi th this rulemaking. 

b. Co~ of Phy~ca l Security 

Several commenters suggested that it would cost millions of dollars for distribu tors and retail pharmacies to obtain new vaults or increase the size of their vau lts to 
accommodate for the influx of HCPs. Another commenter sugges ted that only a limited number of firms can build vaults that meet the requiremen ts of the DEA and 
because of this, construct ing a vault wou ld be time consuming and costly. 

DEA response: Schedul ing determinations are based on scientific determinations regarding the drug or other substance' s potentia l for abuse, its potentia l for 
ychologica l and physica l dependence, and whether the drug or other substance has a currently accepted medical use in treatment in the United States . 21 U.S.C. 
2 (b). The DEA may not reschedule, or refuse to reschedule, a drug or other substance based on economic impacts. 

etail pharmacies are not requ ired by the CSA o r DEA regulat ions to place schedu le 11 controlled su bstances in a vault o r safe. In accordance with 21 CFR 1301.75 
(b), pha rmacies may disperse schedule II controlled substances throughout their stock of noncontrolled substances in such a manner as to obstruct the theft or 
diversion of the controlled substances . 

11. Proposed Alternatives 

a. Establishment of a National Prescription Drug Mon itoring Program (PDMP) 
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Several commenters requested the implementation of a national prescription drug moni toring program (PDMP) either as an alternative to reschedutng HCPs, or 
possibly in addition there to, as a means of curtailing doctor shopping and preventing abuse . For example, one commenter noted that "Despite broad consensus that 
prescribers and public health officials need these essential tools modernized to support clinical decision-making and identify state and regional patterns of abuse and 
diversion, state-based PDMPs continue to have limited financial resources and interoperability • • •." Another commenter stated that PDMPs "ca n be improved by 
creating incentives fo r inter-state connectivity, making data available in a more timely fashion and unifying standard submissions." 

DEA response: One of the best ways to combat the rising tide of prescription drug abuse is the implementation and use of PDMPs. PDMPs help prevent and detec 
diversion and abuse of pha rmaceutical controlled substances, particularly at the reta il level where no other automated information collection system exists. PDM 
va lua ble tools for prescribers, pharmacists, and law enforcement agencies to identify, detect, and prevent prescription drug abuse and diversion . 

The DEA supports and encourages the development and maintenance of PDMPs at the State level. Currently, 48 States have an operationa l PDMP (meaning collec 
da ta from dispensers and re porting information from the database to authorized users). One State has enacted leg isla tion enabl ing the program to come on line; 
Missouri has no state PDMP. As of February, 20 14, only 16 Sta tes mandate usage of PDMP. Of those 16 States, 6 States mandate its usage in designated 
circumstances and 10 mandate its use in broader circumstances. Curre ntly, 26 Sta tes have adopted the Interconnect platform for data sharing . 

The DEA ag rees with these commenters that the use of PDMPs is challenging across State lines because interconnectivity is limited. Interconnectivity or a nationwide 
system would help deter and detect drug traffickers and drug seekers, many of whom willingly trave l hundreds of miles to gain easy access to unscru pulous pain 
clinics and physicians. 

The Department has supported the development of PDM Ps through the Harold Rogers Prescription Drug Monitoring grant program, distributing a total of over $87 
million from FY 2002 to FY 2014, including $7 mill ion in FY 20 14. The purpose of this program is to enhance the capacity of regulatory and law enforcement agencies 
to collect and analyze controlled substance prescription data. It focuses on providing help for States that want to establish a POMP or expand an existing POMP. In 
2012, the Department provided further policy guidance on da ta sharing efforts among State PDMPs, a critica l aspect of the program. 

b. Better Utilization of Currently Established State PDMPs Already in Existence 

One commenter suggested that State monitoring systems should be used in a way to specifically identify usage of HCPs in the respect ive State. The commenter stated 
that this would allow each State to develop its own methods for handling the abuse of HCPs problem rather than making a nationwide rule rescheduling HCPs to 
schedule II. Another commente r suggested that practitioners should use State prescription monitoring program s more to prevent unnecessary refills and prescriptions, 
thereby preventing abuse . Another commenter suggested tha t States should be mandated to implement a POMP if they don't already have one in existence. 

DEA response: As mentioned above, States are free to implement their own PDMP. Moreover, Sta tes may customize their PDMP in a way that is most beneficial to that 
State . The States can do this so long as the laws governing the program do not con flict with the CSA, DEA regulations, or other federal law. 

However, the DEA, as required by the CSA, has an obligation to cont rol drugs or other substances that have a potential for abuse. Once the DEA controls a drug or 
substance, it must apply the provisions of the CSA to that newly controlled drug or su bstance. As sta ted, scheduling determinations are based on scientific 
determi nations regarding the drug or other substance's potential for abuse, its potential for psychological and physical dependence, and whether the drug or other 
substance has a currently accepted medical use in treatment in the United States . 21 U.S.C. 812(b). 

c . Establishment of a List of "Vetted Patients" 

One commenter suggested "that people who gen uinely need the medication • • • be listed in the state monitoring system as patients who have been vetted and 
should be prescribed the medication without [ schedule II] requirements. " The commenter proposed that such vetting could be done on a six month renewal basis. 

DEA response: The CSA does not prevent the St ates from enact ing laws related to con trolled substances or prevent States from crea t ing stricter laws. See 21 U.S.C. 
903 . However, States cannot create rules that are more relaxed than the CSA, and its implementing regulations, as th is would be a conflict. See Id . Creating a list of 
vetted patients who do not have to comply with schedule II requirements would be in direct conflict with the CSA and schedule II prescripti on requi rements. An 
individua l practition er must determ ine if an ind ividual has a legitimate medica l purpose to be issued a prescription for a controlled substance each time a prescription 
is issued. There is no 
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mechanism to "vet" a patient in the CSA. 

d. Monitoring and/or Enforcement 

One commenter stated that"! believe more effort should go into the monitoring the narcotics registry and targeting [of] patients or doctors that are suspicious for 
abuse rather than trying to restrict the narcotics given." Another suggested to "vet the patients by 2 different doctor evaluations, vetting to extend for 6 months. 
Register the vetted pati en ts in the state drug monitoring programs as 'OK' to obtain 90-day supplies. Patien ts not vetted get a very limited supply." 

DEA response: The DEA actively pursues administrative action and civi l and criminal prosecution of DEA registrants and individuals who divert controlled substances. 
One of the primary function s of the DEA Diversion Control Prog ram is to ensure that all DEA registrants are in compliance with the safeguards inherent in the CSA. 
This proactive approach is designed to identify and prevent diversion of controlled substances and listed chemica ls into the illicit market. Insofar as the issuance of and 
the filling of controlled substance prescript ions is concerned, prescribers and pharmacies , have an obligation to ensure that they do not prescribe or dispense 
controlled substances to individuals with no legi timate medica l purpose for the controlled substance. 

e. Change of Prescription Requirements While Retaining Schedule Ill Status 

Severa l commenters suggested that the DEA change prescription requirements for HCPs while keeping them as schedu le III controlled substances instead of 
transferring them to schedule l l of the CSA. For example, some commenters suggested that subcategories be created for specific ca tegor ies of practitioners, such as 
oncologists or emergency practitioners. Other commenters suggested that the DEA should limit the quantity of HCPs prescribed or number of refills authorized instead 
of re sched uling HCPs. As an example, one commenter suggested that any HCP prescriptions of 30 tablets and under should remain as a schedule Ill control led 
substance and prescriptions for over 30 tablets of HCPs should be a schedule ll con trolled substance. 

DEA response : The DEA cannot retain schedu le Ill status for HCPs, as the DEA has determined that HCPs satisfy the criteria for control in schedule II of the CSA. 21 
u.s.c. 812 (b). 

The Assistant Secretary of the HHS provided a scientific and medical evaluation and a scheduling recommendation to control HCPs as a schedule II controlled 
substance. In accordance with 21 U.S.C. 81 l (c), the DEA conducted its own analysis of the eight factors determinative of control. Besides published literature, 
various other data as detailed in the supporting documents were considered in making the sched uling determination for HCPs. Thus, the scheduling determination is 
based on a comprehensive evaluation of all ava ilable data as re lated to the required eight factors. The summary of each factor as analyzed by the HHS and the DEA, 
and as considered by the DEA in this scheduling action, was provided in the proposed rule . Both the DEA and the HHS analyses have been made available in their 
enti rety under "Supporting and Related Materia l" of the public docket for this rule at http:// www.regulations .gov under Docket No. DEA-389. Based on the review of 
the HHS evaluation and scheduling recommendation and all other relevant data , the DEA found that HCPs ha ve an abuse potential and meets the requirements for 
sched ule II controls under the CSA. 

f. Education of Prescribing Practitioners 

Several commenters suggested that prescribing practitioners should receive education about the problems of HCP abuse, addiction, and prevention of diversion rather 
than rescheduling HCPs. 

DEA response: The DEA fully supports efforts by medical professionals, acting alone and as part of professional organizations, as well as industry associations, to 
educate members of their profession/industry on the risks associated with prescription opioid use and on ways to prevent misuse, abuse, and diversion of prescri 
opioid products. These efforts are an important and integra l part of tackling the problem of prescription opioid abuse. 

However, as recognized by the CDC, the United States 1s 1n the midst of a public health crisis regarding prescription painkiller overdose. Individuals, families, an 
society are suffering the effects of abuse and addiction. People are dying. In their 20 11 report, the CDC estimated that 75 opioid -related deaths occur each day. 
equates to over 27,000 people each year. As a society, America simply cannot afford to wait for se lf-initiated educational programs and measures by medical 
professionals and industry to solve the problem on their own. As acknowledged by commenters advocating solely for an educational approach, opioid consumption 
the United States continues to increase despite se lf- initiated professional educationa l endeavors such as symposia and scientific articles. 

One physician who wrote in support of reschedul ing asserted that only a limited number of practitioners have paid attention to the warnings issued regarding the risk 
of addiction, overd ose, and death associated with use of HCPs. It was thi s physician's belie f that : "The opioid epidemic has mainly resulted from a large volume of 
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misinformed doctors faili ng to understand the risks and limited benefits of these drugs, especially for chronic noncancer pain, one of the most common reasons why 
patients seek medical care." This concern has been echoed by the HHS. The HHS has noted "Multip le studies have shown that a small percent age of prescribers are 
responsible for prescribing the majority of opioids." Behavioral Health Coordinating Committee, Prescription Drug Abuse Subcommittee, HHS. Addressing Prescription 
Drug Abuse in the United States: Current Activities and Future Opportun ities. 2013. (internal citations omitted). The HHS poin ts out, however, that "Providers who are 
not high-volume prescribers may also contribute to opioid abuse and overdose because of a lack of education and awareness about appropriate opioid prescribing * * 
*."The HHS additiona ll y stated, "Even when sufficient information exists, studies show that some providers do not follow risk mitigation strateg ies even for patients 

own to be at high risk for abuse." Id . The physician- commenter asserted that "Upscheduling hydrocodone combination products wil l, at the very least, send a clea r 
essage to these providers that hydrocodone is a na rcotic in the same class as oxycodone, morphine and heroin , which should be prescribed and refilled with the 

tmost of selectivity, caution and close patient follow-up." 

The problem must be addressed both nationally and locally by using all available lega l and social measures at hand . At the Federal level, this includes following the 
lega l path directed by Congress to address issues of substance abuse and trafficking. As part of a comprehensive approach involving multiple Federal and State actors 
to address these concerns, Congress has charged the DEA with the responsibility to implement and enforce, to the fullest extent of the law, the requirements of the 
CSA. This includes ensu ring that drugs and other substances are appropr iately scheduled concordant with the factors for each schedule unde r 2 1 U.S.C. 812(b). 
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g. Education and Rehabilitation of Ultimate Users 

Severa l commenters suggested that patient education and/or rehabilitation was the proper rou te to address abuse of HCPs rathe r than rescheduling. 

DEA response: A multi-pronged approach, one that includes education, treatment, monitoring, and law enforcement is needed to combat this epidemic. The DEA 
supports all efforts to educa te patients about the risks assoc iated with use of substances with abuse potential. As discussed above, an analysis of the eight factors 
determinative of contro l demonstrates that HCPs warrant control II of the CSA. 21 U.S.C. 8 12{b). 

h. Strict Enforcement/Sa nctions 

Several commenters voiced an opinion that there should be strict enforcement against those that have diverted and illegally sold prescription HCPs. These 
commen ters stated it wou ld be a good idea to ban these offenders from receiving HCPs or reduce limits on how much HCPs an offender can receive. In addition, 
severa l commenters suggested tougher sanctions and enforcement should be applied to providers who are not lawfully practicing their trade rather than punishing 
those who are obeying the laws. 

DEA response : The DEA mission is to implement and enforce the CSA and corresponding regulations to the fullest extent of the law . The DEA actively pursues 
administrative action and civil and criminal prosecution of DEA regi strants and other individuals who divert controlled substances. One of the primary functions of the 
DEA Diversion Control Program is to ensure that registrants are in compliance with the safeguards inherent in the CSA. The DEA supports State and local law 
enforcement, and State pro fessiona l and regu latory boards in their efforts to prevent diversion and enforce the controlled substances laws. 

V. Scheduling Conclusion 

Based on consideration of all comments, the scientific and med ical evaluation and accompanying recommendation of the HHS, and based on the DEA's considerat ion of 
its own eight-factor analysis, the DEA finds that these facts and all other releva nt data constitute substantia l evidence of potential for abuse of HCPs. As such, the DEA 
is rescheduling HCPs as a schedu le II controlled substance under the CSA. 

VI . Determination of Appropriate Schedule 

The CSA outlines the fi ndi ngs requi red to transfer a drug or other substance between schedules {I, ll , lll, IV, or V) of the CSA. 21 U.S.C. 81l {a); 2 1 U.S.C . 812(b) . 
After consideration of the analysis and rescheduling recommendation of the Assistant Secretary for Health of the HHS and review of avai lable data, the Administrator 
of the DEA, pu rsuant to 21 U.S.C. Sll {a) and 21 U.S.C. 812 (b){2), finds that: 

1. HCPs have a high potential for abuse. The abuse potentia l of HCPs is comparab le to the schedu le ll controlled substance oxycodone; 

HCPs have a currently accepted medical use in treatment in the United States. Several pharmaceutical products containing hydrocodone in combination with 
etaminophen, aspirin, other NSA!Ds, and homatropine are approved by the FDA for use as analgesics fo r pain relief and for the symptomatic relief of cough and 

pper respira tory symptoms associated wi th al lergies and co lds; and 

3. Abuse of HCPs may lead to severe psychologica l or physical dependence. 

Based on these findings, the Administrator of the DEA concludes that HCPs warrant control in schedule ll of the CSA. 21 U.S.C. 8 12(b){ 2) . 

VII. Requirements for Hand l ing HCPs 

Upon the effective date of this final rule, any person who handles HCPs wil l be subject to the CSA's schedule ll regulatory controls and admin istrat ive, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engaging in research, conducting instructiona l activities, and 
conducting chemical ana lysis, of schedule II controlled substances, including the following: 

Registration. Any person who handles (manufactu res, distributes, dispenses, imports, exports, engages in resea rch, conducts instructional activities with , or conducts 
chemical analysis wi th) HCPs, or who desires to handle HCPs, must be registered with the DEA to conduct such activities pursuant to 21 U.S.C. 822, 823 , 95 7 , and 
9 58 , and in accordance with 21 CFR parts 1301 and 13 12 as of October 6, 2014 . 

Security. HCPs are subject to schedule II securi ty requirements and must be handled and stored pu rsuant to 2 1 U.S.C. 8 2 1 and 8 23 , and in accordance wi th 2 1 CFR 
1301.7 1-130 1.93 as of October 6, 2014. 

Labeling and Packaging. All labe ls, labeling, and packaging for commercial con tainers of HCPs must comply with 21 U.S.C. 825 and 958 (e), and be in accordance with 
21 CFR part 1302 as of October 6, 2014, except with respect to exchanges for purposes of relabeling/ repackaging as provided be low under "Quotas." 

Quotas. A quota assigned pursuant to 21 U.S.C. 826 and in accordance with 21 CFR part 1303 is required in order to manufacture HCPs as of October 6, 20 14 . 
Registrants required to obtain an individual manufacturing quota shall not manufactu re HCPs on or after October 6, 2014, unless an individua l manufacturing quota is 
granted fo r such quantities of HCP to be manufactu red. Registrants required to obtain a procurement quota sha ll not procure HCPs on or a~er October 6, 2014, unless 
a procurement quota is granted fo r such quantit ies of HCP to be procured. 

Except, regist rants authorized to manufacture schedule ll and lil controlled substances may relabel/repackage HCPs labeled as "Clll" or "C-111" without obtaining 
procu rement quota fo r such activity, under the following conditions: 

(1) The manufacturing activity occurs before December 8, 2014; 

(2) if the manufacturer is relabeling/repackaging HCPs that were returned to the manufacturer, the manufacturer returns the same quantity and strength of HCPs 
labeled as "Cl!" or "C-11" back to the registrant that returned HCPs labeled as "Clll" or "C-111" to the manufacturer; and 

(3) an invoice or the DEA Form 222 (whichever is applicable) record s the transfer and reflect s that the transfer occurred pursuant to the authority contained in this 
final rule. 

For example, if before October 6, 2014, distributor A transfers 5 packages of 100-bottle 5/325 HCPs labeled as CIII/C-III to manufacturer B, solely for the purpose of 
relabe ling, the invoice wou ld reflect that the transfer occurred pursuant to the authority in this fina l rule . If the return occurs after October 6, 2014, the DEA Form 222 
would reflect that the transfer occurred pursuant to the authority contained in this final rule . When the manufacturer distributes HCPs labeled as "Cl!" or C-ll" back to 

e registrant that returned the HCPs labeled as "Cl! !" or "C- III ," the manufacturer must return the sa me quantity and strength that was originally received for 
labeling/repackaging. The DEA Form 222 wi ll, again , reflect t hat the transfer occurred pursuant to the authority contained in this final rule . 

In the above example, the manufacturer would not be requi red to obtain a procurement quota in order to relabel/repackage 5 packages of 100-bottle 5/325 HCPs, so 
long as 
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manufacturer B subsequently transfers to distributor A 5 packages of 100-bottle 5/325 HCPs labeled as Cll/C-11, unless the relabel/repackage activity occurs after 
December 8, 2014. 

http://www.deadi version. usdoj .gov/fed _regs/ru les/20 I 4/ fr0822. htm 12/30/20 I· 



Rules - 201 4 - Rescheduling of Hydrocodone Combination Products From Schedule III to Schedule II Page 16of18 

Registrants may continue to return HCPs pursuant to 21CFR1307.12. 

Inventory. Any person who becomes registered with the DEA on or a~e r the effective date of the fina l rule must take an initial inventory of al l stocks of controlled 
substances (including HCPs) on hand on the date the registrant fi rst engages in the handling of controlled substances pursuant to 21 U.S.C. 8 27 and 958, and in 
accordance with 21 CFR 13 0 4. 03, 1304.0 4, and 1304. l l(a) and (b) as of October 6, 2014. 

Afte r the in itial inventory, every DEA registrant must take a new inventory of all stocks of controlled substances (including HCPs) on hand every two yea rs pursu 
21 u.s.c. 8 2 7 and 958, and in accordance with 21 CFR 1304.03 , 1304.0 4, and 1304.11 . 

Records and Reports. Every DEA registrant must maintain records and submit reports with respect to HCPs pursuant to 2 1 U.S.C. 827 and 958, and in accordan 
with 21 CFR pa r t s 1304 and 131 2 as of October 6, 2014. Each pharmacy with a modified registration under 21 U.S.C. 823 (f) tha t authorizes the dispensing of 
controlled substances by means of the Internet must submit reports to the DEA regarding HCPs pursuant to 21 U.S .C. 82 7 and in accordance with 21 CFR 1304.55 
as of October 6, 2014. 

Orders for HCPs. Every DEA registrant wh o distributes HCPs must comply with order form requirements, pursuant to 21 U.S.C . 8 21 , 82 8 , 871 and in accordance with 
21 CFR parts 1305 and 1307 as of October 6, 2014. 

Prescriptions. All prescriptions for HCPs must comply with 21 U.S.C. 82 9(a) and must be issued in accordance wi th 21 CFR p art 1306 and subpart C of 2 1 CFR part 
13 1 1 as of October 6, 2014. No prescription for HCPs issued on or after October 6, 2014 shall authorize any refills . Any prescriptions for HCPs that are issued before 
October 6, 2014, and authorized for refilling , may be dispensed in accordance with 21CFR 130 6.2 2- 1306.23 , 1306.25 , and 1306 .27 , if such dispensing occurs 
before Apri l 8, 2015. 

Importation and Exportat ion. All importation and exportation of HCPs must be in compliance with 21 U.S.C. 9 52, 9 53, 9 57 , and 958 , and in accordance with 21 CFR 
part 1 3 1 2 as of Octobe r 6, 2014. 

Liability. Any activity involving HCPs not authorized by, or in vio lation of, the CSA or its implementing regulations, occurring as of October 6, 2014, is un lawful, and 
may subject the person to administrative, civil, and/or criminal action. 

VII I. Regul atory Analyses 

Executive Orders 12866 and 13 563 

In accordance with 21 U.S .C . 8ll (a), this scheduling action is subject to formal rulemaking procedures performed "on the record after opportunity for a hearing," 
which are conducted pursuant to the provisions of 5 U.S.C. 556 and 557. The CSA sets forth the procedures and criteria for schedu ling a drug or other substance. 
Such act ions are exempt from review by the Office of Management and Budget (OMB) pu rsuan t to section 3(d)( 1) of Executive Order 12866 and the principles 
rea ffirmed in Executive Order 13563. 

Executive Order 12988 

Th is regulation meets the applicable standards set forth in sections 3(a) and 3(b)(2) of Executive Order 12988 Civi l Justice Reform to eliminate drafting errors and 
am biguity, minimize litiga tion, provide a clear legal standard for affected conduct, and promote simplification and burden reduction . 

Executive Order 13132 

This ru lemaking does not have federalism implications warranting the application of Executive Order 13132. The ru le does not have substantia l di rect effects on the 
States, on the relationship between the nationa l government and the States, or the distribution of power and responsibi lities among the various levels of government. 

Executive Order 131 75 

This rule does not have tribal implications wa rranting the application of Executive Order 13175 . It does not have substantial direct effects on one or more Indian 
tribes, on the re lationship between the Federal Government and Indian tribes, or on the distribution of power and responsibilities between the Federal Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Administrator, in accordance with the Regu latory Flexibility Act (5 U.S.C. 601 -612) (RFA), has reviewed this rule, and by approving it, certifies that it wi ll not 
a significant economic impact on a substantia l number of small entities. The pu rpose of this rule is to place HCPs into schedule I I of the CSA . No less restrict ive 
measures (i.e., non -control or control in a lower schedule) would enable the DEA to meet its statutory obligation under the CSA. 

HCPs are widely prescribed drugs for the treatment of pain and cough su ppression. Handlers of HCPs primarily include manufactu rers, distributors, exporters, 
pharmacies, practitioners, m id- level practitioners, and hospitals/clinics.\30\ It is possible that other reg istrants, such as importers, researchers, analytical labs, 
teaching institutions, etc., also handle HCPs . However, based on its understanding of its registrant population, the DEA assumes for purposes of this analysis that for 
all business activities other than manufacturers , distributors, exporters, pharmacies, practitioners, mid- leve l practitioners, and hospitals/clin ics, that the vo lume of 
HCPs handled is nominal, and therefore de minimis to th e economic impact determination of this resched uling action. 

\30\ For purposes of performing regulatory analysis, the DEA uses the defin ition of a "practi ti oner" as a phy sician, veterinarian, or other individual li censed, registered, 
or otherwise permitted, by the United States or the jurisdiction in which he/she practices, to dispense a controlled substance in the course of professional practice, but 
does not include a pharmacist, pharmacy , or hospital (or other person other than an indi vidual). For the purposes of performing regulatory analysis, "mid -level 
pract itioner" means an individual registered with the DEA as a "mid-level practitioner" but does not include practitioners as defined above. Examples of mid -level 
practitioners include, but are not limited to , health care providers such as nurse practitioners, nurse midwives, nurse anesthetists, clinica l nurse specialists and 
physician assistants. 

Because HCPs are so widely prescribed, for the purposes of this analysis, the DEA conservatively assumes all d ist r ibutors, exporters, pharmacies, practitioners, mid
level practitioners, and hospitals/ clinics currently reg istered with the DEA to handle schedule III controlled subs tances are also handlers of HCPs . The DEA est imated 
the number of manufacturers and exporters handling HCPs directly from DEA records. In total, the DEA estimates that nearly 1.5 mi ll ion controlled substance 
registrations, representing approximately 376,189 entities, would be affected by this rule . 

The DEA does not collect data on company size of its registrants. The DEA used DEA records and multiple subscription -based and public data sources to re late the 
number of registrations to the number of entities and the number of entities that are small entities. The DEA estimates that of the 376, 189 en t ities that would be 
affected by this rule, 366,35 1 \3 1 \ are "sma ll entities" in accordance with the RFA and Smal l Business Administration size 
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standards. 5 U.S.C. 60 1( 6); 15 U.S.C. 632 . 

\31\ The estimated break -down is as follows: 50 manufacturers; 4 exporters; 683 distributors; 50,774 pharmacies; and 314,840 persons registered as or employing 
practitioners/ mid· level practitioners/ hospita ls/cl inics. 

The DEA examined the registration, securi ty (including storage), labeling and packaging, quota, inventory, recordkeeping and reporting, order ing, prescr ibing, 
importi ng, exporting, and disposal requ irements for the 366,351 small entities estimated to be affected by the ru le. The DEA estimates that only the physicals 
req uirements will have material economic impact and such impacts wi ll be limited to manufacturers, exporters, and distributors. Many manufacturers and export 
are likely to have sufficient space in their existing vaults to accommodate HCPs. However, the DEA understands that some manufacturers, exporters, and distrib 
wi ll need to build new vaults or expand existing vaults to store HCPs in compliance with schedule II controlled substance physical security requirements . Due to th 
uniqueness of each business, the DEA made assumptions based on research and institutional knowledge of its regist rant community to quant ify the costs associated 
with physical security requirements for manufacturers, exporters and distributors. 
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The DEA estimates there will be significant economic impact on 1 (2.0%) of the affected 50 small business manufacturers, and 54 (7 .9%) of the affected 683 small 
business distributors. The DEA estimates no significant impact on the remaining affected 4 small business exporters, 50, 774 small business pharmacies, or 314,840 
sma ll business practitioners/mid-level practiti oners/hospitals/clinics. 

Jn summary, 55 of the 366,351 (0.015%) affected small entities are estimated to experience significant impact, (i.e., incur costs greater than 1% of annual revenue) 
as a result of this rule being finalized. The percentage of small entities with significant economic impact is below the 30% threshold for all registrant business 

cti vities . The DEA's assessment of economic impact by size category indicates that the rule to reschedule HCPs as schedule II controlled substances wil l not have a 
nificant economic impact on a substantial number of small entities. 

Unfunded Mandates Reform Act of 1995 

On the basis of information contained in the "Regulatory Flexibility Act " section above, the DEA has determined and certifies pursuant to the Unfunded Mandates 
Reform Act (UMRA) of 1995 (2 U.S.C. 1501 et seq .), that this action would not result in any Federa l mandate that may result "in the expenditure by State, local, and 
triba l governments, in the agg regate, or by the private sector, of $ 100,000,000 or more (adjusted for inflation) in any one year***. " Therefore, neither a Sma ll 
Government agency Plan nor any other action is required under provisions of the UMRA of 1995. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of informa tion requ irement under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501 - 352 1). This action would not 
impose recordkeeping or reporting requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not required to respond to, a collection of information unless it displays a cu rrently va lid OMS control number. 

Congressional Review Act 

This rule is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressiona l Review Act (CRA)). This ru le 
will not result in: an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individual industries, Federa l, State, or 
local government agenc ies, or geographic regions; or significan t adverse effects on competition, employment, investment, productivity, innovation , or on the ability of 
United States-based compa nies to compete wi th foreign based companies in domestic and export markets. However, pursuant to the CRA, the DEA ha s submitted a 
copy of th is final rule to both Houses of Congress and to the Comptroller Genera l. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and procedure, Drug traffic control, Reporting and recordkeeping requirements . 

For the reasons set out above, 21 CFR part 1308 is amended as follows: 

PART 1308--SCHEDULES CONTROLLED SUBSTANCES 

• 1. The authori ty citation for 21 CFR part 1308 continues to read as follows : 

Authority : 21 U.S.C. 811 , 812, 87l (b) unless otherwise noted . 

Sec. 1308.13 [Amended] 

• 2 . Amend Sec. 1308.13 by remov ing paragraphs (e}(l}(iii) and (iv) and redesignating paragraphs (e)(l)(v) through (viii) as (e}( l }(iii) through (vi}, 
respectively. 

Dated : August 15, 2014. 

ichele M. Leonhart, 
ministrator. 

FR Doc. 20 14- 19922 Filed 8 -21-14 ; 8:45 am] 
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DEPARTMENT OF JUSTICE 

Drug Enforcement Administration 

2 1 CFR Part 1308 

[Docket No. DEA-370) 

Schedules of Controlled Substances: Placement of Alfaxalone into Schedule IV 

AGENCY : Drug Enforcement Administration, Department of Justice. 

ACTION: Final rule. 

Page I of: 

RESOURCES ABOUT US 

MMARY: With the issuance of this final rule, the Administrator of the Drug Enforcement Administration (DEA) places the substance 5[alpha]-pregnan-3[alpha]-ol-
1,20-dione (a lfa xalone), including its sa lts, isomers, and sa lts of isomers, into schedu le IV of the Controlled Substances Act (CSA). This scheduling action is pursuant 

to the CSA which requires that such actions be made on the record after opportunity for a hearing through formal rulemaking. This action imposes the regulatory 
controls and administrative, civil, and criminal sanctions applicable to schedule IV control led substances on persons who handle (manufacture, distribute, dispense, 
import, export, engage in research, conduct instructional activities with, or possess) or propose to handle alfaxa lone and substances containing alfaxalone. 

DATES: Effective Date: March 31, 2014. 

FOR FURTHER INFORMATION CONTACT: Ruth A. Ca rter, Office of Diversion Cont rol, Drug Enforcement Administration; Mailing Address: 8701 Morrissette Drive, 
Springfield, Virginia 22152; Telephone: (202) 598-6812. 

SUPPLEMENTARY INFORMATION: 

Lega l Authority 

The DEA implements and enforces titles II and III of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. Titl es II and III are referred to 
as the "Controlled Substances Act" and the "Controlled Substances Import and Export Act," respectively, and are collectively referred to as the "Controlled Substances 
Act" or the "CSA" for the purpose of thi s action. 2 1 U.S.C. 80 1-971 . The DEA publishes the implement ing regulations for these statutes in title 21 of the Code of 
Federal Regulations (CFR), p arts 1300 t o 1321. The CSA and its implementing regulations are designed to prevent, detect, and eliminate the diversion of controlled 
substances and listed chemicals into the illicit market wh ile providing for the legitimate medical, scientific, research, and industria l needs of the United States. 
Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, controlled substances are classifi ed into one of five schedules based upon their potential for abuse, their currently accepted medical use, and the 
degree of dependence the substance may cause. 21 U.S.C. 81 2. The initial schedules of controlled substances established by Congress are found at 21 U.S.C. 812(c), 
and the current list of all schedu led substances is published at 21 CFR part 1308 . 

Pursuant to 2 1 U.S.C. Sll(a)(l}, the Attorney Genera l may, by rule , "add to such a schedu le or transfer between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [ 21 
U.S.C. 8 1 2 (b)] for the schedu le in which such drug is to be placed .... "Pursuant to 28 CFR O. lOO(b), the Attorney Genera l has delegated thi s scheduling authority 
to the Administrator of the DEA. 28 CFR 0.104. 

The CSA provides that scheduling of any drug or other substance may be initiated by the Attorney General (1) on his own motion; (2) at the request of the Secretary 
of the Department of Health and Human Services (HHS), \ 1\ or (3) on the petition of any interested party. 21 U.S.C. 811(a) . This action is based on a 
recommendation from the Assistant Secretary of the HHS and on an evaluation of all other relevant data by the DEA. This action imposes the regulatory controls and 
administrative, civil, and criminal sa nctions applicable to schedule IV controlled substances on persons who handle or propose to handle alfaxalone. 

\ l \ As set forth in a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Institute on Drug Abuse 
(NIDA), the FDA acts as the lead agency within the HHS in carrying ou t the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. SO FR 
9518, Mar. 8, 1995. In addition, because the Secretary of the HHS has delegated to the Assistant Secretary For Health of the HHS the authority to make domestic drug 
scheduling recommendations, for purposes of this document, all subsequent references to "Secretary" have been replaced with "Assistant Secretary." 

ackground 

Alfaxa lone (5[alpha] -pregnan-3[a lpha]-ol - ll,20-dione, previously spelled "alphaxalone"}, a substance with central nervous system (CNS) depressant properties, is a 
neurosteroid that is a derivative of 11-alpha-hydroxy-progesterone. On Oc tober 23, 2012, the Food and Drug Administration (FDA) published a fina l rule to approve a 
New Animal Drug Application (NADA, 141 -342) for alfaxalone (Alfaxan[supreg]). as an intravenous injectable anesthetic, for the induction and maintenance of 
anesthesia and for induction of anesthesia followed by maintenance of anesthesia with an inhalant anesthetic, in cats and dogs (77 FR 64715). Alfaxalone primarily 
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acts as an agonist at the gamma-aminobutyric acid (GABA) receptor-channel complex, with a mechanism of action at this site similar to that of barbiturates like 
phenobarbital (schedule IV) and methohexital (schedule IV), benzodiazepines such as diazepam (schedule IV) and midazolam (schedule IV), as well as the anesthetic 
agents 
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propofol (proposed to be controlled as a schedule IV substance, 75 FR 66195, Oct. 27, 2010) and fospropofol (schedule IV). 

HHS and DEA Eight-Factor Analyses 

On July 17, 2012, the Assistant Secretary of the HHS provided to the DEA a scientific and medical evaluation and scheduling recommendation entitled "Basis for th 
Recommendation to Control Alfaxalone in Schedu le IV of the Controlled Substances Act." A~er considering the eight factors in 21 U.S .C. Bll (c). including 
consideration of the substance's abuse potentia l, leg itimate medical use, and dependence liabi lity, the Assistant Secreta ry of the HHS recommended that alfaxalone be 
controlled in schedule IV of the CSA under 21 u.s.c. 81 2(b). In response, the DEA conducted its own eight-factor ana lysis of alfaxa lone pu rsuant to 21 U.S.C. 8ll(c). 
Both the DEA and HHS analyses are available in their entirety in the public docket for this rule (Docket Number DEA-370) at www.regulations.gov under "Supporting 
and Related Material." 

Determination to Schedule Alfaxa lone 

After a review of the available data, including the scientific and medical evalua t ion and the scheduling recommendation from the HHS, the Administrator of the DEA 
published in the Federal Register a notice of proposed rul emaking (NPRM) entitled "Schedules of Controlled Substances: Placement of Alfaxalone into Schedule IV" 
which proposed placement of alfaxa lone in schedule IV of the CSA. 78 FR 17895, March 25, 2013. The proposed rule provided an opportunity for interested persons to 
file a request for hearing in accordance with DEA re gulations by April 24, 2013. No requests for such a hearing were received by the DEA . The NPRM also provided an 
opportun ity for interested persons to submi t written comments on the proposal on or before Apri l 24, 2013. 

Comm ents Receiv ed 

The DEA received four comments on the proposed rule to schedule alfaxalone. Two commenters were in favor of controlling alfaxalone as a schedule I V controlled 
substance. One commenter was in favor of controlling alfaxalone as a schedule V controlled substance rather than a schedule IV con trolled substance, and one 
commenter opposed the control of alfaxalone. 

Support of the Proposed Rule: 

Two comme nters supported controlling alfaxalone as a schedule IV controlled substance. These commenters indicated support for controlling alfaxalone 
under the CSA based on the abuse potential of the substance. Because alfaxalone is indicated for use as a pre-anesthetic and anesthetic in cats and 
dogs, these commenters felt that the abuse potential was particularly high for persons with access to the substance in the medical field . One commenter 
noted that con trolling alfaxalone as a schedule IV cont roll ed substance is appropriate because it could be abused in a manner similar to other schedule 
IV CNS depressants. The commen ters believe that control ling alfaxalone as a schedu le IV controlled substance will provide the necessary controls to 
prevent its diversion. 

DEA Response: The DEA appreciates the comments in support of this rulemaking. 

Opposition to the Proposed Rule: 

Two commenters opposed the proposal to control alfaxalone as a schedule IV controlled substance . 

Request Not to Control Alfaxalone: 

One commenter opposed controlling alfaxalone at all and stated that alfaxa lone does not have the same abuse potentia l as Xanax[supreg] (alprazol am) 
(schedule IV), Va lium[supreg] (diazepam) (schedule IV). and other benzodiazepines. The commenter also stated that contro lling alfaxalone under the 
CSA would make it difficult for veteri narians and animal su rgeons to acquire the drug . Lastly, thi s commenter stated that alfaxalone is "unheard of 
outside of the veterinary community and does not have a 'black market' as do the other schedule IV drugs." 

DEA Response : The DEA does not agree. Pursuant to 21 U.S.C. Sll(a)(l), the Attorney General may, by rule, "add to such a schedule or transfer 
between such schedules any drug or other substance if he (A) finds that such drug or other substance has a potential for abuse, and (B) makes with 
respect to such drug or other substa nce th e finding s prescribed by [2 1 U. S.C. 81 2{b)] for the schedule in which such drug is to be placed• ** ."This 
scheduling action was initiated when the DEA received a scientific and medical evaluation and a schedu ling recommendation to control alfaxalone as a 
schedule IV controlled substance from the Assistant Secretary of the HHS. In accordance with 21 U.S.C. 811{c), the DEA conducted its own analysis of 
the eigh t factors determinative of con t ro l or removal: (1) Its actual or relative potential for abuse; (2) scient ific evidence of its pharmacological effect, if 
known; (3) the state of curren t scientific knowledge regard ing the drug or other substance; (4) its history and current pattern of abuse; (5) the scope, 
duration, and significant of abuse; (6) what, if any, risk there is to the public health; (7) its psychic or physiological dependence liabi lity; and (8) 
whether the substance is an immedia te precursor of a substance already controlled. The summary of each factor as analyzed by the HHS and the DEA, 
and as considered by the DEA in this schedu ling action, was provided in the proposed rule. Both the DEA and the HH S analyses have been made 
available in their entirety under "Supporti ng and Re lated Material" of the public docket for this rul e at www.regulations.gov under Docket Number DEA-
370. 

Based on the review of the HHS evaluation and scheduling recommendati on and all other relevan t data, the DEA found that alfaxalone has an abuse potential similar 
to other schedule IV drugs, including the benzodiazepines diazepam and midazolam, the barbiturates phenobarbital and methohexital, and also the anesthetic agents 
propofo l (proposed to be controlled as a schedu le IV substance, 75 FR 66195, Oct. 27, 20 10) and fospropofol. Alfaxalone also acts as an agonist at the gamma
aminobutyric acid {GABA) receptor -channel complex, with a mechanism of action at the site similar to that of benzodiazepines like diazepam(schedule IV) and 
midazolam (schedule IV). This mechanism of action is also simi lar to that of other schedule IV controlled substances, including barbiturates like phenobarbita l and 
methohexi ta l, and also anesthetic agents like propofo l (proposed to be controlled as a schedule IV substance, 75 FR 66195, Oct. 27, 2010) and fospropofol. It should 
be noted that alfaxalone's current exc lu sive use as a veterinary anesthetic drug and the asserted conclusion that there is no "b lack market" for the substance, do not 
negate its abuse potential and associated ri sk of diversion. The DEA and HHS analyses demonstrate that alfaxalone does have the potential fo r abuse and meets the 
necessa ry findings on potential for abuse, currently accepted medical use, and physical or psychological dependence for placement in schedule IV. Burdens associated 
with acquiring a substance as a result of contro l under the CSA are not relevant factors to the determination whether a substance should be controlled or under what 
schedule a substance should be placed if it is control led. See 21 U. S. C. 811 and 8 12. Nonetheless, the DEA disagrees with the unsupported statement that making 
alfaxalone a con trolled substance would make it difficult for vete rinarians and animal surg eons to 
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acquire the drug. Severa l other anesthetic substances used by veterinarians and other practitioners are controlled under the CSA. All vete rinarian s and an imal 
surgeons who are authorized by the State in which they practice to handle alfaxalone and who are regi stered with the DEA to dispense controlled substances may 
acqui re alfaxalone once it is controlled. As discussed in the Regulatory Flexibility Analysis section of this document, currently 98% of DEA registrants (most of which 
are small businesses) are already authorized to handle schedule IV controlled substances. 

Request to Control Alfaxalone as a Schedule V Substance: 

One commenter stated that alfaxalone should be cont rolled as a schedule V control led substance. This commenter stated that there was limited 
information available regarding alfaxa lone's abuse. The commenter also stated that alfaxalone is a new introduction to the United States veterinary 
market, and controlling it in the lea st stringent schedule, schedu le V, would minimize burdens on practitioners using it for legitimate purposes, while 
also imposing controls to account for its abuse potentia l. 

DEA Response: The DEA does not agree. The DEA thoroughly revi ewed the scientific and medical evaluation and the scheduling recommendation to 
control alfaxalone as a schedule IV controlled substance from the HHS. 

Addi tionally, the DEA conducted its own analysis of the eight fa ctors in accordance with 21 U.S. C. Sll(b) and made the finding s required under 2 1 u .s.c. 812(b) for 
the placement of alfaxalone in schedu le IV. Based on the review of the HHS's evaluation and scheduling recommendation and all other relevant and available data, the 
DEA found that alfaxalone has an abuse potential similar to other schedule IV controlled substances, including the benzodiazepines diazepam and midazolam, 
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barbiturates phenobarbita l and methohexital, and also the anesthetic agents propofo l (proposed to be controlled as a schedule IV substance, 75 FR 66195, Oct. 27, 
20 10) and fospropofol. 

While not relevant to the substance's schedule placement, the DEA does not agree with this commenter's concern that the requirements applicab le to schedu le IV 
con tro lled substances are more bu rdensome than the requirements applicable to schedule V controlled substances. There are on ly very minimal differences in handling 
requirements between schedule IV and schedule V controlled substances. Most importantly for purposes of responding to this comment, the physical security 
requ irements for schedule IV and V controlled substances are the same. Also, under the CSA, schedule V controlled substances may be dispensed without a 

rescription, while schedule IV controlled substances may only be dispensed pursuant to a prescription. However, this distinction is of no consequence with regard to 
alfaxa lone because alfaxa lone cannot be prescribed by a vete r inarian, nor may al faxalone be dispensed by a pharmacist pursuant to a prescription. Federal law 
restr icts this drug to use by or on the order of a licensed veterinarian (i.e., it may on ly be administered). 21 CFR 522.52; see also 21 CFR 514.8 . 

Scheduling Conclusion 

Based on cons ideration of all comments, the scientific and medical eva luation and accompanying recommendation of the HHS, and based on the DEA's consideration of 
its own eigh t-factor analysis, the DEA finds that these facts and all other relevant data constitute substantia l evidence of potential for abuse of alfaxalone. As such, the 
DEA is scheduling alfaxalone as a controlled substance under the CSA. 

Determination of Appropriate Schedule 

The CSA estab lishes five schedules of controlled substances known as schedules I, II, Ill, IV, and V. The CSA outlines the findings required for placing a drug or other 
substance in any particular schedule. 21 U.S.C. 8 1 2(b) . After consideration of the analysis and recommendation of the Assistant Secretary for Health of the HHS and 
review of all ava ilable data, the Admini strato r of the DEA, pursuant to 21 U.S.C. 812(b)(4), finds that: 

(1) 5[alpha]-pregnan -3[alpha] -ol- 1 l,20-dione (alfaxalone) has a low potential for abuse relative to the drugs or other substances in schedule III; the 
overall abuse potential of alfaxalone is comparable to the schedule IV controlled substances diazepam, midazolam, phenobarbital, methohexital, 
propofol (proposed to be controlled as a schedule IV substance, 75 FR 66 195, Oct. 27, 20 10), and fospropofo l; 

(2) 5[alpha]-pregnan-3[alpha]-ol-l 1,20-dione (alfaxalone) has a currently accepted medical use in treatment in the United States ; alfaxalone was 
approved for marketing by the FDA as a veterinary anesthetic product for the induction and maintenance of anesthesia in cats and in dogs; and 

(3) Abuse of 5[alpha] -pregnan-3 [alpha]-ol-l 1,20-dione (alfaxalone) may lead to limited physical dependence or psychological dependence relative to 
the drugs or other substances in schedule III. 

Based on these findings, the Administrator of the DEA concludes that alfaxa lone, including its sa lts, isomers, and sa lts of isomers, warrants contro l in schedule IV of 
the CSA. 21 U.S.C. 812(b)(4) . 

Requirements for Handling Alfaxalone 

Upon the effective date of this fina l rule , any person who handles alfaxalone is su bject to the CSA's schedule IV regulatory contro ls and administrative, civi l, and 
crimina l sa nctions applicable to the manufacture, distribution, dispensing, importing, exporting, engagement in resea rch, and conduct of instructiona l activities, of 
schedule IV con trolled substances including the following: 

Registration. Any person who ha ndles (manu factures, distributes, dispenses, impor ts, exports, engages in resea rch, or cond ucts instructional activi ti es wit h) 
alfaxalone , or who desires to handle alfaxalone, must be registe red with the DEA to conduct such activities, pursuant to 21 U.S.C. 822 , 823 , 957 and 958, and in 
accordance with 21 CFR parts 1301 and 1312 as of March 31, 2014 . Any person who cu rrently handles alfaxalone and is not regi stered with the DEA must submit an 
application for registration and may not con tinu e to handle alfaxalone as of March 31, 2014 unless the DEA has approved that applicatio n, pursuan t to 2 1 U.S .C. 822, 
823, 957, and 958, and in accordance with 21 CFR pa rts 130 1 and 1312. 

Security. Alfaxalone is subject to schedule IIl -V security requ irements and must be handled and stored pursuant to 21 U.S.C. 821 , 823 , and 87 l (b) and in 
ccordance with 21 CFR 130 1.71 - 130 1.9 3, as of March 31, 2014. 

beling and Packaging. All labels and labeling for commercia l conta iners of alfaxalone must comply with 2 1 u.s.c. 825 and 9 58 (e) and be in accordance with 21 
FR part 1302, as of March 3 1, 2014. 

Inventory. Every DEA registran t who possesses any quantity of alfaxalone on the effective date of this final rule must to take an inventory of all stocks of alfaxalone on 
hand as of Ma rch 31, 2014, pursuant to 21 U.S.C. 827 and 958, and in accorda nce with 21 CFR 1304.03 , 1304.04 , and 1304.ll(a) and (d ) . 

Any person who becomes registered with the DEA after March 31, 2014 must take an ini tial inventory of all stocks of controlled substances (including alfaxalone) on 
hand on the date the reg istrant first engages in the handling 
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of control led substances, pursuant to 2 1 U.S.C. 827 and 958 and in accordance with 2 1CFR 1304 .03 , 1304 .04 , and 1304 . l l (a) and {b). 

After the initial inventory, every DEA regist rant must take a new inventory of all stocks of controlled substances (including alfaxa lone) on hand every two yea rs, 
pursuant to 21 U.S.C. 8 27 and 958 , and in accordance with 21 CFR 1304 .03 , 1304.04, and 1304 .11. 

Records. All DEA registrants must maintain records with respect to alfaxalone pursuant to 21 U.S. C. 827 and 958 , and in accordance with 21 CFR p art s 1304, 
1307, and 131 2, as of March 31, 2014. 

Prescriptions. The DEA recogni zes that a lfaxalone is currently only approved as an injectable anesthetic that is administered to patients. The DEA a lso acknowledges 
that Federal law currently rest ri cts alfaxalone to use by or on the order of a licensed vete rinarian, and it may not be dispensed pursuant to a prescription. 21 CFR 
522.52; see also 21 CFR 514.8. A "prescription" is defined as an order for medication which is dispensed to or for an ultimate user but does not include an order for 
medication which is dispensi:P fo r immediate administration to the ultimate user (e.g., an order to dispen se a drug to a bed patient for immediate administration in a 
hospital is not a prescription ) . 21 CFR 1300.0l (b) . However, any lawful prescriptions for alfaxalone or prescriptions for products conta in ing alfaxalone must comply 
with 21 U.S.C. 82 9 and must be issued in accordance with 2 1 CFR p arts 1306 and 13 11 subpart C as of March 31 , 2014 . 

Importation and Exportation. All importation and exportation of alfaxalone must be in compliance with 2 1 u.s.c. 95 2, 953 , 957, and 958, and be in accordance with 
21 CFR part 131 2 as of March 31, 2014. 

Crimina l Liability. Any activity involving alfaxalone not authorized by, or in violation of, the CSA, occurring as of March 31, 20 14 is unlawful, and may subject the 
person to administrative, civil, and/or criminal sancti ons. 

Regulatory Analyses 

Executive Orders 12866 and 13563 

In accordance with 2 1 U.S.C. 811 (a), th is scheduling action is subject to forma l ru lemaking procedures done "on the record a~er opportunity fo r a hearing, " which 
are conducted pursuant to the provisions of 5 U.S.C. 556 and 557. The CSA se ts forth t he criteria for scheduling a drug or other substance. Such actions are exempt 
from review by the Office of Management and Budget pursuant to section 3(d)( l) of Executive Order 12866 and the pr inciples reaffirmed in Executive Order 13563. 

Executive Order 12988 

is regu lation meets the applicable standards set forth 1n sections 3(a) and 3(b)(2) of Executive Order 12988 Civil Justice Reform to eliminate drafting errors and 
biguity, minimize litigation, provide a clea r legal standard for affected conduct, and promote simplification and burden reduction. 

ecutive Order 131 32 

his rulemaking does not have federalism implications warranting the application of Executive Order 13132 . The rule does not have substantial di rect effects on the 
Sta tes, on the relationship between the national government and the States, or the distributi on of power and responsibilities among the various levels of government. 

Executive Order 13175 
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This rule does not have t ri ba l implications warranting the app lication of Execu t ive Order 13175. The rule does not have substantia l direct effects on one or m ore Indian 
tribes, on the relationship between the Federal Government and Indian tribes, or on the distribution of power and responsibilities between the Federal Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Administrator, in accordance with the Regulatory Flexibili ty Act (RFA) (5 U.S.C. 601-612), has reviewed this final rule and by approving it cert ifies that it wi 
have a significan t economic impact on a substantial number of small entities. The purpose of this final rule is to place alfaxalone, including its sal ts, isomers, an 
of isomers, into sched ule IV of the CSA. By this fi nal rule, alfaxa lone will remai n in schedule IV unless and unti l additional schedu ling action is taken to either tr 
it between the schedules or to remove it from the list of schedules . See 21 U.S.C. 811 and 812. No less restrictive measures ( i.e ., no control or con trol in sched 
enable the DEA to meet it s statutory obligations under the CSA. 

On September 6, 20 12, th e FDA approved for use in the United States one product containing al faxalone, which will have FDA marketing exclusi v ity and patent 
protection for severa l years. Accordingly, the nu mber of current ly identifiable manufacturers, distributors, importers, and exporters fo r alfaxalone is extremely smal l. 
The manufacturer who obtained FDA approval for the sale of alfaxalone product in the United States is not considered a "small entity" in accordance with the RFA and 
Small Business Administration (SBA) size standards. Upon expiration of the exclusivity period, and more like ly , the related patent, additiona l products conta ining 
alfaxa lone may receive approvals from the FDA, and thus add it iona l manufacturers, distributors, importers, and exporters will handle alfaxalone. Whether such 
manufacturers, distributors, im porters, or exporte rs may qualify as small entities cannot be determined at this time. 

There are currently approximately 1.5 million controlled substance regist rations, representing approximate ly 38 1,000 entities. The DEA estimates that 37 1,000 (97%) 
of these enti ties are considered "smal l en t ities" in accordance with the RFA and SBA size standards. 5 U.S.C. 60 1(6) and 15 U.S.C. 632 . Due to the wide va ri ety of 
unidentifiable and unquantifiable variables that poten ti all y could influence the dispensing rates of new chemical entities, the DEA is unable to determine the number of 
sma ll entities wh ich might handle alfaxalone. However, because alfaxalone is a new chemical entity that is a veterina ry anesthet ic administered in veterinary settings 
and is not prescr ibed to ultimate users, the number of entities affected by the rule would be far fewer than the 381,000 entities represented by al l DEA registrants . 
There are approximately 66,36 1 veterinarian practitioners and 23 veterinaria n distr ibutors (schedules III -V) reg istered with the DEA. 

Despi te the fact that the number of sma ll entities possibly impacted by this rule could not be determined, the DEA concludes that they wou ld not experience a 
signifi cant economic impact as a result of this rule. The DEA estimates all anticipated alfaxalone handlers to be DEA registran ts, and currently 98% of DEA registrants 
(most of which are small entities) are au thorized to handle schedule IV controlled substances. Even assuming that all of these reg istrants were to handle alfaxalone 
(e.g., practiti oners administer the substance), the costs that they wou ld incur as a resul t of alfaxa lone's schedul ing would be nomina l. 

Registrants that dispense (e.g., administer) alfaxalone are expected to incur nominal additional secu rity, inven tory, and recordkeeping costs. These registered entities 
have already established and implemented the systems and processes re quired to handle schedule IV controlled 
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substances and can easi ly absorb the costs of administering alfaxalone with nominal to no additional economic burden. For exa mple, because DEA-vet erinary 
practitioners are likely to already be schedule IV handlers, they already secure schedule Il;V con trolled substances in a secu rely locked, substantially construct ed 
cab inet . See 2 1 CFR 1301.75(b). Accordingly, the requirement to secure all con t rolled sJbstances containing alfaxalone would not impose a significant economic 
burden upon DEA-registered practi t ioners as the infrastructure and materia ls for doing so are already in place. Labeling their products is routine and in the norma l 
course of business of manufacturers. The DEA therefore assumes that the cost of compliance with 2 1 CFR part 1302 as a resul t of this final rule is nominal. 
Correspondingly, the DEA estimates that the cost of the labeling and packaging requirements of this final rule is nominal for the authorized manufacturer . Accordingly, 
compliance wou ld not require significant additional manpower, capita l investment, or recordkeeping burdens. 

Because of these fa cts, this rule will not result in a significant economic impact on a substantial number of small entities. 

Unfunded Mandates Reform Act of 1995 

In accordance wi th the Unfunded Mandates Reform Act ( UMRA) of 1995 (2 U.S .C. 1501 et seq .), the DEA has determined and certifies pursuant to UMRA that thi s 
action would not result in any Federal mandate that may re sult "in the expenditure by State, local, and t riba l governments, in the aggregate, or by the private s 
of $100 ,000,000 or more (adjusted for inflation) in any one year • • • ."Therefore, neither a Small Governm en t Agency Plan nor an y other action is requi red u 
provisions of UMRA of 1995 . 

Paperwork Reduction Act of 1995 

This acti on does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995. 44 U.S.C. 3501- 3521. This act ion wou ld not 
impose recordkeeping or reporting requirement s on State or local governments, indiv iduals, businesses, or orga nizat ions. An agency may not conduct or sponso r, and 
a person is not requ ired to respond to, a collection of information unless it displays a cu rrently valid OMB control number. 

Congressional Review Act 

Th ts rule is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressiona l Review Act (CRA). This rule 
will not result in: an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individua l indust ries, Federal, State, or 
loca l government agencies, or geographic reg ions; or sig nificant adverse effects on compet ition, employment, investment, productivity, innovation, or on the ability of 
United States-based companies to compete with forei gn based companies in domestic and export markets. However , pursuant to the CRA, the DEA has submitted a 
copy o f th is final rul e to both Houses of Congress and to the Comptroller General. 

List of Subjects in 2 1 CFR Part 1308 

Admin istra t ive practice and procedure, Drug traffi c control, Reporting and recordkeep1ng requi rements. 

For the reasons set out above, 21 CFR part 1308 is amended as follows: 

PART 1308--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. The authority ci tation for 2 1 CFR par t 1308 continues to read as follows: 

Authority : 21 U.S. C. 811 , 8 12, 8 71 (b), unless otherwise noted. 

• 2. Amend Sec. 1308.14 by redesignating pa ragraphs (c)(l) through (c)(53) as parag raphs (c)(2) through (c)(54) and adding new pa rag raph (c)(l) to read 
as follows: 

Sec. 1308.14 Schedule IV. 

(c) • * • 

(1) Alfaxalone-(2731) 

Dated: February 21, 2014. 

Mi ch ele M. Leonhart, 
Administrator. 

[FR Doc. 2014-04332 Filed 2-2 6- 14 ; 8:45 am] 

BILLING CODE 4410-09-P 
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NOTICE: This is an unofficial version. An official version of this publication may be obtained directly from the Government Printing Office (GPO). 
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[Federal Register Volume 79, Number 167 (Thursday, August 28, 2014)) 
(Rules and Regulations) 
[Pages 51243-51247) 
From the Federal Register Online via the Government Printing Office [ www.gpo.gov ] 
[FR Doc No: 2014-205 15) 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administra t ion 

2 1 CFR Part 1308 

[Docket No. DEA- 381] 

Schedules of Controlled Substances: Placement of Suvorex ant into Schedule IV 

AGENCY: Drug Enforcement Administ ration, Depa rtment of Justice. 

ACTION : Final rule. 

SUMMARY: With the issuance of this final rule, the Deputy Administrator of the Drug Enforcement Administra t ion (DEA) places the substance [( 7R) 
-4-{5-chloro- l,3-benzoxazol-2 -yl)-7 -methyl-1 ,4 -d iazepan- 1-yl)[5-me th yl-2-(2 H- l,2 ,3-tri azol-2-y l)phenyl]metha none (suvorexant), including its sa lts, isomers, an 
salts of isomers, into schedule IV of the Controlled Substances Act. This scheduling action is pursuant to the Cont rolled Substances Act which requi res that such 
actions be made on the record after opportunity for a hearing through forma l rulemaking. This action imposes the regu latory controls and administrative, civil, and 
crimina l sanctions applicable to schedule IV controlled substances on persons who handle (manufacture, distribute, dispense, import, export, engage in research, 
conduct instructional activities, or possess), or propose to handle suvorexant. 

DATES: Effective Date: September 29, 2014. 

FOR FURTHER INFORMATION CONTACT : Imelda L. Paredes, Office of Diversion Control, Drug Enforcement Administration; Mailing Address: 8701 Morrissette 
Drive, Springfield, Virginia 22 152, Te lephone: (202) 598-68 12. 

SUPPLEMENTARY INFORMATION : 

Legal Authority 

The DEA implemen ts and enforces tit les II and III of the Comprehen sive Drug Abuse Prevention and Contro l Act of 1970, as amended. Tit les II and III are referred to 
as the "Controlled Substances Act" and the "Controlled Substa nces Import and Export Act, " respectively, and are collectively referred to as the "Controlled Substances 
Act" or the "CSA" for the purpose of this action. 21 U.S.C . 80 1-9 7 1. The DEA publishes the implementing regu lations for these statutes in tit le 21 of the Code of 
Federal Regulations (CFR), pa rts 1300 to 1321. The CSA and its implementing regu lations are designed to prevent, de tect, and eliminate the diversion of controlled 
substances and listed chemicals into the illic it market while providing fo r the legitimate medica l, scientific, resea rch, and industria l needs of the United States. 
Control led substances have the potential for abuse and dependence and are con trolled to protect the public health and safety. 

Under the CSA, each controlled substance is classified into one of five schedu les based upon its potential for abuse, its currently accepted medica l use in treatment in 
the United States, and the degree of dependence the substance may cause. 21 u .s.c. 81 2 . The initial schedules of controlled substances established by Congress are 
found at 21 U.S.C. 812(c), and the current list of all scheduled substances is published at 2 1 CFR part 1308. 

Pursuant to 21 U.S.C. 81l {a){l), the Attorney General may, by rule, "add to such a schedule or transfer between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by ( 2 1 
U.S .C . 8 12{b)) for the schedule in which such drug is to be placed• **."The Attorney Genera l has delegated this authority to the Administrator of the DEA, 28 CFR 
0.100, who in turn has rede legated that authority to the Deputy Administrator of the DEA. 28 CFR part 0, append ix to subpart R. 

The CSA provides that scheduling of any drug or other substance may be in itiated by the Attorney General (1) on his own motion ; (2) at the request of the Secretary 
of Health and Human Services (HHS); \ 1\ or ( 3) on the petition of any interested party. 2 1 U.S. C. 811 {a). This action imposes the regulatory controls and 
administrative, civi l, and criminal sanctions of schedule IV controlled substances on persons who handle or propose to handle suvorexa nt. 

\ 1 \As set forth in a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Inst itute on Drug Abuse 
(NIDA), the FDA acts as the lead agency within the HHS in carrying out the Secretary' s scheduling responsibilities under the CSA, with the concurrence of NIDA. SO FR 
9518, Mar. 8, J 985. The Secretary of the HHS has delegated to the Assistant Secretary for Health of the HHS the authority to make domestic drug schedu ling 
recommendations. 

Background 

Suvorexant ([ (7R) -4-(5-ch loro- l ,3-benzoxazol-2 ·yl)- 7-methyl-1 ,4-diazepan- I -yl)[ 5-methy l-2- (2H-1,2,3-triazol-2-yl)phenyl]methanone), also known as MK -4305, is a 
new chemical entity developed for the treatment of insomnia. Suvorexant is a novel, first in class, orexin receptor antagonist with a 
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mechanism of action distinct from any marketed drug. It acts via inhibi tion of the orex in 1 (OXl) and orexin 2 (OX2) receptors . In pharmacological activity studies, 
suvorexant functioned as an antagonist as demonstrated by its ability to block agonist-induced calcium (Ca\2+\) release. The U.S. Food and Drug Administration 
(FDA) approved the new drug application for suvorexant on August 13, 2014 . 

DEA and HHS Eight Factor Analyses 

n June 27, 2013, the HHS provided the DEA with a scientific and medical evaluation document prepared by the FDA entitled "Basis for the Recommendation to Place 
uvorexant in Schedule IV of the Controlled Substances Act." After considering the eigh t factors in 21 U.S.C. 811 (c), including consideration of the substance's abuse 
otential, legitimate medical use, and depende nce liability, the Assistant Secretary of the HHS recommended that suvorexan t be con trolled in schedule IV of the CSA 

under 21 U.S.C. 812(b). In response, the DEA conducted its own eightfactor ana lysis of suvorexant pursuant to 21 U.S.C. 8 ll(c). Both the DEA and HHS analyses are 
available in thei r entirety in the publ ic docket for this ru le (Docket Number DEA-381) at http: //www.regulations.gov under "Supporting and Related Materi al." 

Determination to Schedule Suvorexant 

After a review of the avai lable data, including the scientific and medica l evaluation and the scheduling recommendation from the HHS, the Deputy Administ rator of the 
DEA published in the Federal Register a notice of proposed rulemaking (NPRM) entit led "Schedules of Con trolled Substances : Placement of Suvorexant into Schedule 
IV" which proposed placement of suvorexant in schedule IV of the CSA. 79 FR 8639, Feb. 13, 20 14. The proposed rule provided an opportunity fo r interested persons 
to file a req uest for heari ng in accordance with DEA regulations by March 17, 20 14. No requests for such a hearing were received by the DEA. The NPRM also provided 
an opportunity for interested persons to submit written comments on the proposa l on or before March 17, 2014. 

Comments Received 

The DEA received five comments on the proposed rule to schedu le suvorexant. Two commenters supported controlling suvorexan t as a schedule IV controlled 
substance . One commenter opposed the control of suvorexant, one commenter did not articulate an official position, and one commenter was in favor of controll ing 
suvo rexant as a schedule Ill controlled substance, rathe r than a schedule I V con trolled substance . 

Support for the Proposed Rule 

Two commenters supported controlling suvorexan t as a schedule IV controlled substance. These commenters indicated support for controll ing suvorexant under the 
CSA based on the abuse potential of the substance. The commenters noted that controlling suvorexant as a schedule IV controlled substance is appropriate because it 
is simi lar to zo lpidem (schedule IV) , while one commenter sta ted that suvorexant produces fewer adverse effects than zolpidem. The commenters believe that 
con trolling suvorexant as a schedule IV control led substance will provide the necessary controls to prevent its diversion . 

DEA Response : The DEA apprecia tes the comments in support of this rulemaking. 

Opposition to the Proposed Rule 

Two commenters opposed the proposal to control suvorexant as a schedule IV cont rolled substance, and one commenter did not articulate an official position but 
expressed concern about the side effects of suvorexant. 

Request Not To Control Suvorexant 

One commenter opposed controlling suvorexant because they believed that there was a lack of strong scientific evidence that suvorexant has been abused, and the 
comparison of suvorexant with zolpidem (schedule IV) is incorrect due to each compound eliciting its effects via different mechanisms of action. The commenter was 
also concerned that con tro lling suvorexa nt wi ll make it more difficu lt for patients to obtain the substance once it is approved by the FDA. 

DEA Response: The DEA does not agree. Suvorexant is a novel, first in class, new chemica l substance and information on actua l abuse da ta is no t currently avai lable. 
The legislative history of the CSA addresses the assessment of a new drug's potent ial for abuse ,\2\ and data from clinical stud ies investigating the abuse potentia l for 
suvorexant suggests that its effect is similar to zolpidem (schedule IV). Simi larly , while the mechanism of acti on for suvorexant is distinct from any cu rren tly marketed 
drug for insomnia, human abuse potential studies demonstrated that suvorexan t produced effects that were indistingu ishable from zolpidem (schedule IV). 

\2\ The legislative history of the CSA provides that a substance may have a potential for abuse if: "The drug or drugs con taining such a substance are new drugs so 
related in thei r action to a drug or drugs already listed as having a potential for abuse to make it likely that the drug will have the same potentiality for abuse as such 
drugs, thus making it reasonable to assume that there may be significant diversions from legitimate channels, significant use contrary to or without medical advice, or 
that it has a substantial capability of creating hazards to the health of the user or to the safety of the community. " Comprehensive Drug Abuse Prevention and Control 
Act of 1970, H.R. Rep. No. 91-1444 (1970); as reprinted in 1970 U.S.C.C.A.N. 4566, 460 1. 

Burdens associa ted with acquiring a substance as a result of control under the CSA are not relevant factors to the determination whether a substance shou ld be 
controlled or under what schedule a substance should be placed if it is controlled . See 21 U.S.C. 811 and 812. Nonetheless, the DEA disagrees with the unsupported 
statement that making suvorexant a controlled substance will make it difficult for ultimate users to legally acqui re the substance once it is approved by the FDA. If a 
DEA-registered practitioner lawfully prescribes suvorexant to treat a medical condition, it may be dispensed on the ba sis of an oral or written prescription. 21 CFR 
1306.04(a), 1306.21. 

Request To Control Suvorexant as a Schedule II 1 Substance 

One commenter had multiple concerns regarding the placement of suvore xant in schedu le IV . The commenter believed that further stud ies on min imal leve ls of 
effective suvorexan t doses should be conducted to reduce the risks of driving accidents. The commenter also expressed concern about the FDA's statement that while 
effective, suvorexant is unsafe at various doses. This commenter believed that due to lack of conclusive findings. suvorexant should be categorized as a schedule III 
controlled substance for "safety and precautionary purposes" since it is a novel, first in class, new substance . 

Another comme nter, who did not arti culate a specific posi tion, expressed concern that the side effects produced by suvorexa nt were similar to the effects of sleep 
deprivation, inc luding cognitive and psychomotor impairment. 

DEA Response: The concerns about the limited research on min ima l levels of effective suvorexant doses and the side effects of suvorexan t and sleep deprivat ion , 
along with the statement that suvorexant is unsafe at various doses, are outside the scope of the DEA's scheduling authority. As part of the new drug approval 
process, the HHS 
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provides scientific and medical evaluations of a drug or other substance to ensure that it is safe and effective for its intended use. This process is complete ly separate 
from the DEA's proceedings to con trol such drug or other substance. 21 U.S. C. 811. 

The DEA does not agree that suvorexant shou ld be controlled as a schedule III controlled substance. Pursuant to 21 U.S.C. 81l (a)(l), the Attorney Genera l may, by 
rule, "add to such a schedu le or transfer between such schedules any drug or other substance if he (A) finds that such drug or other substance has a potential for 
abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [2 1 U.S.C. 812 (b)] for the schedule in which such drug is to be placed 
• • •." This schedu ling action was initiated when the DEA received a scientific and medica l evaluation and a scheduling recommendation to control suvorexant as a 
schedule IV controlled substance from the Assistan t Secretary of the HHS. In accordance with 21 U.S .C. 8ll(c), the DEA conducted its own analysis of the eight 
factors determinative of control or removal : ( 1) Its actual or relative potential for abuse; (2) scientific evidence of its pharmacological effect, if known; (3) the state of 
current scientific knowledge regard ing the drug or other substance; (4) its history and cu rrent pattern of abuse; (5) the scope, duration, and significan t of abuse; (6) 

hat, if any, risk there is to the publi c health; (7) its psychic or physiologica l dependence liability; and (8) whether the substance is an immediate precursor of a 
bstance already controlled. The summary of each factor as analyzed by the DEA and the HHS, and as considered by the DEA in this scheduling action, was provided 
the proposed rule. Both the DEA and the HHS analyses have been made available in their entirety under "Supporting and Related Material " of the public docket for 
is rule at http://www.regu lations.gov under Docket Number DEA-38 1. 

here is evidence that suvorexant has a potential for abuse comparable to zolp1dem (schedule IV) , and like zolp1dem , suvorexant has a low potential for abuse rela tive 
to the drugs or other substances in schedule Ill. Suvorexa nt was compared to zolpidem in human studies of recreational sedative users to measure its abuse potential 
relative to that of a sedat ive-hypnotic in schedu le IV . The abuse potentia l of suvorexan t (40, 80 and 150 mg) relative to zo lpidem (15 and 30 mg) and placebo was 
evaluated via a visua l analog sca le VAS, with results demonstrating that the effects of suvorexant were stati stically indistinguishable from zolpidem . The resu lts of the 
human abuse potential study suggest that suvorexant and zo lpidem produce simi lar reinforcing effects and have a similar potential for abuse. In addi tion, preclinica l 
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studies demonstrated tha t suvorexan t ( 10, 20, 30 and 60 mg/kg) dose dependently reduced locomotor activ ity in rats, similar to other sedat ive dru gs includi ng 
zolpidem (schedule IV) . Based on the review of the HHS eva luation and scheduling recommendation and all other relevant data, the DEA found that suvorexant has an 
abuse potential similar to other schedule IV drugs, including zolpidem (schedule JV). 

Scheduling Conclusion 

Based on consideration of all comments, the scientific and medica l eva luation and accompanying recommendation of th e HHS, and the DEA's consideration of its 
eigh t-factor analysis, the DEA find s that these facts and all other relevant data constitute substantial evidence of potentia l for abuse o f suvorexant. As such, the 
sched uling suvore xan t as a con trolled substance under the CSA. 

Det ermination of Appropriate Schedule 

The CSA establishes five schedules of controlled substances known as schedules I , I I, lll, IV, and V. The CSA outlines the finding s required for placing a drug or other 
substance In any particular schedule. 2 1 U.S.C. 812(b) . After considerati on of the analysis and recomm endation of the Assista nt Secretary fo r Health of the HHS and 
review of all avai la ble da ta, the Deputy Administrator of th e DEA, pursuant to 21 U.S .C. 8 12(b)(4), finds that: 

( 1) [ (7R)-4-(5-chloro- l ,3-benzoxazol - 2-yl)-7-methyl - l,4-diazepan- l-y l][5-methyl-2-(2H- l ,2,3-triazol -2-yl )phenyl ]m ethanone (suvorexa nt) has a low 
poten tia l for abuse relative to the drugs or other substances in schedule Ill. The overal l abuse potentia l of suvorexan t is comparable to the schedule IV 
controlled substance zo lpidem; 

(2) [(7R) -4 -(5-chloro- l,3 -benzoxazol - 2-yl)- 7-methyl -1,4 -diaze pan - 1-yl](5-methyl-2-(2H- l ,2,3-tr iazol-2-yl)phenyl]methanone (suvorexant) has a 
currently accepted medica l use in treatment in the United States. Suvorexant was approved for marketing by FDA as a treatment for insom nia; and 

(3) Abuse of [(7R) -4-( 5-chloro-1,3-benzoxazol-2-yl)- 7-methyl- l ,4-diazepan- l -yl][5-methyl - 2-(2H-l,2,3 - triazol- 2-yl}phenyl)methanone (suvorexant) 
may lead to limited physical dependence or psychological dependence relative to the drugs or other subs tances in schedule Ill. The poten t ia l for 
psychological dependence is simi lar to that of zolpidem (schedule IV). 

Based on t hese find ings, the Deputy Administ rator of the DEA concludes that suvorexant, including its sa lts, isomers, and sa lts of isomers, wa rran ts control in 
schedule IV of t he CSA. 21 u .s.c. 812(b)(4). 

Requirements for Handling Suvorexant 

Upon the effective da te of this final rule, any person who handles suvore xant is subject to the CSA's schedu le IV regulatory contro ls and administrative, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engagement in research, and conduct of instructiona l activities, of 
schedule JV controlled substances including the following : 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in resea rch, or conducts instructional acti vi ti es with) 
suvorexan t , or who desi res to handle suvorexant , must be registered with the DEA to conduct such activities, pursuan t to 21 U.S.C. 822, 823 , 957 , and 958, and in 
accordance with 21 CFR p arts 1301 and 1312 as of September 29, 20 14. Any person who currently handles suvorexant and is not registered wi th the DEA must 
submit an app lication for regist ra tion and may not continue to handle suvorexant as of September 29, 2014 unless the DEA has approved that application, pursuant to 
21 U.S.C. 822, 823, 957, and 958, and in accordance with 21 CFR parts 1301 and 1312. 

Security. Suvorexant is subject to schedule Ill -V secu r ity requirements and must be handled and stored pursua nt to 21 U.S.C. 821 , 82 3, and 871 (b) and in 
accordan ce with 21CFR1301.71 -1301.93, as of September 29, 2014. 

Labeling and Packaging. All labels, labeling, and packaging for commercial containers of suvorexant must comply with 21 U .S. C. 825 and 958 (e) and be in 
accorda nce with 21 CFR part 1302, as of September 29 , 20 14. 

Inventory. Every DEA regi strant who possesses any quantity of suvorexant on the effect ive date of this fina l rule must take an inventory of al l stocks of suvorexant on 
hand as of September 29, 2014, pursuant to 21 u.s.c. 827 and 958 , and in accordance with 21 CFR 1304.03 , 1304.0 4 , and 1304. ll (a) and (d) . 

Any person who becomes registered with the DEA after September 29, 20 14 
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must take an initial inventory of all stocks of control led substa nces (including suvorexant) on hand on the date the reg istrant first engages in the handling of contra 
substa nces, pursuant to 21 u.s.c. 827 and 958 and in accordance wi th 21 CFR 1304.03, 1304.04, and 1304.ll(a) and (b). 

Afte r the initial inventory, every DEA registrant must take a new inven tory of all stocks of controlled substances (including suvorexant) on hand every two years, 
pursua nt to 21 U.S .C. 827 and 958 , and in accordance with 21 CFR 1304.03 , 1304.04, and 1304.11 . 

Records. All DEA registrants must maintain reco rds with respect to suvorexant pursua nt to 21 U.S.C. 827 and 958, and in accordance wi th 21 CFR pa rts 1304, 
1307 , and 1312, as of September 29, 2014. 

Prescriptions. Al l prescript ions for suvorexant or products containing suvorexant must comply with 21 U.S.C. 829 , and be issued in accordan ce with 21 CFR part 
1306 and subpart C of 21 CFR part 1311 as of September 29, 20 14 . 

Importation and Exportation. All importation and exportation of suvorexa nt must be in comp liance with 21 u.s.c. 952 , 953 , 957 , and 958 , and be in accordance 
with 21 CFR part 1312 as of Sep tember 29, 2014. 

Liability. Any activity involving suvorexa nt not authorized by , or in vio lation of, the CSA, occurring as of September 29, 20 14 is unlawful, and may subject the person 
to ad ministra tive, civil, and/or criminal proceedings . 

Regulatory Analyses 

Executive Orders 12866 and 13563 

In accordan ce with 21 U.S.C. Sll (a), this scheduling action is subject to formal rul emaking procedu res done "on the record alter opportu nity for a hea r ing," which 
are conducted pursuant to t he provisions of 5 U.S.C. 556 and 557. The CSA sets forth the criteria for scheduling a drug or other substance. Such actions are exempt 
from review by the Office of Management and Budget pursua nt to section 3(d)(l) of Executive Order 12866 and the principles reaffirmed in Executive Order 13563. 

Executive Order 12988 

This regu lation meets the applicable standard s set forth in sections 3(a ) and 3( b)( 2) of Executive Ord er 12988 Civi l Justice Refo rm to eliminate drafting errors and 
ambiguity, minimize litiga t ion , provide a clea r lega l standard for affected cond uct , and promote simplifica ti on and bu rden reduction. 

Execu tive Order 13132 

This rulemaking does no t have federalism implications warran t ing the applica ti on of Execu tive Ord er 13132. The ru le does not have substantia l direct effects on the 
States, on the re lationship between the national government and the States, or the distributi on of power and responsibilities among the various levels of government. 

Executive Order 13175 

This rule does not have tribal implications wa rranting the application o f Executive Ord er 13175. The rule does not have substantia l di rect effects on one or more Indian 
tribes, on the relationship between the Federal government and Indian t r ibes, or on the distribution of power and respons1bil1ties between the Federal governmen 
Indian tribes. 

Regulatory Flexibility Act 

The Depu ty Administrator, in accordance with th e Regu latory Flexibility Act (RFA}, 5 U.S.C. 601 -612, has reviewed this fin al rule and by approving it cert ifies tha 
will not have a significant economic impact on a substantial number of sma ll entities. The purpose of this fina l ru le 1s to place suvorexant, including its salts, isome 
and sa lts of isomers, into schedule IV of the CSA. No less rest r ict ive measures (i.e., non-control, or control in schedu le V) enable the DEA to meet its statutory 
ob ligations under the CSA. Jn preparing this ce rti fication, the DEA has assessed economic impact by size category and has considered costs with respect to the va r ious 
DEA reg istrant business activity classes. 
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Suvorexant is a new molecular entity which has not yet been marketed in the United States or any other country. Accordingly, the number of currently identifiable 
manufacturers, importers, and distributors for suvorexant is extremely small. The publicly available materia ls also specify the readi ly identifiable persons subject to 
direct regulation by this final rule. Based on guidelines utilized by the Small Business Administration (SBA), the suvorexant manufacturer/ distributor/importer was 
determined not to be a small entity. Once generic equivalents of suvorexant are developed and approved for manufacturing and marketing, there may be additional 
manufacturers, importers, and distributors of suvorexant, but whether they may qualify as small entities cannot be determined at this t ime. 

here are approximately 1.5 million controll ed substance registrations that represent approximately 381,000 entities (which include businesses, organizations, and 
overnmental jurisdictions). The DEA estimates that 371,000 (97%) of these entities are considered "small entities" in accordance with the RFA and SBA size 
tandards. 5 U.S.C. 601(6); 15 U.S.C. 632. Due to the wide variety of unidentifiable and unquantifiable variables that potentially could influence the dispensing rates 

of new molecular entities, the DEA is unable to determine what number of these 371,000 small entities m igh t handle suvorexant. 

Despite the fact that the number of small entities possibly impacted by this rule could not be determined, the DEA concludes that they would not exper ience a 
significant economic impact as a resu lt of thi s final ru le. The DEA estima tes all anticipated suvorexant handlers to be DEA registrants and current ly 98% of DEA 
registrants (most of wh ich are sma ll entities) are authorized to handle schedule IV controlled substances . Registrants that handle suvorexant are expected to incur 
nominal additional security , inventory, and recordkeeping costs . These registered entities are likely to have already established and implemented the systems and 
processes required to handle schedule IV controlled substances and can easily absorb the costs of handling suvorexant with nominal to no additional economic burden. 
For example, because DEA-registered pharmacies and institutional practitioners are likely to already be schedule IV handlers, they may secure schedu le 11-V contro lled 
substances by dispersing such substances throughout the stock of noncontrolled substances in such a manner as to obstruct the theft or diversion of the contro lled 
substances. Additionally, because other DEA registrants who will handle suvorexant are likely to already be schedu le IV handlers, they already shou ld have existing 
secure storage areas for schedule 11-V controlled substances, which we assume would be able to accommodate any new stocks of suvorexant. See 21 CFR 1301.75 
(b), 1301.72(b). Accordingly, the requirement to secure all controlled substances containing suvorexant would not impose a signifi can t economic burden upon DEA
registered practitioners as the infrastructure and materials for doing so are already in place. The DEA therefore assumes that the cost of compliance with 21 CFR 
1301.71 -1301.77 as a result of this final rule is nominal. 

Correspondingly, because DEA-registered manufacturers, distributors, 
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and importers must label and package all schedule 11-V controlled substances in accordan ce with 21 CFR part 1302, the requirement to label and package all 
controlled substances containing suvorexant in accordance with 21 CFR part 1302 would not impose a significant economic burden upon DEA- registered 
manufacturers, distributors, and importers as the infrastructure and materials for doing so would already be in place. According ly, compliance with 21 CFR part 1302 
would not require significant additional manpower, capital investment, or recordkeeping burdens. 

Because of these facts, this final rule will not result in a significant economic impact on a substantial number of small entities. 

Unfunded Mandates Reform Act of 1995 

In accordance with the Unfunded Mandates Reform Act (UMRA) of 1995 (2 U.S.C. 1501 et seq .), the DEA has determined and certifies pursuant to UMRA that this 
action would not resul t in any Federal mandate that may result "in the expenditure by State, local, and tribal governments, in the aggregate, or by the private sector, 
of $100,000,000 or more (adjusted for inflation) in any one year . . .. " Therefore, neithe r a Small Government Agency Plan nor any other action is required under 
provisions of UMRA of 1995. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995. 44 U.S.C. 3501-3521. Th is action would not 
impose recordkeeping or reporting requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not required to respond to, a co llection of information un less it displays a currently valid OMB contro l number. 

Congressional Review Act 

is rul e is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressional Review Act (CRA)). This rule 
II not result in : an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individual industries, Federa l, State, or 
ca l government agencies, or geographic regions; or significa nt adverse effects on competition, employment, investment, productivity, in novation, or on the ability of 

United States-based companies to compe te with foreign -based companies in domestic and export markets. However, pursuant to the CRA, the DEA has submi tted a 
copy of this final rule to both Houses of Congress and to the Comptroller General. 

List of Subjects in 21 CFR Part 1308 

Admini strative practice and procedure, Drug traffic cont rol, Reporting and recordkeeping requirements . 

For the reasons set out above, the DEA amends 21 CFR part 1308 as follows: 

PART 13 08--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. The authority cita tion for 21 CFR part 1308 continues to read as follows: 

Authority : 21 U.S.C. 811 , 812, 87l(b), unless otherwise noted. 

• 2. Amend Sec. 1308.14 by redesignating paragraphs (c)(49) through (c)(54) as (c)(50) through (c)(55) and adding new paragraph (c)(49) to read as 
follows: 

Sec . 1308.14 Schedule IV . 

(c) * * • 

(49) Suvorexant 2223 

Dated: August 21, 2014. 

Thomas M. Harrigan, 
Deputy Administrator. 

[FR Doc. 2014-20515 Fi led 8-27- 14; 8:45 am ] 

BILLING CODE 4410-09-P 

NOTICE: This is an unofficial version. An official version o f this publication may be obtained directly from th e Governmen t Printing Office (GPO) . 
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Forens· 

January 14, 2015 

The designer d rug ma rket is sti l l  changing a n d  new su bsta n ces are sti l l  being created to evade leg is lation 

p revious ly  passed, but not nearly to the scale that we were deal ing with a few yea rs ago. Last legis lative sess ion 

I to ld  you about the t h ree main  groups of designer d rugs:  Synthet ic Cannabinoids - sold as incense o r  potpo u rri  

g iv ing u sers a h igh similar to T H C  ( Ma rij uana), S u bst ituted Cath ino nes - sold as Bath Salts prod ucing central  

nervo u s  system stim u lant effects, a n d  Ha l l u c inogens - produ cing effects similar to LS D .  Legis lation was passed 

fo r each of these gro u ps using a chem ical c lass a p p roach w h ich defined a core m o lecu la r  struct u re and l i sted 

possi b le s u bstit utions and mod ifications. These laws have hel ped in t he figh t  against designer d rugs as a large 

num ber of com po u n d s  and their  derivatives a re co ntro l led i n  o u r  state, and we have not iced a large dec rease in 

t he amo unt being s u bm itted to the ND Crime Lab. The good news is o u r  cu rrent laws fo r the S u bstit uted 

Cath inones ( Bath Salts) a n d  H a l l u c i n ogen s  is sufficient, a n d  no changes or add it ions  need to be made at th is  

t ime. D E A  has  recently s pecifica l ly  l i sted some of these com po u n d s  i nto t he federal code but these were a l ready 

inc l u ded in o u r  state law (along with their l isted derivatives) .  Th is  s h ows that o u r  a p p roach is  working and is 

p roactive. The synthetic  cannabino ids  group is where some changes a re req u i red, as new derivatives cont i n ue 

to s h ow u p  t hat a re not inc lu ded i n  o u r  c u rrent legis lat ion. The num ber of synthetic cannabino id sam p les 

s u bm itted to lab has greatly decreased . But when a synthetic  ca n na b i n o i d  sam ple is ident ified, there is a good 

chance it is n o  longer o ne of the p revious ly contro l led com pounds but rather one belonging to a new generation 

of synt het ic cannabinoid com po u n d s .  

Th is  sess ion,  the pro posed changes inc l u de add ing th ree new gro u ps u n der t h e  synthetic cannabinoid  

sect io n .  These gro u p  defi n it i ons a re m o re com p rehens ive and therefo re wo u l d replace fo u r  of the exist i n g  

canna binoid g r o u p s .  T h e  first new grou p, lndole Carboxal dehydes, replaces the fo l l owi ng current gro u p s  in the 

cen t u ry code: Naphthoyl indo les, P heny lacetyl ind o les, Benzoy l i n d o les, and Tet ramethy lcyc l o p ro panoyl indoles. 

The defi n it ion  i n c l u des a l l  of the com po u n d s  in t he fo u r  rep laced grou ps and ad d it iona l ly i n c l u des com po unds 

not covered in the p revio us defi n it ions. The other two new groups would inc l u de newer com pounds the 

fo rens ic  comm u n ity has identified in casework and would  i n c lude a few of the com po u nd s  that were currently 

l isted in the 'others s pecifi ca l ly  named' sect io n .  To summarize, currently there are eight defined cannabinoid 

groups with nine com p o u n d s  l isted s pecifica l ly .  With the p ro posed changes, the new legis lat ion would have 

seven ca n nabinoid gro u ps with fo u r  com po u nd s  specifica l ly named . The t h ree new defined core structure 

groups with l i sted su bstitut ions is m o re com p rehensive a n d  inc l u des m o re com po unds, i n c l u d ing t he new 

generat ion of com pound s identified i n  fo rensic  case work.  

N o rt h  Dakota has some of the best a l l  inc l u s ive laws encom pass i n g  h undreds of compounds when yo u 

com pare o u r  law to some other states. The laws s pecifical ly  define what is a n d  what is not covered in the 

definit ions of t he groups and other states have fo l lowed o u r  lead with some of the defi n itions. I t  may seem l i ke 

it i s  a never en d i ng battle with designer d rugs, but a l l  we can d o  is to stay on top of what is cu rrently being 

i dentified i n  the fo rensic comm unity, a n d  mod ify our  laws accord ingly. The laws a re working a n d  have made a 

d i fference. Th is  session we are just proposing some fine tuning to t he synthetic cannabinoid laws to make them 

m o re inc l u s ive of past and p resent com pounds.  
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PROPOSED AMENDMENTS TO SENATE BILL ~ 

Page 5, line 25, after the period insert "Other names: Delta-9-tetrahydrocannabinol." 

Page .~e "Naphthoylindoles. Any compound containing a 3-(1-naphthoyl)indole" 

Page 6, strike lines -t~ough 22 . 

Page 6, line 23, remove "ill" 

Page 6, line 31 , replace "by: a substitution" with "in the following ways: 

(a) Substitution" 

Page 7, line 1, replace "a substitution" with "or 

(b) Substitution" 

Page 7, line 2, after the second underscored comma insert "or" 

Page 7, line 2, replace "6'' with "or 

.(gl 6" 

Page 7, after line 3, insert: 

"@" 

Page 7, after line 4, insert: 

Page 7, line 6, replace "f+}@}" with "ill" 

Page 7, line 7, replace "f2t.(Ql" with"~" 

Page 7, line 8, replace "~.(gl" with "Q]" 

Page 7, line 9, replace "f4}@" with "ill" 

Page 7, line 11 , replace "~.(fil" with "[§]" 

Page 7, line 12, replace "fetill" with "Ifil" 

Page 7, line 13, replace "f71.(g}" with "Ill" 

Page 7, line 14, replace "{Sj.(bl" with "[fil" 

Page 7, Ii ne 15, replace "f91.ill" with "Ifil" 

Page 7, line 16, replace "f-4-G}.ill" with "1.1Q1" 

Page 7, line 17, replace "f-+4-}flsl" with "1111" 

Page 7, line 19, replace "f-t2l.ill" with "1121" 

Page 7, line 20, replace "f-t-~Hm.2" with "I.1.fil" 

Page 7, line 21 , replace "f+4lilll" with "Llil" 

Page No. 1 15.8010.01002 
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Page 7, line 22, replace "{-+-§}.(Ql" with "i.1.fil" 

Page 7, line 23, replace "f-1-@t{Ql" with ''11§1" 

Page 7, line 24, replace "f-+-71.(g)_" with "L11J" 

Page 7, line 26, replace "f+S}.(d" with "11fil" 

Page 7, line 28, replace "f49}{fil" with "[1.fil" 

Page 7, line 30, replace "£2-01.ill" with "[20]" 

Page 8, line 1, replace "~M" with "12..11" 

Page 8, line 3, replace "~M" with "[221" 

Page 8, line 5, replace "~®"with "[231" 

Page 8, after line 6, insert: 

"[241 1-[(N-methylpiperidin-2-yl)methyll-3-
(adamant-1-oyl)indole - Other names: AM-1248 . 

[251 1-Pentyl-3-(1-adamantoyl)indole - Other 
names: AB-001 and JWH-018 adamantyl analog." 

Page 8, line 15, replace "by: a substitution" with "in the followin 

@l 

Page 8, line 16, replace "a substitution" with : or 

.(Ql Substitution" 

Page 8, line 17, replace"~" with "or 

"_(gl 6" 

Page 8, line 18, replace the first underscored comma with an underscored semicolon 

Page 8, line 18, replace "~" with : 

"@ 6" 

Page 8, after line 19, insert: 

II 

Page 8, remove lines 20 and 21 

Page 8, line 22, replace ".(Ql" with "ill" 

Page 8, line 23, after "carboxamide" insert ", APICA. SDB-001 , and 2NE1 

Page 8, line 24, replace "_(gl" with "121" 

Page 8, line 26, replace "@" with "Q.l" 

Page 8, line 27, after "48" insert "and APINACA" 

Page 8, removes lines 28 through 31 

Page 9, line 1, replace ".(gl" with 'HJ" 
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Page 9, line 3, replace ".(bl" with "Ifil" 

Page 9, line 5, replace "ill" with "I.fil" 

Page 9, line 7, replace "ill" with "ill" 

Page 9, line 9, replace "00" with "I.ill" 

Page 9, line 11 , replace "ill" with "I.ill" 

Page 9, line 13, replace "fml" with "I.1.Ql" 

Page 9, line 15, replace "{D.)." with "I.111" 

Page 9, line 17, replace ".(Ql" with "I.121" 

Page 9, line 20 , replace "ill}" with "~" 

Page 9, line 22 , replace ".{g}" with "IHI" 

Page 9, line 24, replace "fd" with "I.1.fil" 

Page 10, line 3, replace "by: a substitution" with "in the following ways: 

@} Substitution" 

Page 10, line 4, replace "a substitution" with "or 

.(Ql Substitution" 

Page 10, line 5, replace ".§" with "or 

.(£)_ A" 

Page 10, line 6, replace ".§" with: 

"@ 6" 

Page 10, after line 7, insert: 

" 

Page 10, line 9, replace "@}"with "ill" 

Page 10, line 11 , replace ".(Ql" with "I.21" 

Page 10, line 13, replace".(£)_" with "QI" 

Page 10, line 15, replace "@" with 'HI" 

Page 10, line 17, replace "{fil" with "Ifil" 

Page 10, line 19, replace "ill" with "I.fil" 

Page 27, line 4, underscore "Alfaxalone" 

Renumber accordingly 
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State of North Dakota 
Jack Dalrynple, Governor 

OFRCE OF THE EXECUTIVE DIRECTOR 
1906 E Broadway Ave 

Bismarck ND 58501-4700 
Telephone (701) 328-9535 

Fax (701) 328-9;536 

STATE BOARD OF PHARMACY 
E-mail= Mhardy@btinet.net www.nodakpharmacy.com 

Mark J. Hardy, PharmD, R.Ph. 
Executive Director 

Senate Bill  No 2100 - Controlled Substances Rescheduling 
House Human Services Committee - Fort Union Room 

9:00 AM - Tuesday - March 10, 2015 

Chairman Weisz, members of the House Human Services Committee, for the record I am 
Mark J .  Hardy, PharmD, Executive Director of  the North Dakota State Board of  Pharmacy. 
I a ppreciate the opportunity to be here to spea k to you today. 

Senate B i l l  2100 is the biennial b i l l  i ntroduced by State Board of Pha rmacy to bring the 
Control led Substances schedul ing u p-to-date with what the Food and Drug Administration 
[FDA] and Drug Enforcement Administration [DEA] have done over the past two years. 

This bi l l  adds a few new categories for synthetic spice cannabinoids and com pounds 
within Schedule I control led substances. The drafting of this bi l l ,  specifica l ly the Schedule 
I substances was done i n  conj unction with the North Dakota Crime La b.  A representative 
with the N D  Crime Lab is here a nd wi l l  present testimony to explain much of the 
chemistry and reasons  for the new categories l isted in this proposed legislation. The 
i ntention for these changes is to try to be proactive and ensure that we have future 
chemica l  modifications that can be made to these substances, identified as control led 
substances. This b i l l  is very lengthy and, we feel,  as comprehensive as possible with the 
information that we have at this time. 

I would l i ke to highl ig ht each provision of the b i l l  to ensure you have an understa nding of 
the approach and specific addition we made in the drafting of this bi l l .  

On page one, l ine 18 we have added Acetylfentanyl as a Schedule I su bstance, which the 
state crime lab and federal a uthorities have identified as a drug of concern . 

On page 5 l ines 25 & 26 a n  addition of Delta-9-tetrahydrocannabinol was added as it is a 
common name for the compound l isted .  This was recommended by the ND State Crime 
Lab .  

Starting o n  page 6 a re the new categories for synthetic spice ca nnabinoids and 
com pounds, which a re inclusive of the cu rrent ca nnabinoids l isted in the current code. 
We have moved a l l  specific compounds identified by the state crime lab under the 
appl icable section, to make it clear  for those prosecuting or identifying those specific 
compounds. 

I 



It may ap pear there a re many l i nes struck under the cu rrent legislation, but please be 
awa re that each individual compound was moved to the specific appl icable new section.  

Aga i n, this is a strategy to be proactive i n  the complex nature of modifying these 
dangerous d rugs to ci rcumvent legis lation and to try to keep these dangerous substances 
away from our citizens. 

As I ind icated ea rlier, a representative with the ND Crime Lab is here and wi l l  present 
testimony on these cha nges as they a re the experts we rely upon to draft and refi ne this 
a rea of the law. 

On page 22, l i ne 15 there is  the addition of Perampa nel, which is a new control led 
substance schedu led by DEA since our  last legislative session. 

O n  page 23, l i nes 4-9, you wil l  notice the provisions of hydrocodone being struck from 
this section and moved to Schedu le  II. DEA has recently l ifted the provisions of 
exemptions for those hydrocodone compounds in schedule III. Hydrocodone products 
a re com monly referred to as Vicodi n, Loracet and Norco. They a re a drug that is 
com monly abused . 

On page 27, l i ne 25 the addition of Alfaxa lone was made as done by the DEA. Alfaxa lone 
is a nother com pound that DEA schedu led . 

On page 29, l i ne 12  Suvorexant is  a l so a new drug that fel l  u nder schedule IV. 

We have requested a n  emergency clause on this measure to ensure it is effective as soon 
as possible.  

Aga in, thank  you for your ti me. I wi l l  be glad to answer a ny questions you have at this 
ti me. 
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FINAL ORDER 

SUBSTANCE PROPOSAL FEDERAL 
*Scheduled under 21 USC 811 (h) PUBLICATION PUBLICATION REGISTER EFFECTIVE CSA 
**Extension of temporary control DATE DATE CITATION DATE SCHEDUL 

JWH-200 ** 02-29-12 77 FR 12201 2/29/2012 

METHASTERONE ( 2 ALPHA-17 ALPHA-DIMETHYL-5 ALPHA- 11-23-11 07-30-12 77 FR 44456 8/29/2012 Ill 
ANDROSTAN-17BETA-OL-3-0 NE) 

PROSTANOZOL (17 BETA-HYDROXY-5 ALPHA- 11-23-11 07-30-12 77 FR 44456 8/29/2012 Ill 
ANDROSTAN0[3,2-C)PRY AZ OLE 

3,4-METHYLENEDIOXY-N-METHYLCA TH I NONE 10-21-11 04-12-13 78FR 2181 8 4/12/2013 
(METHYLONE) 

[1-(5-FLUORO-PENTYL)1 H-INDOL-3-YL)(2,2,3,3- 05-16-13 78 FR 28735 5/16/2013 
TETRAMETHYLCYCLOPROPYL)METHANONE(5-FLOURO-
UR-144, XLR11 )* 

(1-PENTYL-1 H-INDOL-3-YL)(2,2,3,3- 05-16-13 78 FR 28735 5/16/2013 
TETRAMETHYLCYCLOPROPYL)METHANONE (UR-144)* 

N-{1-ADAMANTYL)-1-PENTYL-1 H-INDAZOLE-3- 05-16-13 78 FR 28735 5/16/2013 
CARBOXAMIDE (APINACA, AKB48)* 

LORCASERIN 12-1 9-12 05-08-13 78 FR 26701 617/2013 IV 

2-(4-CHLOR0-2,5-DIMETHOXYPHENYL)-N-(2- 11-15-13 78 FR 68716 11/15/2013 
METHOXYBENZYL) ETHANAMINE (25C-NBOMe)* 

2-(4-1000-2,5-DIMETHOXYPHENYL)-N-(2- 11-15-13 78 FR 68716 11/15/2013 
METHOXYBENZYL) ETHANAMINE (251-NBOMe)* 

2-(4-BROM0-2,5-DIMETHOXYPHENYL)-N-(2- 11 -15-13 78 FR 68716 11/15/2013 
METHOXYBENZYL) ETHANAMINE (258-NBOMe)* 

PERAMPANEL [2-{2-0X0-1-PHENYL- 10-22-13 12-02-13 78 FR 72013 1 /2/2014 Ill 
5-PYRIDIN-2-YL-I ,2-DIHYDROPYRIDIN-3-YL)BENZONITRILE ) 

QUINOLIN-8-YL 1-PENTYL-1 H-INDOLE-3-CARBOXYLA TE 02-10-14 79 FR 7577 2/10/2014 
(PB-22; QUPIC)* 

QUJNOLIN-8-YL 1-(5-FLUOROPENTYL)-1 H-INDOLE-3- 02-10-14 79 FR 7577 2/10/2014 
CARBOXYLATE ( 5-FLUORO-PB-22; 5F-PB-22)* 

N-(1-AMIN0-3-METHYL-1-0 XOBUT AN-2-YL)-1-(4- 02-10-14 79 FR 7577 2/10/2014 
FLUOROBENZYL)-1 H-1 NDAZOLE-3-CARBOXAMIDE (AB-
FUBIN~CA)* 

N-(1-AMJN0-3,3-DIMETHYL-1-0XOBUTAN-2-YL)-1-PENTYL- 02-10-14 79 FR 7577 2/10/2014 
1 H-INDAZOLE-3-CARBOXAMIDE (ADB-PJNACA)* 

ALPHA-PYRROLIDINOBUTIOPHENONE (a-PBP)* 03-07-14 79 FR 12928 317/2014 

3-FLUORO-N-METHYLCATHINONE (3-FMC)* 03-07-14 79 FR 12928 3/7/2014 

4-FLUORO-N-METHYLCATHINONE (4-FMC)* 03-07-14 79 FR 12928 3/7/2014 

4-METHYL-N-ETHYLCATHINONE (4-MEC)* 03-07-14 79 FR 12928 3/7/2014 

PENTYLONE* 03-07-14 79 FR 12928 317/2014 

ALPHA-PYRROLIDINOPENTIOPHENONE (a-PVP)* 03-07-14 79 FR 12928 3/7/2014 

BUTYLONE* 03-07-14 79 FR 12928 3/7/2014 

NAPHYRONE* 03-07-14 79 FR 12928 3/7/2014 

4-METHYL-ALPHAPYRROLIDINOPROPIOPHENONE (4- 03-07-14 79 FR 12928 317/2014 
Me PPP)* 

PENTEDRONE* 03-07-14 79 FR 12938 3/7/2014 

ALFAXALONE (5a-PREGNAN-3a-OL-11,20-DJONE) 03-25-13 02-27-14 79 FR 10985 3/31/2014 IV 

TRAMADOL (2-[(DJMETHYLAMINO)METHYL)-1 -(3- 11-04-13 07-02-14 79 FR 37623 8/18/2014 IV 
METHOXYPHENYL)CYCLOHEXANOL) 

Scheduling Actions - Chronological Order 

9/9/2014 
Page 8 of 9 
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SUBSTANCE 
*Scheduled under 21 USC 811 (h) 
**Extension of temporary control 

SUVOREXANT 

HYDROCODONE COMBINATION PRODUCTS 

Scheduling Actions - Chronological Order 

9/9/2014 

PROPOSAL 
PUBLICATION 

DATE 

02-13-14 

02-27-14 

FINAL ORDER 

FEDERAL 
PUBLICATION REGISTER EFFECTIVE CSA 

DATE CITATION DATE SCHEDULE 

08-28-14 79 FR 52143 9/29/2014 IV 

08-22-14 79 FR 49661 10/6/2014 111->ll 

Page 9 of 9 



Drug Enforcement Administration 
Office of Diversion Control 
Drug & Chemical Evaluation Section 

Acetylfentanyl 
(N-(1-phenethylpiperidin-4-yl)-N-phenylacetamide) 

Introduction: 
Acetylfentanyl , similar to the Schedule II opioid 

fentanyl , is a potent opioid analgesic. Recently, it has been 
linked to a number of overdose deaths in the northeastern 
part of the U.S. Acetylfentanyl is not a part of most illicit 
drug screens and remained undetected in many of these 
cases. Upon being identified in one death, secondary 
analyses were performed to confirm the presence of 
acetylfentanyl in numerous jurisdictions. 

Chemistry: 
The chemical structure of acetylfentanyl and the 

Schedule II substance fentanyl are shown below. 

Cl~ Cl~ 
6 6 

Acetylfentanyl Fentanyl 

Acetylfentanyl and fentanyl are both synthetic opioids 
and have similar structures. With one less methyl group 
attached to the amide group, acetylfentanyl is the N-acetyl 
version of fentanyl. 

Pharmacology: 
Acetylfentanyl (EC50 = 676 nM), similar to morphine 

(EC50 = 23.6 nM), has been shown to bind to µ-opioid 
receptors in rat cerebrum membrane preparations. 
Acetylfentanyl, similar to morphine, has been shown to 
inhibit the twitch response in electrically stimulated vas 
deferens preparation . A pharmacology study using acetic 
acid writhing test showed that acetylfentanyl produces 
analgesic response in mice 15. 7-fold more potent than that 
of morph ine. Potency of acetylfentanyl was about 3-fold 
less than that of fentanyl in this assay. The ED50 (the dose 
at which 50% of test animals had met the criterion for 
analgesic response) dose for acetylfentanyl , fentanyl and 

December 2013 
DENOD/ODE 

morphine were 0.021 , 0.0061 , and 0.33 mg/kg , respectively. 
Similarly, in another study using tail flick and phenylquinone 
writhing tests, acetylfentanyl produced analgesic response in 
mice. Acetylfentanyl has been shown to completely suppress 
the signs of withdrawal in morphine-dependent monkeys. 

Besides analgesia, fentanyl-like substances, similar to 
other opioid analgesics, produce a variety of pharmacological 
effects including alteration in mood, euphoria, drowsiness, 
respiratory depression, suppression of cough reflex, 
constriction of pupils (miosis), and impaired gastrointestinal 
motility. Clinical studies evaluating pharmacological effects of 
acetylfentanyl in humans have not been reported in the 
scientific literature. 

In acute toxicity studies in mice, the LD50 (the dose causing 
death of 50% of test animals) of acetylfentanyl and fentanyl are 
9.3 mg/kg and 62 mg/kg, respectively. Significant bleeding in 
the small intestines of mice was observed in acetylfentanyl
administered mice. 

Licit Uses: 
There are no published studies as to the safety 

acetylfentanyl for human use. There are no commercial 
medical uses for this substance. 

Illicit Uses: 
As a µ-opioid receptor agonist, acetylfentanyl may serve as 

a direct substitute for heroin or other µ-opioid receptor agonist 
substances in opioid dependent individuals. 

Recently, the Centers for Disease Control and Prevention 
(CDC) issued a health alert to report that between March 2013 
and May 2013, 14 overdose deaths related to injected 
acetylfentanyl had occurred among intravenous drug users 
(ages between 19 and 57 years) in Rhode Island. 

After confirming five overdoses in one county, including a 
fatality, Pennsylvania asked coroners and medical examiners 
across the state to screen for acetylfentanyl. This request led 
to 50 confirmed fatalities and five non-fatal overdoses 
statewide in 2013. 

Control Status 
Acetylfentanyl is not currently scheduled under the 

Controlled Substance Act (CSA). However, if intended for 
human consumption , acetylfentanyl may be treated as a 
"controlled substance analogue" under the CSA pursuant to 21 
U.S.C §§802(32)(A) and 813. 

Comments and additional information are welcomed by the Drug and 
Chemical Evaluation Section; Fax 202-353-1263, telephone 
202-307-7183, or E-mail ODE usdo". ov. 
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[Federal Register Volume 78, Number 231 (Monday, December 2, 2013)) 
[Rules and Regulations) 
[Pages 72013-72016) 
From the Federal Register Online via the Government Printing Office [www.gpo.gov] 
[FR Doc No: 2013-28778] 

DEPARTMENT OF JUSTICE 

Drug Enforcement Administrat ion 

21 CFR Part 1308 

[Docket No. DEA- 374] 

Schedules of Controlled Substances: Placement of Perampane l into Schedule III 

AGENCY: Drug Enforcement Administration, Department of Justice. 

ACTION : Final rule. 

SUMMARY: With the issuance of this final rule, the Deputy Administrator of the Drug Enforcement Administration (DEA) places the substance perampanel [2-{2-oxo
· phenyl·S·pyridin-2 -yl - 1,2-dihydropyridin-3-yl) benzonitrile] , including its salts, isomers, and salts of isomers, into schedule III of the Controlled Substances Act 
CSA). This scheduling action is pursuant to the CSA which requires that such actions be made on the record after opportunity for a hearing through formal 

ru lemaking . This action imposes the regulatory con t rols and administrative, civi l, and criminal sa nctions applicable to schedule III controlled substances on persons 
who handle (manufactu re, distribute, dispense, import, export, engage in research, conduct instructional activities with, or possess) or propose to handle perampanel. 

DATES: Effective Date: January 2, 2014. 

FOR FURTHER INFORMATION CONTACT: Ruth A. Carter, Chief, Policy Evaluation and Analysis Section, Office of Diversion Control, Drug Enforcement 
Administration; Mailing Address: 8701 Morrissette Drive, Springfield, Virginia 22152; Telephone: (202) 598-6812. 

SUPPLEMENTARY I NFORMATI ON : 

Legal Autho ri ty 

The DEA implements and enforces titles II and III of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. Titles II and III are referred to 
as the "Controlled Substances Act" and the "Controlled Substances Import and Export Act," respectively, but they are collectively referred to as the "Controlled 
Substances Act" or the "CSA" for the purposes of this action. 21 U.S.C. 801-971 . The DEA publishes the implementing regulations for these statutes in t itle 21 of 
t he Code of Federal Reg ulations (CFR) parts 1300 t o 132 1. The CSA and its implementing regulations are designed to prevent, detect, and eliminate the 
diversion of controlled substances and listed chemicals into the illicit market while providing for the legitimate medical, scientific, research, and industrial needs of the 
United States. Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, controlled substances are classified in one of five schedules based upon their potential for abuse, their currently accepted medica l use, and the degree 
of dependence the substance may cause . 21 U.S.C. 812 . The initial schedules of controlled substances established by Congress are found at 21 U.S.C. 812(c) and the 
current list of scheduled substances is published at 21 CFR part 1308 . 

Pursuant to 2 1 U.S .C. 81 1(a){l), the Attorney General may, by rule, "add to such a schedule or transfer between such schedules any drug or other substance if he 
{A) finds that such drug or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [21 
U.S.C. 812(b)] for the schedule in which such drug is to be placed .. . . " Pursuant to 28 CFR O.lOO(b), the Attorney General has delegated this scheduling authority to 
the Administrator of the DEA, who has further delegated this authority to the Deputy Administrator of the DEA . 28 CFR 0.104. 

The CSA provides that scheduling of any drug or other substance may be initiated by the Attorney General (1) on his own motion ; (2) at the request of the Secretary 
of the Department of Health and Human Services (HHS),\l\ or (3) on the petition of any interested party . 21 U.S.C. 811(a) . This action is based on a 
recommendation from the Assistant Secretary of the HHS and on an evaluation of all other relevant data by the DEA. This action imposes the regulatory controls and 
administrative, civil, and criminal sanctions applicable to schedule III controlled substances on persons who handle or propose to handle perampanel. 

\1 \As set forth in a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Institute on Drug Abuse 
(NIDA), the FDA acts as the lead agency withi n the HHS in carrying out the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. SO FR 
9518, Mar. 8, 1995. In addition, because the Secretary of the HHS has delegated to the Assistant Secretary for Health of the HHS the authority to make domestic drug 
scheduling recommendations, for purposes of this document, all subsequent references to "Secretary" have been replaced with "Assistant Secretary." 

ackgr ound 

Perampanel [2-(2 -oxo-1-phenyl-5-pyridin-2- yl·l,2 -dihydropyridin-3- yl) benzonitrile] is a new chemical entity with central nervous system (CNS) 

[[Page 72014)] 
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depressant and hallucinogenic properties . On October 22, 2012, the Food and Drug Administration (FDA) approved a new drug application for perampanel as an 
adjunctive therapy for the treatmen t of partial-onset seizures with or without secondar ily generalized seizures in patients with epilepsy aged 12 years and older. 
Perampanel will be marketed in the United States under the trade name FYCOMPA[supreg]. Perampanel is a non-competitive AMPA ([ alpha]-amino-3-hydroxy·S· 
methyl -4· isoxazolepropionic acid)·type glutamate receptor antagonist. Perampanel was approved in Europe in May 2012 and has been marketed there since July 
2012. 

HHS and DEA Eight- Factor Analyses 

On January 22, 2013, the Assistant Secretary of the HHS provided to the DEA a scientific and medical evaluation and scheduling recommendation entitled "Basis f 
the Recommendation for Control of Perampanel and its Salts in Schedule III of the Controlled Substances Act ." Following consideration of the eight factors and fi 
related to the substance's abuse potential, legitimate medical use, and dependence liability, the Assistant Secretary of the HHS recommended that perampanel be 
controlled in schedule III of the CSA under 2 1 U.S.C. 8 12(b). In response, the DEA conducted its own eight-factor analysis of perampanel pursuant to 2 1 U.S. C. 8 
(c). Electronic copies of these documents are available at www.regu lations.gov for easy reference. 

Determination to Schedule Perampane l 

Atter a review of the available data, including the scientific and medical eva luation and the scheduling recommendation from the HHS, the Deputy Administrator of the 
DEA published in the Federa l Register a notice of proposed rulemaking (NPRM) entitled "Schedules of Con t rolled Substances: Placement of Perampanel into Schedule 
III" on October 22, 2013 (78 FR 62500), which proposed placement of perampanel in schedule III of the CSA. The NPRM provided an opportunity for interested 
persons to file a request for hearing in accordance with DEA regulations on or before November 21, 2013. No requests for such a hearing were rece ived by the DEA. 
The NPRM also provided an opportunity for interested persons to submit w ritten comments on the proposed rule on or before November 21, 2013. 

Comments Received 

The DEA received two comments on the proposed ru le to schedule perampanel. One commenter was in favo r of controlli ng perampanel as a schedule III controlled 
substance. Another commenter requested that the DEA make the rule effective on the same date as the publication of the final rule . 

Support for the Proposed Rule: One commenter supported controlling perampanel as a schedule III controlled substance, as opposed to a schedule II controlled 
substance, but expressed concern about the unknown effects and abuse potential of this new drug at higher doses. However, the commenter indicated that the 
controls applicable to schedule Ill controlled substances are appropriate until there is more available data on perampanel's effects. 

DEA Response: The DEA appreciates the comment in support of this rulemaking . 

Request to Change Effective Date: One commenter requested that the DEA make this rule effective on the same date as publication to enable physicians and their 
patients to have access to perampanel as soon as possible and pointed out that the DEA has included an ear lier effective date in the final rule for other drugs including 
zopiclone, pregablin, and ezogabine. 

DEA Response: The DEA appreciates the commenter's request, but does not believe an earlier effective date is warranted . As provided in 21 CFR 1308.45 , final 
orders shall not have an effective date of " less than 30 days from the date of publication in the Federal Registe r unless t he Administrator finds that the conditions of 
public health or safety necessitate an earlier effective date .... " The Administrator finds that the conditions of public health or safety do not necessita te such an 
earlie r effective date in this instance. There are other anti-seizure medications currently available, specifically lacosamide, an anti-epileptic medica t ion that has a 
simi lar clinica l indication to perampanel. Though the mechanisms of actions of perampanel and lacosamide are different, the indica t ions are very similar. Like 
perampanel, lacosamide is indicated as an adjunctive therapy for the treatment of partial-onset seizures, and did not have its 30-day implementation period waived. 
Furthermore, the DEA bel ieves tha t providing 30 days for this Fina l Ru le to become effective is expeditious and sufficien t to allow handlers to obtain the appropr iate 
registration with the DEA and to comply with regu latory requirements for handling schedule III controlled substances. 

Scheduling Conclusion 

Based on consideration of al l comments, the scientific and medical evaluation and accompanying recommenda t ion of the HHS, and based on the DEA's consideration 
its own eight-factor analysis, the DEA finds that these facts and all relevant data constitu te substan t ial evidence of potentia l fo r abuse of perampanel. As such, the 
DEA is scheduling perampanel as a controlled substance under the CSA. 

Determination of Appropriate Schedule 

The CSA estab lishes five schedules of controlled substances known as schedu les I, !I, III, IV, and V. The statute ou tlines the fi ndings req uired for placing a drug o 
other substance in any particular schedule. 2 1 U.S.C. 8 12(b). Atter consideration of the analysis and recommendation of the Assistant Secret ary for Hea lth of the 
HHS and review of all available data, the Deputy Administrator of the DEA, pursuant to 21 U.S.C. 812(b)(3), finds that: 

1. Peram panel has a potential for abuse less than the drugs or other substances in schedules I and II; 

2. Perampanel has a currently accepted medical use in t reatment in the United States. Perampanel was approved for marketing by the FDA as an 
adjunctive treatment of partial -onset seizures with or without seconda r ily generalized seizures in patients with epilepsy aged 12 yea rs and older; and 

3. Abuse of perampanel may lead to moderate or low physical dependence or high psychologica l dependence. 

Based on these findings, the Deputy Administrator of the DEA concludes that perampanel, including its sa lts, isomers, and salts of isomers, warrants control in 
schedule III of the CSA. 2 1 u.s.c . 81 2(b)(3). 

Requirements for Handling Perampanel 

Upon the effective date of this final rule, any person who handles perampanel is subject to the CSA's schedule III regulatory controls and administrative, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensi ng, importing, exporting, engagement of resea rch, and conduct of instructiona l activities, of 
schedule !II contro lled substances including the following: 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in resea rch, or conducts instructiona l activities with) 
perampanel, or who desires to handle perampanel, must be registered with the DEA to conduct such activities, pu rsuant to 21 U.S.C. 822, 823, 957, and 958 , and 
in accordance with 21 CFR par ts 1301 and 1312 as of January 2, 2014. Any person who is currently engaged in any of the above activ ities and is not registered with 
the DEA must 
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submit an application for registration and may not continue thei r activities as of January 2, 2014 unless the DEA has approved that application, pursuant to 21 U.S.C. 
822, 823 , 957, and 958, and in accordance with 21 CFR parts 130 1 and 1312 . 

Security. Perampanel is subject to schedule III·V security requirements and must be handled and stored in accordance with 21CFR 130 1.71 -1301.93 , pursuant to 
21 U.S.C. 823 , 8 2 1, 871 (b) as of January 2, 20 14. 

Labeling and Packaging. All labels and labeling for commercial containers of perampanel must be in accordance with 21CFR1302.03 - 1302.07, pursuant to 21 
U.S.C. 825 , 958 (e) as of January 2, 2014. 

Inventory . Every DEA registrant who possesses any quantity of perampanel on the effecti ve date of this final rule is required to take an inventory of all stocks of 
perampanel on hand as of January 2, 2014, pursuant to 21 U.S.C. 8 27, 9 58 (e), and in accordance with 21 CFR1304. 03 , 1304.04 , and 1304. ll(a) and (d). Any 
person who becomes registered with the DEA after January 2, 2014 is required to take an initial inventory of all controlled substances (including perampanel) on hand 
at the time of registration, pursuant to 21 U.S.C. 827, 958(e) and in accordance with 21 CFR 1304.03, 1304.04, and 1304. ll(a) and (b). After the initial inventory 
every DEA registrant is required to take a biennial inventory of all controlled substances (including perampanel), on hand pursuant to 21 U.S .C. 827, 958(e) and i 
accordance with 21CFR1304.03, 1304.04 and 1304.11. 

Records. All DEA reg istrants must keep records with respect to perampanel pursuan t to 21 U.S. C. 827, 958(e) and in accordance with 21 CFR parts 1304, 130 
and 1312, as of January 2, 2014. 

Prescriptions. All prescriptions for perampanel or prescriptions for products containing perampanel must comply with 2 1 U.S.C. 8 29 and must be issued in accordance 
with 21 CFR p art 1306 as of January 2, 2014. 
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Importation and Exportation. All importation and exportation of perampanel must be done in accordance with 21 CFR part 1312, pursuant to 21 U.S.C. 952, 953, 
957, and 958 as of January 2, 2014 . 

Criminal Liability. Any activity involving perampanel not authorized by, or in violation of, the CSA, occurring as of January 2, 2014 is unlawful, and may subject the 
person to administrative, civil, and/or criminal sanctions . 

Regulatory Analyses 

Executive Orders 12866 and 13563 

In accordance with 21 U.5.C. 811(a ), this scheduling action is subject to formal rulemaking procedu res performed "on the record after opportunity for a hearing ," 
wh ich are conducted pursuant to the provisions o f 5 U.S.C. 556 and 557 . The CSA sets forth the procedures and cr iteria for scheduling a drug or other substance. 
Such actions are exempt from rev iew by the Office of Management and Budget (OMB) pursuant to section 3(d)(l) of Executive Order 12866 and the principles 
reaffirmed in Executive Order 13563. 

Executive Order 12988 

This regulation meets the applicable standards set forth in sections 3(a) and 3(b)(2) of Executive Order 12988 Civil Justice Reform to eliminate dralting errors and 
ambiguity, minimize litigation, provide a clear legal standard for affected conduct, and promote si mplification and burden reduction. 

Executive Order 13132 

This ru lemaking does not have federalism implications warranting the application of Executive Order 13132. The rule does not have substantial direct effects on the 
States, on the relationsh ip between the national government and the States, or the distribution of power and responsibilities among the various levels of government. 

Executive Order 13175 

This rule does not have tribal implications warranting the application of Executive Order 13175. It does not have substantial direct effects on one or more Indian 
tribes, on the relationship between the Federa l Government and Indian tribes, or on the distribution of power and responsibilities between the Federal Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Deputy Admini strator, in accordance with the Regulatory Flexibil ity Act (RFA) (5 U.S.C. 601-612), has reviewed this rule and by approving it certifies that it will 
not have a significant economic impact on a substantia l number of small entities. The purpose of this rule is to place perampanel, including its salts, isomers, and sa lts 
of isomers, into schedule III of the CSA. No less restrictive m easures (i.e., non-control or control in a lower schedule) enable the DEA to meet its statutory obligations 
under the CSA. In preparing this certification, the DEA has assessed economic impact by size category and has considered costs with respect to the various DEA 
registrant business activity classes . 

Perampanel is a new molecular entity, approved by the FDA on October 22, 2012 . It was approved in Europe in May 2012, and has been marketed in Europe since July 
2012 . According to publically available information reviewed by the DEA, perampanel is currently anticipated to enjoy patent protection for at least a decade before 
generic equivalents may be manufactured and marketed . Accordingly, the number of currently identifiable manufacturers, importers, and distributors for perampanel 
is extremely small . The publically available materials also specify the readily identifiable persons subject to direct regu lation by this final rule. Based on guidelines 
utilized by the Small Business Administration (SBA), the perampanel manufacturer/ distributor/importer was determined not to be a small entity. Once generic 
equivalents are developed and approved for manufacturing and marketing, there may be additional manufacturers, importers, and distributors of perampanel , but 
whether they may qualify as small entities cannot be determined at th is t ime. 

There are approximately 1.5 million controlled substa nce registrants, who represent approximately 381,000 entities. The DEA estimates that 371,000 (97 percent) of 
these businesses are considered "small entities" in accordance with the RFA and SBA standards. 5 U.S.C. 601(6) and 15 U.S.C. 632. Due to the wide variety of 
unidentifiable and unquantifiable variables that cou ld potentially influence the dispensing rates of new chemical entities, the DEA is unable to determine the number of 
small entities that might dispense (including administer and prescribe) perampanel (e .g., pharmacies and prescribers) . 

Despite the fact that the number of small businesses potentially impacted by this final rule could not be determined at th is time, the DEA concludes that they would 
not experience a sign ificant economic impact as a result of this rule. The DEA estimates all anticipated perampanel handlers to be DEA registrants and currently 98 

ercent of DEA registrants (most of which are small businesses) are authorized to handle schedule III controlled substances. Even if we assume that all of the DEA 
registrants were to dispense perampanel, (e.g., practitioners prescribe, administer, or dispense the substance, and pharmacies dispense the prescriptions), the costs 
that they would incur as a result of perampanel scheduling would be 
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minimal. Registrants that dispense (but not prescribe) wou ld incur nomina l additional security, inventory, recordkeeping, and labeling costs, as they have already 
established and implemented the required systems and processes to handle schedule III controlled substances. For example, pharmacies and institutional pract itioners 
may disperse schedule 11-V contro lled substances throughout their stock of non - controlled substances in such a manner as to obstruct thelt or diversion of the 
controlled substances. The inclusion of one additiona l substance to this system would result in li ttle or no additional burden to such practitioners. In addition, because 
DEA-registered dispensers must label all schedule 11-V controlled substances dispensed, the requ irement to label all controlled substances containing perampanel 
would not impose a significant economic burden upon DEA-registered dispensers (as the infrastructure and materials for doing so would already be in place) . 
Accordingly, compliance would not require sign ificant manpower, capital investments, or recordkeeping burdens. 

Registrants who only prescribe perampanel by oral or written prescription wou ld not incur any additional security, inventory, recordkeeping, or labeling costs as a 
result of this rule, as they would not physica lly handle perampanel. 

Because of these facts, this rule will not result in significant economic impact on a substantial number of small entities . 

Unfunded Mandates Reform Act of 1995 

In accordance with the Unfunded Mandates Reform Act (UMRA) of 1995 (2 U.S.C. 1501 et seq.), on the basis of information conta ined in the "Regulatory Flexibility 
Act" section above, the DEA has determined and certifies pursuant to UMRA that this action would not result in any Federal mandate that may result "in the 
expenditure by State, local, and tribal governments, in the aggregate, or by the private sector, of $100,000,000 or more (adjusted for inflation) in any one year ... . " 
Therefore, neither a Small Government Agency Plan nor any other action is required under provisions of UMRA of 1995. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501- 352 1). This action would not 
impose recordkeeping or reporting requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not required to respond to , a collection of information unless it displays a currently valid OMB control number. 

Congressional Review Act 

This rule is not a major rule as defined by section 804 of the Small Business Regu latory Enforcement Fairness Act of 1996 (Congressiona l Review Act (CRA)). This rule 
wi ll not result in : an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individual industries, Federal, State, or 
local government agencies, or geographic regions; or significant adverse effects on competition, employment, investment, productivity, innovation, or on the ability of 
United States-based companies to compete with fo re ign based companies in domestic and export markets. However, pursuant to the CRA, the DEA has submitted a 
copy of this final rule to both Houses of Congress and to the Comptroller General. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and procedure, Drug traffic control, Reporting and recordkeeping requirements. 

or the reasons set out above, 21 CFR part 1308 is amended as follows: 

PART 1308--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. The authority citation for 21 CFR part 1308 contin ues to read as follows: 

Authority: 21 U.S.C. 811 , 812, 871 (b), unless otherwise noted. 
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I • 2. Amend Sec. 1308.13 by redes1gnating pa ragraphs (c)(ll) through (c)(l4) as paragraphs (c)(12) through (c)(15) and adding new paragraph (c){ll) to 
read as follows: 

S e c . 1308.1 3 Schedule III . 

* * * * * 
(c) * * * 
(11) Perampanel, and its salts, isomers, and salts of isomers .. 2261 

* * * * * 
Dated: November 25, 2013. 

Thomas M. Harrigan, 
Deputy Administrator. 

[FR Doc. 2013-28778 Filed 11 -29- 13; 8:45 am] 
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Schedules of Controlled Substances: Rescheduling of Hydrocodone Combination Products From Schedule III to Schedule II 

AGENCY: Drug Enforcement Administration, Department of Just ice. 

ACTION: Final ru le. 

Page 1 of 18 

ABOUT US 

UM MARY: With the issuance of this fina l rule, the Administ rator of the Drug Enforcement Administration reschedules hyd rocodone combination prod ucts from 
chedu le III to schedu le II of the Controlled Substances Act. This schedu li ng action is pursuant to the Controlled Substa nces Act wh ich requires that such act ions be 

made on the record after opportunity for a hearing throug h formal ru lemaking. This action imposes the regula tory controls and administrat ive, civi l, and crimina l 
sanctions applicable to schedule II controlled substances on persons who handle (manu fact ure, distribu te, dispense, import, export, engage in resea rch, conduct 
instructional act ivities with, conduct chemical analysis with, or possess) or propose to hand le hydrocodone combination products . 

DATES: Th is rule is effect ive October 6, 2014. 

FOR FURTHER INFORMATION CONTACT: Imelda L. Paredes, Office of Diversion Control, Drug Enforcement Administration; Mailing Add ress: 8701 Morrissette 
Drive, Springfield, Virginia 22152, Telephone: (202) 598- 6812. 

SUPPLEMENTARY INFORMATION: 

Outline 

I. Legal Author ity 

JI. Background 

Ill. Determination To Transfer Hydrocodone Combination Products (HCPs) to Schedu le II 

IV. Comments Received 

A. Support of the Proposed Rule 

B. Request for Extended Comment Period 

C. Clarification of Affected Drugs and Su bstances 

D. Opposition to the Proposed Rule 

1. Authority to Control Drugs or Substances 

2. Requirements Applicable to Prescriptions 

3 . Patient Access to Medicine 

4. Impacts on Unique Populations 

5 . . lmpacts on Long-Term Care Facilities (LTCFs) 

6. Abuse Prevention 

7. Diversion Prevention 
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8. Responsibilities of Pharmacists 

9. Requi rements Applicable to Manufacturers and Distributors 

10. Economic Impact 

11. Proposed Alternatives 
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V. Scheduling Conclusion 

VI. Determination of Appropriate Schedule 

VII. Requirements for Handling HCPs 

VIII. Regulatory Analyses 

I. Legal Authority 

The DEA implements and enforces ti t les II and III of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. Titles II and III are referr 
as the "Con trolled Substances Act" and the "Controlled Substances Import and Export Act," respectively, and are collectively referred to as the "Controlled Substa 
Act" or the "CSA" for the purpose of this action. 21 u.s.c. 801-971. The DEA publishes the Implementing regu lations for these statutes in title 21 of the Code of 
Federal Regulations (CFR), parts 1300 to 1321. The CSA and its implementing regulations are designed to prevent, detect, and eliminate the diversion of controlled 
substances and listed chemicals into the illicit market while providing for the legitimate medical, scientific, research, and industrial needs of the United States. 
Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, every controlled substance is classified into one of five schedules based upon its potential for abuse, currently accepted medical use in treatment in 
the United States, and the degree of dependence the drug or other substance may cause. 21 U.S.C. 812 . The initial schedules of controlled substances established by 
Congress are found at 21 U.S.C. 812(c), and the current list of all scheduled substances is published at 21 CFR part 1308. 21 U.S.C. 812(a). 

Pursuant to 21 U.S.C. 811(a)(l) , the Attorney General may, by rul e, "add to such a schedu le or transfe r between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potential for abuse, and (B) makes with respect to such drug or other substdnce the findings prescribed by [21 
U.S.C. 812 (b)] for the schedule in which such drug is to be placed***." The Attorney General has delegated this scheduling authority to the Administrator of the 
DEA. 28 CFR O. lOO(b). 

The Administrator may initiate the scheduling of any drug or other substance (1) on her own motion; (2) at the request of the Secretary of the Department of Health 
and Human Services (HHS); or (3) on the petition of any interested party. 21 U.S.C. 811 (a). This action was initiated by a petition to reschedule hydrocodone 
combination products (HCPs) \ 1 \from schedule III to schedule II of the CSA, and is supported by, inter alia, a recommendation from the Assistant Secretary for 
Health of the HHS \2\ and an evaluation of all relevant data by the DEA . This final action imposes the regulatory controls and administrative, civil, and crimina l 
sanctions of schedule II control led substances on any person who handles, or proposes to handle, HCPs. 

\1 \ Hydrocodone combination products (HCPs) are pharmaceuticals containing specified doses of hydrocodone in combination with other drugs in specified amounts. 
These products are approved for marketing for the treatment of pain and for cough suppression. 

\2\ As discussed in a memorandum of understanding entered into by the Food and Drug Administration (FDA), and the National Institute on Drug Abuse (NIDA), the 
FDA acts as the lead agency wi thin the HHS In carrying out the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. 50 FR 9518, Mar. 
8, 1985. The Secretary of the HHS has delegated to the Assistant Secretary for Health of the HHS the authority to make domestic drug scheduling recommendations. 
58 FR 35460, July 1, 1993. 

II. Background 

Hydrocodone was listed in schedule II of the CSA upon the enactment of the CSA in 1971. Public Law 91-513, 84 Stat. 1236, sec. 202(c), schedule II, paragraph (a), 
clause (1) (codified at 21 U.S.C. 812(c)); initially codified in DEA regulations at 21 CFR 308.12(b)(l)(x) (36 FR 7776, April 24, 1971) (currently codified at 21 CFR 
1308.12(b)(l)(vi)). At that time, hydrocodone was listed in schedule III of the CSA when formu lated with specified amounts of an isoquinoline alkaloid of opium or 
one or more therapeutically active nonnarcotic ingredients. Pub. L. 9 1-5 13, 84 Stat. 1236, sec. 202 (c) , schedule III, paragraph (d), clauses (3) and (4) (codified at 21 
U.S.C. 812(c)); initially codified at 21 CFR 308.13(e) (3) and (4) (36 FR 7776, April 24, 1971) (currently codified at 21CFR1308.1 3(e)(l) (iii) and (iv)).\3\ Any 
other hydrocodone single-entity products or combinations of hydrocodone with other substances outside the range of specified doses are listed in schedule II of th 
CSA.\4\ 

\3\ Specifically: (iii) "Not more than 300 milligrams of dihydrocodelnone (hydrocodone) per 100 milliliters or not more than 15 milligrams per dosage unit, with a 
fourfold or greater quantity of an lsoquinollne alkaloid of opium; " (iv) "Not more than 300 milligrams of dihydrocodelnone (hydrocodone) per 100 milliliters or not 
more than 15 milligrams per dosage unit, with one or more active nonnarcotic ingredients in recognized therapeutic amounts" 

\4\ In the United States there are currently no approved, marketed, products containing hydrocodone in combination with other active ingredients that fall outside 
schedule III of the CSA. Further, until recently, there were no approved hydrocodone single- entity schedule II products. In October 2013 the FDA approved 
Zohydro\TM\ ER, a single-entity, extended release schedule II product. Zohydro\TM\ ER was launched on March 3, 2014. Accordingly, all or the historical data 
regarding hydrocodone from different national and regional databases that support this rule should refer to HCPs only, regardless or whether the database utilizes the 
term "hydrocodone" or "hydrocodone combination products." 

III. Determination To Transfer Hydrocodone Combination Products (HCPs) to Schedule II 

Pursuant to 21 U.S .C. 811 (a), proceedings to add a drug or substance to those controlled under the CSA, or to transfer a drug between schedules, may be in itiated 
on the petition of any interested party. The DEA received a petition requesting that HCPs be controlled in schedule II of the CSA. In response, in 2004, the DEA 
submitted a request to the HHS to provide the DEA with a scientific and medical evaluation of available information and a scheduling recommendation for HCPs, 
pursuant to 21 U.S.C. 811 (b) and (c) . In 2008, the HHS provided to the DEA its recommendation that HCPs remain controlled in schedule III of the CSA. In response, 
in 2009, the DEA requested that the HHS re-evaluate their data and provide another scientific and medical evaluation and scheduling recommendation based on 
additiona l data and analysis. 

On July 9, 2012, President Obama signed the Food and Drug Administration Safety and Innovation Act (Pub. L. 112-144, 126 Stat . 993) (FDASIA). Section 1139 of the 
FDASIA directed the Food and Drug Administration (FDA) to hold a public meeting to "so licit advice and recommendations" pertaining to the scientific and medical 
evaluation in connection with its scheduling recommendation to the DEA regarding drug products containing hydrocodone, combined with other analgesics or as an 
antitussive . Additionally, the Secretary was required to solicit stakeholder input "regarding the health benefits and risks, including the potential for abuse" of HCPs 
"and the impact of up-scheduling these products." Accordingly, on January 24 and 25, 2013, the FDA held a publi c Drug Safety and Risk Management Advisory 
Committee (DSaRM) meeting, at which the DEA made a presentation.\5\ The DSaRM Committee included members with scientific and medical expertise in the subject 
of opioid abuse, and a patient representative . Members included 
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representatives from the National Institute on Drug Abuse (NIDA) and the Centers for Disease Control (CDC). There was also an opportunity for the public to provide 
comment. The DSaRM voted 19 to 10 in favor of recommend ing that HCPs be placed into schedule II. According to the FDA, 768 comments were submitted to the FDA 
by patients, patient groups, advocacy groups, and professional societies. 

\ 5\ The DEA presentation is available at 
http://www. f da . gov I downloads/ advisorycom mi ttees/ com mitteesmeeti ng materi a Is/ drugs/ drugsa fety and risk man ag mentadvisorycom mittee/ ucm 34 6941. pdf. 

Upon evaluating the scientific and medical evidence, along with the above considerations mandated by the FDASIA, the HHS on December 16, 2013, submitted to 
Administrator of the DEA its scientific and medical evaluation en t itled, "Basis for the Recommendation to Place Hydrocodone Combination Products in Schedule II 
the Controlled Substances Act." Pursuant to 21 u.s.c. Sll (b). thi s document contained an eight-factor ana lysis of the abuse potential of HCPs, along with the H 
recommendation to contro l HCPs in schedule II of the CSA . 

The HHS stated that the comments received during the open public hearing and submitted to the docket, and the discussion of the DSaRM members of the FDA 
DSaRM meeting provided support for its conclusion that: (1) Individuals are taking HCPs in amounts sufficient to create a hazard to their health or to the safety of 
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other individuals or to the community; (2) there is significant diversion of HCPs; and (3) individuals are taking HCPs on their own initiative rather than on the basis of 
medical advice from a practitioner licensed by Jaw to administer such drugs. The HHS stated that it gave careful considerati on to the fact that the members of the 
DSaRM voted 19 to 10 in favor of rescheduling HCPs from schedule III to schedule II under the CSA. The HHS considered the increasing trends, the public comments, 
the recommendation of the DSaRM, the health benefits and ri sks, and the information available about the impact of rescheduling, and concluded that HCPs have high 
potential for abuse. 

fter a review of the available data, including the scientific and medical evaluation and the scheduling recommendation from the HHS, the Administrato r of the DEA 
published in the Federal Register a notice of proposed rulemaking (NPRM) entitled "Schedules of Controlled Substances: Rescheduling of Hydrocodone Combination 

roducts from Schedule III to Schedule II" which proposed to reschedule HCPs from schedule III to schedule II of the CSA. 79 FR 11037, Feb. 27, 2014. Both th e DEA 
nd HHS eight-factor analyses, as well as the DEA's Economic Impact Analysis (EIA), were made available in their enti rety in the public docket for this rule (Docket 
o. DEA-389) and are available at http ://www.r egulations.gov/# !docketDetail;D=DEA-2014-0005 under "Supporting and Related Material." The proposed rule 

provided an opportun ity for interested persons to file a request for hea ring in accordance with DEA regulations by March 31, 2014. No requests for such a hearing 
were received by the DEA. The NPRM also provided an opportunity for interested persons to submit written comments on the proposa l on or before April 28, 2014. The 
DEA specifically solicited comments on the economic impacts of rescheduling with a request that commenters describe the specific nature of any impact on smal l 
entities and provide empi rical data to illustrate the extent of such impact . 

IV. Comments Received 

The DEA received 573 comments on the proposed rule to reschedule HCPs. Fifty-two percent (52%) (298 comments) supported, or supported with qualifica tion, 
controlling HCPs in schedule II of the CSA. Forty- one percent (41 %) (235 comments) opposed rescheduling HCPs into schedule II. Seven percen t (7%) (40 
comments) did not take a definiti ve position regarding rescheduling of HcPs. 

Comments were submitted by a variety of individuals, including among others: Federal and State Government officia ls, manufacturers, distributors, pharmacies, 
surgeons, emergency physicians, dentists, physi cian assistan ts, nurse practitioners, pharmacists and pharmacy students, ultimate users of HCPs, and members of the 
general public.6 7 The DEA also received comments from a number of nationa l and regional trade associations with memberships comprised of manufacturers and 
distributors, pharmacists, pharmacies, physicians, pain specialists, doctors of optometry, physicia n assistants, nurse practi tioners, and long term care facil ities 
(LTCFs). In addition, the DEA rece ived comments from patient advocacy groups. The 5 commenter categories with the most submissions were physicians ( 13%; 73 
comments); mid-leve l practitioners \8\ (5%; 31 commen ts); pharmacists and pharmacy students (2 1 %; 122 comments); the general publ ic (44%; 250 comments); 
and ultimate users (6%; 35 comments) . 

\6\ The term "ultimate user" means a person who has lawfully obtained, and who possesses, a controlled substance for his own use or for the use of a member of his 
household or for an animal owned by him or by a member of his household. 21 U.S.C. 802(27). 

\7\ Comments from the "general public" are distinguished from those submitted by "ultimate users" when the commenter did not specifica ll y indicate in their comment 
that they personally use HCPs. 

\8\ The term "mid-level practitioner" means an Individua l practitioner, other than a physician, dentist , veterinarian, or podiatrist, who is licensed, registered, or 
otherwise permitted by the United States or the jurisdiction in which he/she practices, to dispense a controlled substance In the course of professional practice. 21 
CFR 1300.0l(b). 

As discussed above, 52% of all commenters (298 of 573 comments) supported, or supported with qualification, controlling HCPs in schedule II of the CSA. The 
majority of those supporting the rule were members of the general public and physicians. Comments submitted by the general public comprised 62% of the total 298 
comments that supported, or supported with qualification, the resched uling. Seventy-four percent (74% ) (184 of 250 comments) of all comments submitted by the 
general public were in support, or supported with qualification, the rescheduling . Comments by physicians comprised 14% of the tota l 298 comments that supported 
or supported with qualification rescheduling. Fifty-six percent (56%) (41 of 73 comments) of all comments submitted by physicians were in support, or supported with 
qualification, resched uling. 

orty-one percent (41 %) of commenters (235 of 573 comments) opposed the proposa l to reschedule HCPs from schedule III to schedule II of the CSA. The majority of 
those opposed to rescheduling HCPs were pharmacists, pharmacy students, and ultimate users. Pharmacists and pharmacy students comprised 31 % of the total 235 
omments submitted in opposition to the rule. Sixty percen t (60%) ( 122 comments) of all comments submitted by pharmacists and pharmacy students were in 
pposition to the rul e. Comments from ultimate users comprised 14% of the total 235 comments in opposition to the rule. Ninety-on e percent (91 %) (32 of 35 

comments) of all comments submitted by ultimate users were in opposition to rescheduling. 

Further discussions of these comments are inclu ded below. 

A. Support of the Proposed Rule 

Two hundred ninety-eigh t commenters (52 %) supported, or supported with qualification, controlling HCPs in schedule II of the CSA. Forty- one percent (41 %) of 
commenters opposed cont rolling HCPs in schedule II, and 7% of commenters 
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did not have a clearly defined position either in support or in opposition to the rescheduling. The majority of those supporting the rule were members of the general 
public (62%) and physicians (14%), with 74% of comments from the general public su pporting, or supporting with qualification, and 56% of comments from 
physicians supporting, or supporting with qua li fication, making HCPs schedule II controlled substances. Manufacturers, pharmacists, m id-level practitioners, pharmacy 
students, and trade associations also expressed support for the rule. Of all comments submitted, in support and opposition, 40% of pharmacists, 9% of ultimate users, 
and 78% of the genera l public were in support. 

The State Attorney General and a U.S. Senator from the State with last yea r's highest per capita rate of prescription drug overdose in the nation wrote in strong 
support of rescheduling HCPs. The State Attorney General wrote that, "This reclassification is not only justified given the high abuse and addiction potential of 
hydrocodone prescription painkillers * * *, it is necessary to combat the drug abuse epidemic that is destroying so many [] communities. I urge you to proceed with 
your rulemaking without delay. The abuse of hydrocodone is an urgent problem that necessitates urgent action ." The U.S. Senator wrote that, "rescheduling 
hydrocodone combination drugs would be a tremendous step forward in the fight to cu rb the prescription drug abuse epidemic that has ravaged * * *our country. It 
wil l help prevent these highly addictive drugs from getting into the wrong hands and devastating families and communities * * * . I urge the DEA to move quickly in 
finalizing its regulat ions so that we are able to save hundreds of thousands of lives." 

Two U.S. Senators from two other States, wrote a joint comment in support of rescheduling, stating that: "As members of the Judiciary Committee and senators from 
states hit parti cu larly ha rd by the op ioid epidemic, we are well aware of the alarming rates of diversion and prescript ion drug abuse," and "we fully support DEA's 
efforts to combat this nationwide pu blic health cr isis." All three Senators expressed their desire that patients maintain access to legitimate care. 

A major component of the rescheduling of HCPs was to evaluate the ir abuse potential as required under 21 U.S.C. 812(b)(2). Ma ny commenters indicated support for 
controlling HCPs in schedu le II based on the scientific evidence demonstrating the high abuse potential of HCPs, evidence that HCPs may lead to severe psychological 
or physical dependence, history and current pattern of abuse, signi ficance of abuse, and risk to the public health and safety. Of the total 47 commenters who 
referenced the scientific, medica l, and epidemiological data that was used to support the statutory requirement under 21 U.S.C. 812(b)(2) for contro l of HCPs in 
schedule II of the CSA, 29 agreed with the data used to support control of HCPs in schedule II. Nineteen commenters specifically discussed the eight-factor analysis 
that was conducted in support of reschedu ling HCPs into schedule II. Ten of those 19 commenters were in agreement with the DEA's ana lysis. Nine of the commenters 
who cited the DEA's eight-factor analysis indica t ed that the presented evidence was congruent with the requirements for placing a drug or other substance into 
schedule II of the CSA. (One commenter, while in agreement with the conclusion of the eight-factor analysis, did not favor rescheduling HCPs.) 

Commenters generally agreed that there is psychological and physica l dependence associa ted with HCPs that support placement into schedule II. For example, one 
commenter stated that rescheduling HCPs from schedule III to schedule II "would be in the best interest of the general public" because he has personally witnessed 
he increase in abuse of prescription pain medicat ion over the course of his 45-year ca reer as a pharmacist. Additional supportive comments included that the 
echanism of action of hydrocodone is identica l to oxycodone and morphine, both in schedule II as combina tion and single-entity products. Some commenters 

indicated that lower doses of hydrocodone in HCPs do not lower abuse and therefore agreed with the t ransfer to schedule II. Other commenters mentioned that HCPs 
are metabolized to hydromorphone, a schedule II opioid, and also have similar mechanisms of action to other schedu le II opioids including oxycodone, morphine, and 
fentanyl, suggesting that abuse potentia l would be comparable . Some of the commen ters indicated that HCPs are more likely to be abused due to their greater 
availability. 
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Many of the commenters cited one of their primary reasons for supporting the rule was that it would lead to tighter regulation of HCP prescriptions. For example, one 
commenter stated: "Hydrocodone combination products should not be available with multiple refills on a si ngle prescription and need to be prescribed more 
ca utiously." Similarly, another commenter stated: "Reschedul ing HPCs [ sic] would directly address the problem of 'leftover' pills in parents [sic] medicine cabinets, and 
would keep kids safe. Furthermore, lowering the quantity a doctor ca n prescribe wi ll decrease the number of drugs that are sold on the street, which will in turn 
decrease crime and decrease HCP abuse overtime [s ic ]. " 

Many of the commenters wrote of their personal experiences with loved ones who suffer or had suffered with abuse and addiction, including many youths and yo 
adults who have tragically died as a result of HCPs or other prescription opioids. The commenters wrote that the path to abuse and addiction was varied--sometim 
beginning with a practitioner prescribing HCPs, and other times by recreational use of pills that were available for them to access as a result of practitioner 
overprescribing . Many of these commenters bel ieve that con trolling HCPs as a schedule II controlled substance will impose controls necessary to prevent the abu 
and diversion of HCPs. 

DEA Response: The DEA appreciates the comments in support of this rulemaking. 

B. Request for Extended Comment Period 

The DEA received two comments requesting that the DEA reopen the period for publi c comment. One of the commenters specifically requested that the comment 
period be reopened for a minimum of 180 days. The stated justification of one of the commenters was that "[t]he current period is utterly inadequate to large 
segments of the population who have had no meaningful notice, have extremely limited internet access in small time periods through use of computers at publ ic 
libraries and are particularly at risk from harm if this rule is adopted." Both requests for extended comment periods were accompanied by meaningful comment along 
with the request for extension. 

DEA response: The Administrative Procedure Act does not set a minimum length of time for public comment. 21 U.S.C. 553; Phillips Petroleum Co. v. U.S. E.P.A., 803 
F.2d 545, 558-59 (10th Cir. 1986) (upholding the EPA's refusal to extend the 45-day comment period on an NPRM, noting that courts have uniformly upheld comment 
periods of 45 days or less) (internal citations omitted) . However, both Executive Orders 12866 and 13563 provide that agencies should afford the public a comment 
period of at least 60 days. The DEA published in the Federa l Register the NPRM proposing to reschedule HCPs into schedule II of the CSA on February 27, 2014. 79 FR 
11037. The 
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DEA provided 60 days for interested persons to submit written comments (either online or through the mail) on the proposal. The comment period closed April 28, 
2014. Seven hundred twenty-four submissions on the associated docket at http://www.regulations.gov were submitted by the close of the comment period . Several 
paper submissions duplicating electronic submissions were received via the mail as well. (The 724 number differs from the finalized number of 573 comments received 
because, as alluded to above, many commenters submitted multiple, duplicate submissions. Multiple submissions of exactly identical comments submitted by the 
same person or entity are considered by the DEA as only a single, submitted comment.) Based on the following considerations, the DEA declines to reopen the period 
for additional public comment. 

The Federal Register is publ ished daily, Monday through Friday, except officia l holidays, by the Office of the Federal Register, National Archives and Records 
Administration, under the Federal Register Act (44 U.S.C. cha pter 15). Section 7 of the Federa l Register Act (44 U.S.C. 307) provides that publication in the Federal 
Register constitutes constructive notice to persons subject thereto or affected thereby. The Federal Register is published in paper and on microfiche. It is also available 
online at no charge at http://www.gpo.gov/ fdsys/. 

The NPRM was also available on http://www.regulations.gov to enable the public to conveniently access the proposal and the supporting materials. Of additional 
consideration , on the same day as publication in the Federal Register, the DEA issued a press release stating that the Admin istration had published in the Federal 
Register an NPRM to move HCPs from schedule Ill to schedule II (available at http ://www.justice.gov/dea/divisions/hq/2014/hq022714.shtml). The press release 
advised individuals where a complete copy of the NPRM could be obtained as well as how they could submit comments in response to the proposal. The DEA accepted 
written comments submitted either through Regulations.gov or through the mail. 

In accordance with the Administrative Procedure Act, the DEA's published NPRM included "the terms or substance of the proposed rule" and "a description of the I 
subject and issues involved." 5 U.S.C. 553(b)(3). The quality and quantity of the responses received in response to the published NPRM, as well as the Vdriety of 
respondents, includ ing those advocating on behalf of persons residing in LTCFs and other popu lations that may potentially feel distributional regulatory impacts, 
demonstrate to the DEA that there has been an adequate opportunity for meaningful public participation by interested persons in accordance with the Administrat' 
Procedure Act. 5 U.S.C. 553(c); Idaho Farm Bureau Fed'n v. Babbitt, 58 F.3d 1392, 1404 (9th Cir. 1995) (holding that comments discussing the proposed action 
supporting data were evidence that the public had obtained and reviewed the information and thus adequate opportunity for public comment had been given) . 

The DEA notes that the submission by a nurse located in Australia shows that the publi shed NPRM was widely read and reviewed. In addition, those commenters 
requesting additional time for comment accompanied their request for an extension with substantial comment on the rule. This demonstrates to the DEA that adequate 
notice and opportunity for meaningful comment was provided by the DEA on this rul emaki ng . 

C. Clarification of Affected Drugs and Substances 

The DEA received some comments, though limited in number, indicating it would be helpful to provide detailed discussion of what products are affected by this rule. 
One commenter specifically requested clarification as to whether the action would apply to cough syrups that contain hydrocodone. The second commenter requested 
the DEA not change the schedule of ZohydroTM ER. The third commenter requested that Zogenix, the manufacturer of ZohydroTM ER, be "allow[ed] to bring their new 
drug to market." 

DEA response: This rulemaking action affects hydrocodone combination products, which are those substances described in 21 CFR 1308.13(e}(l) (iii) and (iv). All 
other products containing hydrocodone are already controlled in schedule II of the CSA and are not impacted by this action. ZohydroTM ER does not meet the 
definition of either 21 CFR 1308.13(e)(l ) (iii) or (iv); it is currently a schedule II controlled substance under 21 CFR 1308.12(b)(l)(vi) and is not affected by this 
action. 

Other than ZohydroTM ER, all pharmaceuticals containing hydrocodone currently on the market in the United States are HCPs and are subject to this rulemaking. 
Hydrocodone is the most frequently prescribed opioid in the United States with nearly 137 million prescriptions for HCPs dispensed in 2013. I MS Hea lth, National Sales 
PerspectiveTM (NSP). There are several hundred brand name and generic hydrocodone products marketed with the most frequently prescribed combination being 
hydrocodone and acetaminophen (e.g., Vicodin[supreg] , Lortab[supreg]). Currently marketed HCPs approved as cough suppressants include Hycodan[supreg), 
Mycodone[supreg], Tussionex[supreg], Pennkinetic[supreg], Tussigon[supreg], and several generics. 

D. Opposition to the Proposed Rule 

Two hundred thirty-five commenters (41% of all commenters) opposed the proposal to reschedule HCPs from schedule III to schedule II of the CSA. Many comments 
submi tted in opposition came from pharmacists, including pharmacy school students/interns (31 %); the genera l public (23%); and ultimate users (14%). Of all 
comments submitted, in support and in opposition, 60% of pha rmacists were opposed; 22% of the general public were opposed; and 91 % of ultimate users were 
opposed. These commenters opposed the rescheduling HCPs for a variety of reasons. The comments in opposition can be grouped in the following general categories: 
(1) Concerns over the DEA's authority to reschedule HCPs; (2) concerns over prescribing practices; (3) concerns regarding patient access to medicine; (4) concerns 
regarding impacts at LTCFs; (5) concerns that rescheduling HCPs will not prevent abuse or diversion; (6) concerns that rescheduling HCPs wil l increase provider and 
pharmacist workload; (7) concerns regarding economic impacts to manufacturers, distributors, pharmacies, physicians, and ultimate users; (8) concerns that 
alternatives to rescheduling had not been explored and/or implemented first; and (9) concerns about the amount of time to comply with the rule . Each of these 
general categories is addressed below. 

l. Authority To Control Drugs or Substances 

a. DEA's Authority To Schedule Substances • 

One commenter questioned the DEA's general authority to schedule drugs. 

DEA response: Recognizing the need for a high leve l of scrutin y over controlled substances due to their potential for abuse and danger to the public health and sa 
Congress established a closed system of d1stribut1on for all controlled substances with the passage of the Comprehensive Drug Abuse Prevention and Control Act 0 
1970. See H.R. Rep. No. 91-1444, 1970 U.S.C.C.A.N at 4566. The DEA 
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implements and enforces titles II and III of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. 28 CFR 0.100. Pursuant to 21 U.S.C. 
811(a){l) , the Attorney General may, by rul e, "add to such a schedule or transfer between such schedules any drug or other substance if he (A) finds that such drug 
or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [21 U.S.C. 812(b)] for the 
schedule in which such drug is to be placed***." Pursuant to 28 CFR O.lOO(b), the Attorney General has delegated this scheduling authority to the Admin istrator of 
the DEA. The DEA's authority to implement and enforce the CSA, including adding to the schedules, has been repeatedly recognized and upheld in the Courts. E.g., 
U.S. v . Alexander, C.A.9 (Cal.) 1982, 673 F.2d 287 {1 982), cert . denied, 4S9 U.S. 876 (Congress' delegation to Attorney General of authority to reclassify controlled 
substances is constitutional); U.S. v. Roya, C.A.7 (Ill.) 1978, S74 F.2d 386, cert. denied, 439 U.S. 857 (finding no merit to the claim that the addition and 
reclassification of amobarbital and phenmetrazine as schedule II controlled substances by the Attorney General was an unconstitutional delegation of authority under 
separation of powers doctrine); U.S. v. Kinder, C.A.S {Tex.) 1991, 946 F.2d 362, cert . denied, S03 U.S. 987, cert. denied, S04 U.S . 946, rehearing denied, SOS U.S. 
1238 (Attorney General followed proper procedures in reclassifying methamphetamine as schedule II controlled substance, pursuant to the CSA; Attorney General 
properly delegated his authority to the Director of the Bu rea u of Narcotics and Dangerous Drugs (BNDD) who then reclassified methamphetamine). 

b. Conflict With Other Federal Law 

One commenter questioned whether the rescheduling action would have illegal discriminatory effects, and "violate laws against disability and age discrimination." This 
same commenter also asserted without premise that the rescheduling action cou ld potentially conflict with parts of the Affordable Care Act and "deprivation of rights 
under color of authority." 

DEA response: Executive Order 12866 of September 30, 1993, "Regulatory Planning and Review," and Executive Order 13563 of January 18, 2011, "Improving 
Regulation and Regulatory Review, " direct Federal agencies to assess costs and benefits of available regulatory alternatives and, if the regulation is necessary, to 
select regulatory approaches that maximize net benefits (including potential economic, environmental, public health and safety effects, distributive impacts, and 
equity) . Paragraph (b)(l) of section 1 of Execu tive Order 12866 specifically directs Federal agencies to "avoid regulations that are inconsistent, incompatible, or 
duplicative with its other regulations or those of other Federal agencies. " The DEA has reviewed the impacts of this scheduling action against the principles edified by 
Executive Orders 12866 and 13S63 and finds no basis that it would have illegal discriminatory effects, or "violate laws against disability and age discrimination ." 

c. Factors Determinative of Control 

Twenty-six commenters opposed rescheduling HCPs as schedule II controlled substances based on concerns regarding the eight-factor analyses. Twenty-four 
commenters believed that the eight-factor analyses did not support rescheduling into schedule II and that HCPs should remain in schedule III. Two commenters 
believed that HCPs should be rescheduled into a lower schedule than schedule III . (One commenter stated that HCPs should be down-scheduled into schedule v and 
made over-the-counter for those 21 years and older.) 

i. Evaluation of Abuse Potential of HCPs and Data Used To Support Placement of HCPs into Schedule II of the CSA 

Eighteen commenters expressed disagreement about the data that was used to support the statutory requirement under 2 1 U.S.C. 811(c) and 812(b)(2) for 
placement into schedule II of the CSA. Some of these commenters stated that the available data are limited and do not support rescheduling HCPs into schedule II . 
Some commenters indicated that there was no scientific consensus in support of moving HCPs from schedule III to schedule II. 

Many of the comments in opposition to the proposed scheduling action were statements by ultimate users of HCPs that HCPs are not abused by patients with 
legitimate prescriptions. Some of the commenters stated that the small amounts of hydrocodone in HCPs have never contributed to addiction and acetaminophen in 
HCPs would actually decrease abuse rates. Commenters suggested that abuse potential of HCPs is lowered or negated by the fact that it is often used with other 
substances such as alcohol. Some commenters supported their assertions with statements that deaths are extremely rare with HCPs. 

DEA response: The DEA conducted a comprehensive evaluation of epidemiological, diversion, pharmacological, and pharmacokinetic data to conclude that HCPs have a 
high abuse potential. All of the data was reviewed collectively, and the data supports the finding that HCPs have a high abuse potential similar to other schedule II 
controlled substances, such as oxycodone products. The DEA's decision to reschedule HCPs from schedule JlI to schedule II is also supported by the HHS review and 
the FDA's DSaRM recommendation . 

The DEA disagrees that there is a lack of scientific consensus among scientific experts. Some commenters, in support of their dissenting opinions, cited some selective 
information presented in the briefing document for the FDA's DSaRM meeting in January 2013. It should be noted that the DSaRM members received the selected 
information cited by the commenters, and, upon deliberating extensively on all the available data voted 19 to 10 in favor of rescheduling HCPs from schedule III to 
chedule II. The DEA's determination of the appropriate schedule under the CSA in which to place HCPs is based on a comprehensive review of all available data, 
ather than selected portions of available data, and the DEA did in fact review and consider the selected information presented by the commenters. The DEA also 

considered the HHS scientific and medical evaluation and scheduling recommendations . 

The DEA finds that the scientific, medical, and epidemiological data are robust and support rescheduling HCPs into schedule II of the CSA. Various drug abuse 
indicators for HCPs indicate that HCPs are widely diverted and abused at rates largely similar to that of oxycodone products (schedule II) . The data indicate that HCPs 
have an abuse potential similar to schedule II opioid analgesics such as oxycodone and their abuse is associated with severe psychological or physica l dependence. 
Abuse of HCPs is also associated with large numbers of individuals being admitted to addiction treatment centers. Individuals are taking these drugs in sufficient 
quantities to create a hazard to their health, and abuse of HCPs is associated with large numbers of deaths. Further, data from several different drug abuse monitoring 
databases support the conclusion that HCPs have a high potential for abuse similar to other schedule II opioid analgesics. 

Contrary to the views expressed by some commenters, the review by the DEA and HHS of all the relevant data found that HCPs are abused at high rates and have 
high dependence potential as indicated by the data reported by the National Survey on Drug Use and 
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Health (NSDUH), Monitoring the Future (MTF), National Poison Data System (NPDS), Drug Abuse Warning Network (DAWN), and Treatment Episode Data Set (TEDS). 
There have been large numbers of deaths and emergency department visits associated with abuse of HCPs. In addition, the data indicate that HCPs and oxycodone 
products have similar abuse potential. Based on these considerations, the DEA believes that the high abuse and dependence potential and harm associated with HCPs 
support rescheduling into schedule II of the CSA. 

Contrary to statements made by some ultimate users, even low doses of HCPs have the potential for adverse impacts on the public health and safety. According to the 
CDC, while an estimated 80% of patients who are prescribed opioids are prescribed low doses ( < 100 mg morphine equivalent dose per day) by a single practitioner, 
these patients account for an estimated 20% of all prescription drug overdoses.\9\ (An estimated 10% of patients who are prescribed opioids are prescribed high 
doses (>=100 mg morphine equivalent dose per day) by single prescribers. These patients account for an estimated 40% of all prescription opioid overdoses. An 
estimated 10% of patients are patients who seek care from multiple doctors and are prescribed high daily doses of opioids. They account for another 40% of all opioid 
overdoses.) Id. 

\9\ Centers for Disease Control, CDC Grand Rounds: Prescription Drug Overdoses--a U.S. Epidemic, 61(01) Morbidity and Mortality Weekly Report (MMWR) 10 (2012) 
(Internal citations omitted) available at http ://www .cdc.gov/mmwr/prevl ew/ mmwrhtm l/mm6101 a3.htm. 

After careful consideration of relevant data, the DEA finds that HCPs have abuse potential supporting placement into schedule II. 

ii . Criteria for Abuse 

One commenter wanted the DEA to draw distinctions among abuse, addiction, and dependence. A second commenter objected to the DEA's consideration of 
"individuals taking the drug or other substance on their own initiative rather than on the basis of medical advice from a practitioner licensed by law to administer such 
drugs" as a criterion of abuse. 

DEA response: As noted by researchers, "[t]here is no agreement between researchers for terms such as drug abuse, psychological dependence, drug dependence and 
rug addiction," and that, "[o]ften these terms are used interchangeably ." \ 10\ The DEA is aware that the most recent version of the Diagnostic and Statistical 
anual, the DSM- v, released in 20 13, removed the distinction between abuse and dependence for diagnostic purposes, and replaced them with a combined single 

disorder called "substance use disorder." However, the DEA derives authority from the CSA, and when acting under its authority must speak under the terms and 
conditions imposed by it. The CSA does not define "abuse" in terms of the DSM; in fact it does not define the term at all. The CSA uses terms such as "potential for 
abuse," "pattern of abuse," and "significance of abuse." E.g., 21 U.S .C. 811 and 812. 
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\10\ Laxmaiah Manchikantl, MD et al., National All Schedules Prescription Electronic Reporting Act (NASPER) : Balancing Substance Abuse and Medical Necessity, 5 
Pain Physician 294, 299, n.3 (2002). 

One looks first to the face of a law to understand its meaning, and " [ i]f the statute's meaning is pla in and unambiguous, there is no need for further inquiry ." Unite 
States v . Fisher, 289 F.3d 1329, 1337-38 (11th Cir.2002) (internal quotation marks and citation omitted). However, if the language is ambiguous, the relevant 
legislative history may be used to aid in understanding meaning. United States v . Dodge, 597 F.3d 1347, 1352 (11th Cir. 2010). The legislative history of the CS 
suggests four factors that may be considered in determining whether a particular drug or substance has a "potential for abuse," including whether individuals are 
taking the drug or drugs containing such a substance on their own initiative rather than on the basis of medical advice from a practitioner licensed by law to 
administer such drugs in the course of his professional practice.\11 \According ly, the DEA uses this as one factor in detenmining a substance's potential for abuse 

\ 11 \ As provided in the CSA's legislative history: 

• • • [A] substance has a potential for abuse because of its depressant or stimulant effect on the centra l nervous system or its hallucinogenic effect if: ( 1) There is 
evidence that Individuals are taking the drug or drugs containing such a substance In amounts sufficient to create a hazard to their health or to the safety of other 
individuals or of the community; or (2) There is a significant diversion of the drug or drugs containing such a substance from legitimate drug channels; or (3) 
Individuals are taking the drug or drugs containing such a substance on their own initiative rather than on the basis of medical advice from a practitioner licensed by 
law to administer such drugs in the course of his professional practice; or (4) The drug or drugs containing such a substance are new drugs so related In their action to 
a drug or drugs already listed as having a potential for abuse to make it likely that the drug will have the same potentiality for abuse as such drugs, thus making it 
reasonable to assume that there may be significant diversions from legitimate channels, significant use contrary to or without medical advice, or that It has a 
substantial capability of creating hazards to the health of the user or to the safety of the community . 

Comprehensive Drug Abuse Prevention and Control Act of 1970, H.R. Rep. No 91-1444, 9lst Cong., Sess.l (1970) reprinted in U.S.C.C.A.N. 4566, 4603. 

"Addict" is defined by the CSA as a person who "habitually uses any narcotic so as to endanger the public morals, health, safety, or welfare, or who is so far addicted 
to the use of narcotic drugs as to have lost the power of self-control with reference to his addiction." 2 1 U.S.C. 802(1). The DEA uses this definition for the terms 
"addict" and "addiction." 

iii. Appropriate Drug Comparator 

One commenter asserted that HCPs were not compared to appropriate reference drugs and have lower abuse ratios and abuse potential than schedule II oxycodone 
combination products . Another commenter expressed the opinion that HCPs are substantially chea per than oxycodone products which would affect drug selection as 
opposed to the notion that HCPs have more addict ion potential. The commenters did not provide any appropria te alternative comparison drug for HCPs . 

DEA response: HCPs were compared to oxycodone products, currently schedule II con trolled substances, to evaluate abuse potential. The DEA, in agreement with the 
HHS review, considers the comparison of HCPs to oxycodone products appropriate due to similarities between their pharmacological properties, therapeu t ic uses and 
patterns, as well as ma rket history . Jn their eight-factor analysis, the FDA noted that it is not always possible to identify an "appropr iate opioid comparator in Schedule 
III. " The FDA went on to sta te that: "While FDA considered codeine as a potential comparator, it was deemed inappropriate for several reasons* * *. Given the 
absence of an appropriate Schedule III comparator, FDA focused its analyses on comparing the abuse liability of hydrocodone combination products (Schedule III) 
with oxycodone products (Schedule II) ." 

With regard to the comment about the lower costs of HCPs contributing to its high abuse potential , it is important to note that abuse potential of a given drug is also 
influenced by various other factors (e .g ., pharmacological properties, ease of availability, etc.). Addi t ionally, actual abuse data comparing HCPs and oxycodone 
combination drugs indica te that the abuse potential between the two drugs is similar. Contra ry to the views expressed by some commen ters, the review by t he DEA of 
all the relevant data found that HCPs are abused at high rates and have high dependence potentia l as indicated by the data 
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reported by the NSDUH, MTF, NPDS, DAWN, and TEDS. There have been large numbers of deaths and emergency department visits associated with abuse of HCPs 
Based on these considerations, the DEA believes that the high abuse and dependence potential and ha rm associated with HCPs support rescheduling into schedul 
of the CSA. 

iv. Balanced Presentation of the Eight-Factor Analysis 

Nine commenters disagreed with the conclusions in the DEA's eight- factor analysis . These commenters asserted tha t the DEA's eight-factor analysis was not a 
balanced presentation and did not include the therapeutic benefits or the negative impact on patients with a legitimate medical use fo r HCPs. Jn addition, some of the 
commenters stated that the DEA's eight-factor analys is used flawed analytical methods and failed to show that HCPs were more dangerous or more abused than 
oxycodone. Several of these commenters requested that DEA include both sides of the clinical argument and peer-reviewed clinica l research. 

DEA response: The DEA reviewed the required eight factors in accordance with the provisions sta ted in 21 U.S.C. 811 (c), specifically exploring the abuse potential 
and potential ha rms of HCPs. The DEA's analysis also acknowledges that there is a currently accepted medica l use, and accordingly therape utic benefit, of HCPs. 
Consistent with the CSA, an evaluation of abuse and dependence potential , risk to the public hea lth and safety, and other factors are included in the analysis. 21 
U.S .C. 81 l(c). The CSA does not require that HCPs be more dangerous or abused than oxycodone in order to be placed in schedule II. Rather, relative abuse potential 
must be established. The DEA's analysis shows that HCPs have a high potential for abuse, and the abuse potential of HCPs is comparable to the schedule II controlled 
substance oxycodone. Thus, HCPs are appropriately placed in schedule II, along with oxycodone. Further, the analytical methods that were presented in the DEA's 
eight-factor analysis were consistent with the HHS's eight- factor analysis that was finalized in December 2013. The DEA used the best available methods based on 
current science to complet e the eight- factor analysis. 

2. Requirements Applicable to Prescriptions 

a. Authority To Prescribe HCPs as Schedule II Controlled Substances 

Nineteen commenters opposed rescheduling HCPs as schedule II controlled substances based on concerns related to the restricted authority of mid-level practitioners 
to prescribe medications that are schedule II controlled substances. 

DEA response: The DEA recognizes that some States do not allow all providers to prescribe schedule II controlled substances. However, it is outside of the DEA's scope 
of authority under the CSA to determine what categories of practitioners may prescribe controlled substances . Under the CSA, it is up to each State to decide who has 
the authority to prescribe controlled substances within that State. This is reflected in 2 1 U.S.C. 823 (f), which requires DEA to register a pract it ioner who is authorized 
under the laws of the State in which he practices un less the practitioner's registration would be inconsistent with the public interest. 21 U.S.C. 823, 824 . This is also 
echoed in 21 CFR 1306.03, which states that a practitioner can issue a prescription for controlled substances so long as the practitioner is authorized to prescribe 
controlled substances by the jurisdiction where he is licensed to practice his profession and is registered or exempted from registration pursuant to 21CFR1301. 22 
(c) and 2 1 CFR 130 1.23 . Each State has this authority, so long as it does not conflict with federal law. 

b. Transmittal Method of HCPs as Schedule II Controlled Substances 

i. Oral and Facsimile Prescriptions 

Multiple commenters opposed reschedul ing HCPs as schedule II control led substances based on concerns related to the transmittal methods available for schedule II 
as compared to schedule III control led substances, specifically the circumstances required in order to provide oral prescriptions and to transmit prescriptions via 
facsimile. Both ultimate users and providers expressed concern that HCPs as schedu le II controlled substances will not be available on nights and weekends. They 
were especially concerned about dental emergencies that might occur over the weekend. Four commenters stated that patients needing night or weekend 
prescriptions for HCPs will overburden Emergency Departments (EDs). 

DEA response: The requirements for issuing an emergency oral prescription for a schedule II controlled substance do not hinder legitimate access to HCPs. The 
procedural requirements relating to transmission of a legitimate prescription do not hinder legitimate access either. 

Contrary to concerns of commenters, practitioners will still be allowed to ca ll-in prescriptions for HCPs in the event of an emergency. Jn the event of an emergency, as 
defined by 21 CFR 290.10, a pharmacist may dispense a schedule II controlled substance upon receiving ora l authorization of a prescribing individual practitioner in 
accordance with 2 1 CFR1 3 06 .ll(d). 
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ii. Triplicate Prescriptions 

Five commenters opposed rescheduling HCPs as schedule II controlled substances based on concerns regarding "triplicate prescriptions." One commenter stated that 
emergency physicians do not have triplicate prescription forms, and as a result, they will be required to prescribe drugs that are less effective for pain management. 
Two commenters stated that emergency physicians do not want to carry a triplicate prescription pad. 

DEA response : Neither the CSA nor DEA regulations require prescript ions to be prepared in triplicate. The DEA recognizes that some States, such as Texas and 
alifornia, require the use of triplicate prescription forms for some or all controlled substances. As stated in the November 19, 2007, final rule, "Issuance of Multiple 

Prescriptions for Schedule II Controlled Substances," the "DEA supports the efforts of States to take the specific action they deem necessary to prevent the diversion 
f controlled substances within their jurisdictions." 72 FR 6492 1, 64923 . 

Under the CSA, Congress envisioned tha t the Federal and State Governments would work in tandem to regulate activities relating to controlled 
substances. This is reflected in 21 u.s.c. 903 , which indicates that Congress did not intend to preempt state controlled substa nce laws, so long as such 
state laws do not conflict with federal law. Thus, each state may enact contro lled substance laws that go beyond the requirements of the CSA, provided 
such laws do not conflict with the CSA. Given this aspect of the CSA, it would not be appropriate for DEA to seek to preempt or supersede state laws 
relating to the prescribing of controlled substances, provided such laws do not confiict with the CSA or DEA regulations. 

Id. at 64927 . 

c. Quantity and Frequency of Fills and Refills for HCPs as Schedule II Controlled Substances 

Pharmacists, prescribers, and ultimate users expressed concern about the quantity and frequency of fills and refills for HCPs as schedule II con trolled substances that 
would be allowed if HCPs were placed into schedule II. 
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Several commenters, mostly ultimate users, asserted that up-scheduling would result in patients being limited to a 30-day supply of medication and would 
correspondingly need to begin seeing their doctors monthly. Other commenters, primarily pharmacists and physicians, expressed their belief that rescheduling HCPs 
wi ll resu lt in larger quantities of pills being authorized on each prescription to preven t patients from running out of medication and being in pain . Most of these 
commenters had correspond ing concerns that these larger prescriptions would lead to more unused medication in the home that would be available for diversion. 
Examples include the following: One commenter mentioned his concern that since larger prescriptions would be authorized, he would be unable to monitor whether 
the patient is taking the medication or taking too much of it. An emergency physician opined that removing the abi lity to get refills on HCPs may result in prescriptions 
for more potent medications being issued . One ultimate user was concerned that the elimination of refills on HCPs would result in patients getting insufficient 
quantities to treat the acute illness for which it was prescribed. 

DEA response: While courts have recognized that prescribing an "inordinately large quantity of controlled substances" can be evidence of a violation of the CSA,\12\ 
generally neither the CSA nor DEA regulations impose a specific quantitative minimum or maximum limit on the amount of medication that may be prescribed on a 
single prescript ion, or the duration of treatment intended with the prescribed controlled substance. The quantity prescribed and dispensed is limited in an emergency 
situation as defined by 21 CFR 290 .10 when dispensing a schedu le II controlled substance upon oral authorization in accordance with 21 CFR 1306.ll{d). The CSA 
and implementing regulations require all control led substance prescriptions to be "va lid." A prescription is not "valid" unless it is issued for a legitimate medical 
purpose and within the usual course of professional practice. 21 CFR 1306.04{a) . A pharmacist who fills a prescription has a corresponding responsibil ity, and the 
person who fills an illegitimate prescription is subject to penalty. Id . 

\ 12\ United States v. Rosen, 582 F.2d 1032, 1036 (5th Cir. 1978). 

While the CSA and DEA reg ulations generally contain no specific limit on the quantity that may be prescribed on a single prescription, or the duration of treatment 
intended for a single prescription, some States do impose specific limits on prescribing schedule II controlled substances. Likewise, some limitations on the quantity or 
frequency of schedule II controlled substances may be limited by individual prescription benefit providers . Any limitations imposed by State law apply, in addition to 
he corresponding requirements under Federal law, so long as the Sta te requi rements do not conflict with or con travene the Federal requirements. 21 U.S.C. 903 ; 21 
FR 1306.12(b)(l)(v); "Clarification of Existing Requirements Under the Controlled Substances Act for Prescribing Schedu le II Controlled Substances," 70 FR 50408, 

Aug . 26, 2005 . 

Although the CSA prohibits refills of prescriptions for schedule II con t rolled substances, a practitioner may issue multiple schedule II prescriptions in order to provide 
up to a 90-day supply of medication in accordance with 21 CFR 1306.12. Furthermore, DEA regulations do not requ ire patients to be seen monthly by their provider. 
Rather, practitioners must determine on their own, based on sound medical judgment, and in accordance with established medical standards how often to see their 
patients when prescribing controlled substances. 

Note, however, that DEA regulations should not be "construed as mandating or encouraging individual practitioners to issue multiple prescriptions or to see their 
patients only once every 90 days when prescribing Schedu le II controlled substances. Rather, individual practitioners must determine on their own, based on sound 
medical judgment, and in accordance with estab lished medical standards, whether it is appropriate to issue multiple prescriptions and how ohen to see their patients 
when doing so." 21CFR1306.12(b)(2) . The DEA does not regu late the general practice of medicine and the agency lacks the authority to issue guidelines (or make 
policy statements) that constitute advice on the general practice of medicine . 

3. Patient Access to Medicine 

The DEA received numerous comments, predominantly from ultimate users, who voiced concerns about the possible effects rescheduling would have on patients' 
access to appropriate t reatment for pain. Commenters were concerned about the possible need for increased provider visits, and associated increased time and cost to 
receive medical ca re. Commenters were concerned about access to health care providers, such as possibly needing to change health ca re providers and in some cases 
having to drive longer distances to get to practitioners' offices because of limitations on types of practitioners who can prescribe schedule II controlled substances. 
Commenters were also concerned that reschedu ling cou ld result in doctors changing prescriptions to alternative medications which might be less effective for treating 
some kinds of pain and/or cause adverse health effects. 

a. Impact on Prescribing Practices 

Several commenters were concerned that because of the rescheduling , practitioners will be less likely to prescribe HCPs. One commenter suggested that since a 
practitioner ca n no longer call in or fax a prescription to the pharmacy, the practitioner wi ll be reluctant to prescribe HCPs. Other commenters stated the scheduling 
action will impose additional burdens on practiti oners and therefore they will stop prescribing for HCPs and prescribe less effective drugs. One commenter stated that 
many EDs do not typically prescribe schedule II narcoti cs. Likewise, two commenters suggested that cumbersome and slow ordering processes for schedule II 
substances wi ll cause local shortages of HCPs, and thus practitioners will turn to prescribing other drugs. 

DEA Response: The processes and procedures associated with dispensing a controlled substance are not relevant factors to the determination of whether a substance 
should be controlled or under what schedule a substance should be placed if it is controlled . See 21 U.S.C. 811 and 812 . Nonetheless, controlling HCPs as a schedule 
II controlled substance should not hinder legitimate access to the medicine. As recognized and noted by commenters, scheduling a medication does not make it 
impossible to prescribe, dispense, or administer the medication. However, it does alert prescribing- practitioners, pharmacists medical support professionals and 
perhaps even some patients and non-professional caregivers that the medication has potential dangers for addiction and misuse, and carefu l monitoring and 
evaluation of use of such drugs is necessary for appropriate patient care. "The placing of a drug into [a particular schedule of the CSA] will alert a physician that the 
drug does cause physical and psychological dependence. This is valuable information for a physician to possess before prescribing any drug." 50 FR 8104, 8107, Feb. 
28, 1985 ("Schedules of Controlled Substances; Rescheduling of Buprenorphine From Schedule II to Schedule V of the Controlled Substances Act") . 
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he DEA does not intend for legitimate patients to go without adequate ca re. A prescription for a control led substance to be effective must be issued for a legitimate 
medical purpose by an individual practitioner acting in the usual course of his professional practice. 21 CFR 1306.04(a). When a practitioner prescribes a medication 
that is a controlled substance for a patient, it must be because he/she has made a professiona l medica l determination that it would be medically appropriate for the 
patient's medica l condition to treat with that specific controlled substa nce. 
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The DEA recognizes · that rescheduling a legitimately marketed pharmaceutical controlled substance may have some effect on the decision of a practitioner to prescribe 
that particular controlled substance. There may be some practitioners who are reluctant to prescribe a schedule· II controlled substance although authorized by State 
law to do so. However, the DEA notes that other schedule II controlled substances are widely prescribed. Given that classification has not deterred practitioners from 
prescribing those drugs, the DEA believes that when a practitioner makes a medical determination that a particular controlled substance is appropriate to treat a 
patient's medical condition, the practitioner will prescribe the appropriate controlled substance, regardless of the substance's schedule. The DEA notes that a doctor 
from New York, one of the States that has already scheduled HCPs as schedule II controlled substances under State law, asserted in his comment that up-scheduli 
"has reduced unconscious (or conscience-less) prescribing without impacting patients' access to medications." 

b. Impact of Criminal Action 

Some commenters expressed concern that transferring HCPs to schedule II would deter prescribers from properly treating pain for fear of facing criminal action. 
According to one commenter, many providers limit the number of pills for schedule II medications "because they feel they are being watched by monitoring progra 
and are afraid the DEA 'will investigate' them for too many C!I scripts." 

DEA response: One of the most important principles underlying the CSA is that every prescription for a controlled substance must be issued for a legitimate medical 
purpose by an individual practitioner acting in the usual course of his professional practice. 21CFR1306.04(a); U.S. v. Moore, 423 U.S. 122 (1975) (ho lding 
registered physicians may be prosecuted for violation of the CSA when their activities fall outside the usual course of professional practice). The DEA policy statement 
entitled "Dispensi ng Controlled Substances for the Treatment of Pain," 71 FR 52715, Sept. 6, 2006, makes clear that this longstanding requirement should in no way 
interfere with the legitimate practice of medicine or cause any practitioner to be reluctant to provide legitimate pain treatment. Practitioners (as well as ultimate users) 
become subject to administrative, civil, and/or crimina l action when their activity involving controlled substances is not authorized by, or is in violation of, the CSA, 
regardless of whether the activity involves a schedule II controlled substance or a schedule III controlled substance. 

c. Impact on Drug Availability 

Two commenters suggested this rule will result in limited drug availability because wholesalers are limiting distributions to community pharmacies. These commenters 
assert that if a pharmacy goes over a pre-determined amount, they cannot obtain the needed pharmaceuticals until the following month. The commenter asserted that 
this practice may have particularly adverse impacts in rural areas where a pharmacy may on ly be serviced by one distributor. Another commenter suggested there will 
be local shortages of HCPs because of the cumbersome and slow schedule II ordering process. Two commenters were concerned that limited availability may result 
from delays associated with manufacturer production due to annual production requirements for schedule II controlled substances. 

DEA response: DEA registered distributors are required to provide effective contro ls aga inst diversion of controlled substances. However, the DEA does not limit the 
quantity of controlled substances that may be legitimately distributed to pharmacies. Any arbitra ry limits placed on community pharmacies by distributors are the 
result of a business decision of that distributor. 

The DEA does impose requ irements for distributors to operate a system to disclose suspicious orders of controlled substances. 21 CFR 1301.74(b). Suspicious orders 
include orders of unusual size, orders deviating substantially from a normal pattern, and orders of unusual frequency. Id. Part of the due diligence associated with that 
requirement, as well as the general requirement under 21 CFR 1301.71(a) for registrants to "provide effective controls and procedures to guard against theft and 
diversion of controlled substances," is to "know your customer." While order volume may be one indicator of a suspicious order, the totality of circumstances must be 
used in making a determination. Generally , no single indicator is independently a suggestion that a given order is suspicious. Order volume should be examined not 
only on an industry-wide comparison level, but also on a local level. For example, a pharmacy located near an oncology clinic may be more likely to regularly order 
higher volumes of certain controlled pharmaceuticals than one that is· not. 

The DEA does not find evidence to support the claim that the ordering process for schedule II controlled substances will result in limited availability of HCPs. A DEA 
Form 222, or its electronic equivalent--the Controlled Substance Ordering System (CSOS), is required for all distributions of schedule I or II controlled substances, 
with specific exceptions, 21 U.S.C. 828(a ); 21 CFR 1305.03, which enables the DEA to monitor the flow of these controlled substances from their point of 
manufacture through commercial distribution. It takes approximately an hour to complete each order using the paper DEA Form 222. It takes approximately three 
minutes to complete an order using CSOS. (The DEA Form 222 permits ten line items per form; electronic orders are not subject to the same requirement and may 
contain an unlimited number of transactions (line items)) . While CSOS transactions are faster, the paper DEA Form 222 orders are also able to be processed qu ickly 
through the system. In 2013, 109,632 registrants ordered schedule I or !I controlled substances. About 4.8 million orders were processed on Form 222s and 924, 
were processed electronically via CSOS (approximately 16% of all orders). The paper orders represented roughly 27.7 million transactions (or about 6 per order); 
electronic orders represented roughly 21.2 million transactions or slightly more than 23 per order. 

There should be no impact on availability due to schedule II annual production requirements (i.e., manufacturing quota). Registrants that manufacture hydrocodo 
are already required to obtain an annual quota in order to manufacture hydrocodone because it is a schedule !I controlled substance unless and until it is formulat 
into dosage form HCPs. 

Manufacturing quotas are issued to bulk manufacturers who manufacture either from synthetic routes (e .g., hydrocodone from codeine), or extraction from narcotic 
raw material. 
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Bulk manufacturing quota will not be impacted by the movement of HCPs from schedule III into schedule II. 

Procurement quotas are typically issued to dosage form manufacturers and repackagers or relablers for manufacturing activities. As related to HCPs, a procurement 
quota is required to: (1) Receive bulk Active Pharmaceutica l Ingredients to be manufactured into dosage units; and (2) for a company to receive bulk finished dosage 
units for relabeling or repackaging. 

d. Providers Authorized To Prescribe Schedule II Controlled Substances 

Nine commenters expressed concern about the ability to access health care providers who can prescribe schedule II controlled substances. Specifically, commenters 
stated that mid-level health care providers such as physician assistants and nurse practitioners, who provide primary health care, cannot prescribe schedule II 
controlled substances in many States. As a result, these patients will not have access to the medicine they need to treat their pain. In addition, one commenter stated 
this will have a negative impact on patients who visit rural practices where mid -level practitioners often prescribe pain medication. Moreover, one commenter stated 
the scheduling action would make it mandatory for a patient to see a physician for pain. Another commenter stated that because of this scheduling they would now 
have to find new doctors, which would increase travel time and the amount of money spent on gas. 

DEA response: State authorization to handle controlled substances is both a necessary precondition for Federal authorization to handle controlled substances and a 
qualifying determinate as to the extent of the practitioner's scope of authority in regard to such substances . U.S. v. Moore, 423 U.S. 122, 141 (1975) ("The federal 
registration, which follows automatically, extends no further [ than the scope of authority granted by the State to practice medicine and to dispense drugs in 
connection with their professional practice]."). A DEA registered practitioner may only engage in those activities involving controlled substances that are authorized by 
the laws of the State on which the practitioner's Federal registration is based. If an individual practitioner, or a class of practitioners, has not been granted 
authorization to prescribe certain controlled substances that is the rightful determination of the State under its authority to regulate the practice of medicine. 

e. Treatment for Pain 

Concerns were raised that changes in the scheduling for HCPs could drive the use of alternative treatments. One class of commenters who were particularly concerned 
about this was emergency physicians who work in States that require triplicate prescriptions and/or facilities whose policy is not to handle schedule II controlled 
substances in their emergency departments. Some emergency providers in triplicate- prescription Sta tes said that they did not carry triplicate prescriptions due to 
concerns abou t them being stolen. Some emergency physicians who work in States that require triplicate prescription forms (but who are able to write schedule II 
controlled substance prescriptions whi le working in their emergency departments) stated that if "forced to get a triplicate," then he will start writing for more schedule 
II controlled substances, such as Percocet, because it is a "better pain med[icine] than HCPs. " Other commenters were concerned that some prescribers might switch 
to prescribing "stronger drugs with significant abuse potential," or alternatively switch to medications such as non-steroidal anti-inflammatory drugs (NSA!Ds) whi 
are less effective for treating some kinds of pain and may cause other adverse effects, leaving people in untreated pain. One commenter was concerned that tram 
would be prescribed in place of HCPs, which worried them because of issues with tramadol specific to renal patients. 

DEA response: The DEA does not regulate the general practice of medicine and the agency lacks authority to issue guidelines (or make policy statements) that 
constitute advice on the general practice of medicine. A prescription for a controlled substance must be issued for a legitimate medical purpose by an individual 
practitioner acting in the usual course of his professional practice. 21CFR1306.04(a ); U.S. v. Moore, 423 U.S. 122 (1975). A practitioner must use sound medical 
judgment to determine which controlled substance they will prescribe to appropriately treat his or her patient's medical condition, rather than make a determination 
based upon whether a triplicate prescription form is required by the State or by their employer's policy to not prescribe schedule II controlled substances. 
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f. Shift to the Black Market 

Several commenters sta ted that making HCPs schedule II controlled substances would limit access to HCPs, causing people to buy drugs on the street, Including HCPs 
and heroin. 

DEA response: As discussed above, schedule II controlled substances are readily available for legitimate medical use. 

g. Monitoring Access 

A national advocacy group for cancer patients requested that the DEA "require monitoring plans and an annual report to Congress, in the event that HCPs are 
upscheduled, that assess the impact on access by patients with legitimate needs, as emphasized and urged by HHS" and to "adjust policy accordingly if it finds that 
access is impeded for patients who legitimately need HCPs for pain management." 

DEA response: Once upscheduled the DEA will continue to monitor the diversion of HCPs. However, it is outside the scope of the DEA's authority under the CSA to 
require monitoring plans or reports not authorized under the Act. 

4. Impacts on Unique Populations 

The DEA received several comments regarding the impact on patients who suffer from chronic pain, cancer, rare diseases, chronic and end- stage renal disease, as 
well as dental and surgical post-op patients, and rural residents. Many commenters also voiced concerns about possible effects of rescheduling on the elderly and 
disabled. Several commenters who are affected by chronic pain voiced a concern that the scheduling action will be a burden and make it harder for them to obtain 
their medicine. As a result, these commenters stated they will suffer solely because of the people that abuse HCPs. Another commenter stated that because of this 
burden, patients might start self- medicating. One commenter said that practitioners will start prescribing drugs that are not as effective as HCPs, which could have a 
negative impact on patients mentally. One commenter stated that many cancer patients are in chronic pain, and because of this action, these patients will suffer as 
they cannot get their required medication . Others suggested post-op patients will have to suffer in pain after their surgeries because they will not be able to get the 
required medications from doctors on weekends. Several commenters stated that patients in rural areas who are currently seen by mid-level practitioners will need to 
drive an hour or more to be treated by a physicia n because their mid-level provider is not authorized to issue prescriptions for schedule II controlled substances . In 
addition, another commenter stated that many rural physicians are already 
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overbooked, which will cause rural patients to suffer in pain until they can get an appointment. Another commenter stated that rural patients have a tough time 
physically picking up handwritten prescriptions. Several commenters noted that the nearest doctor is more than an hour away and that having to drive that distance 
once a month to obta in HCPs is inconvenient. 

DEA response: Scheduling determinations are based on scientific determinations regarding the substance's potential for abuse, its potential for psychological and 
physical dependence, and whether the substance has a currently accepted medical use in treatment in the United States. 21 U.S.C. 812(b) . The DEA may not 
reschedule, or refuse to reschedule, a drug or other substance based merely on the population it is intended or approved to treat. 

5. Impact on Long-Term Care Facilities (L1CFs) 

a. Treatment for Pain 

Many commenters, including two U.S. Senators, requested that the DEA closely examine possible impacts of rescheduling HCPs in the long- term care facility (LTCF) 
setting. Many commenters had concerns that placing HCPs into schedule II will impact a substantial number of LTCF residents and may result in untreated pain due to 
the lack of ready- access to other appropriate medications. For example, according to one commenter, "HCPs are the current, albeit less preferred alternative because 
of its combination with acetaminophen, which has to be restricted in older adults due to toxicity risk. However, long-term care providers have been forced to use HCPs 
as a substitute for Schedule II drugs" because they are more readily ava ilable for administration due to less restrictive handling requirements for controll ed substa nces 
in lower schedules than schedule II. According to this same commenter, "the remaining pain ca re options sti ll in schedule II are not as clinically effective in treating 
pain for the elderly as HCPs." 

Two commenters stated that LTCF residents, especially post-surgical patients, need medications immediately and that obtaining prescriptions is not quick because 
most LTCFs do not operate with in-house doctors on si te . 

DEA response: As previously discussed , schedu ling determinations are based on scientific determinations regarding the substance's potential for abuse, its potential 
for psychological and physical dependence, and whether the substance has a currently accepted medical use in treatment in the United States. 21 U.S.C. 812 (b). 
Nonetheless, the DEA has promulgated many regulations to accommodate the unique circumstances of LTCF residents. For example, in accordance with 21 CFR 
1306.ll(f), a prescription for a schedule II controlled substance for a resident of an LTCF may be transmitted by the practitioner or practitioner's agent to the 
dispensing pharmacy by facsimile . In accordance with 21CFR1306.13(b), a prescription for a schedule II controlled substance written for a patient in an LTCF may 
be filled by the pharmacy in partial quantities to include individual dosage units. 

b. Request for Exemption for LTCFs 

Several commenters requested that the DEA waive/ exempt LTCFs from the more restrictive schedule II handling requirements with respect to HCPs. Some 
commenters asserted that such a waiver/exemption would be justified based on their assertion that there is a lower risk of misuse, abuse, and diversion of HCPs in an 
LTCF setting as compared to other settings. One nationwide professional association stated that : 

[T]he long-term care setting has special and unique protections against diversion that are required by federal regulations and makes abuse and diversion very difficult 
and therefore, less likely to occur. * * *The regulatory standards and mandatory procedural checks in most cases make it difficult or impossible for any suspected 
abuse or diversion to occur over a sustained period of time. This makes diversion by staff difficult * * *. Other than anecdotal case here and there, there is no 
evidence that diversion is a systemic or frequent problem in SNF [ski lled nursing fa cility) setting nor that the current proposed rule will correct [ it]. 

This same commenter asserted that the "nursing home population is unlikely to be drug abusers" because "[t]heir health conditions often make them bed-bound or 
otherwise dependent on nurses for the administration of their medications." 

DEA response . Nursing home residents take, on average, eight to ten medications per day.\13\ At least 17% of those medications are unused.\14\ Controlled 
substance medications are often stored and administered in LTCF settings as monthly punch cards (a.k.a. "bingo cards"), and liquid controlled substances are often 
dispensed in large-volume packaging.\15\ \16\ In addition, a 2011 report by the HHS Office of Inspector General found that almost all sampled nursing facilities 
employed one or more individuals with at least one criminal conviction, and nearly half of sampled nursing facilities employed five or more individuals with at least one 
conviction . Further, 44% of employees with convictions were convicted of crimes against property (e.g. , burglary, shoplifting, writing bad checks) .\17\ LTCFs are 
unique potential sources of diversion because the care provided to residents results in the accumulation of large amounts of controlled substances in a single, un
registered, relatively unsecure environment, where the disabled and elderly cannot defend themselves or adequately report what has happened . 

\13\ The Lewin Group. CMS Review of Current Standards of Practice for Long-Term Care Pharmacy Services : Long-Term Care Pharmacy Primer. Prepared for: Centers 
for Medicare and Medicaid Services. December 30, 2004. 

\14\ Gary Bazalo, MS, MBA, and Richard C. Weiss, MS, Managed Solutions, LLC. Measurement of Unused Prescription Drugs In Medicare Part D Nursing Stays. Jan. 12, 
2011 at p. 6 (reporting survey results of consulting pharmacists conducted by the American Society of Consultant Pharmacists). 

\15\ Marti A. Burton and Linda J. May Ludwig, Fundamentals of Nursing Care : Concepts, Connections & Skills 857 (2011); Norman V. Carroll, Ph.D., Michael T. Rupp, 
Ph.D., and David A. Holdford, Ph .D., Analysis of Costs to Dispense Prescriptions in Independently Owned, Closed-Door Long-Term Care Pharmacies, 20(3) JMCP 291 
(2014) (76% of independently owned, closed-door pharmacies dispense 76% of doses to LTCFs in 28-31 day cycles) . 

\16\ Comment of American Society of Consultant Pharmacists on Docket No. DEA-316, "Disposal of Controlled Substances," Feb. 19, 2013 available at 
http://www.regulations.gov/ # 1 documentDetail; D= DEA- 2012-0008-0144. 

\ 17\ U.S. Department of Health and Human Services, Office of Inspector General, OEI-07-09-00110, Nursing Facilities' Employment of Individuals with Criminal 
Convictions (2011), available at http://olg.hhs.gov/oel/reports/oei-07 -09-00110.pdf. 

Wh ile focusing on the limited mobi lity of many residen ts in LTCFs as justification for why LTCFs should be able to adhere to less restrictive handling requirements for 
HCPs, commenters gave little consideration to potential diversion by employees, contractors, outside professionals, or visitors who may have access to their facil ities. 
Direct access to controlled substances around a vu lnerable population provides many opportunities for diversion of controlled substances, to the detriment of the LTCF 
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residents as well as the general public. For example, the Oregon Aging and People with Disabilities Division, alone, investigated 29 instances of drug theft at 17 
different LTCFs in three counties, between 2009 and 2013.\18\ The average was 15.8 cases of medication theft per 1,000 beds/units, with the most often stolen 
products being narcotic 
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painkillers--such as HCPs.\19\ These medication thefts occurred in both large nursing homes and smal l adult foster homes. \ 20\ 

\ 18\ Mac Mclean, Drug Theft Affects Care, The Bulletin, Sept. B, 2013, available at http://www.bendbulletln.com/news/1340250-153/drug-theft-affects-care. 

\ 19\ Id. 

\ 20\ Id. 

Although not addressing LTCFs directly, the Mayo Clinic has reported on the diversion of drugs from within health care facilities and the threat to public health and 
safety such actions cause.\21\ Those risks included risk to patients receiving adulterated or contamina ted drugs in place of the diverted drug as well as the ri sk of 
receiving substandard care from addicted employees.\22\ The Oregon investigations also included reports of having a patient's medication replaced with blood 
pressure medication- - thus causing the combined ri sk of not receiving proper medication with the risk of overdose of another medication. 

\21\ Keith H. Berge, et. al., Diversion of Drugs Within Health Care Facilities, a Multiple-Victim Crime : Patterns of Diversion, Scope, Consequences, Detection, and 
Prevention, 87(7) Mayo Clin. Proc. 674 (2012). 

\22\ Id. 

The most cursory of searches readily revea ls multiple allegations reported in the news of thefts of controlled substances in nursing homes. For example, in 2012 six 
nursing home employees in Oklahoma were charged with operating a drug ring out of the facility for whom they were employed. Charges Filed in Nursing Home Drug 
Theft, KWGS News, July 5, 2012, available at http:// publi cradiotul sa.org/post/charges- filed-nursing-home-drug-theft. The Oklahoma Bureau of Narcotics (OBN) 
reported that 9,000 dosage units of controlled substances had been diverted from the facility by the nursing home employees, 8,400 of which involved hydrocodone. 
Press Release, Oklahoma Bureau of Narcotics and Dangerous Drugs Control (July 5, 20 12) (on file with the Oklahoma Bureau of Narcotics); Oklahoma Nursing Home 
Employees Accused of Running Drug Ring: State v. Alexander, 15 No. 1 Westlaw Journal Nursing Home 4 (2012) . The spokesman for OBN stated that employees 
would call in fraudulent prescriptions of hydrocodone for residents: "These residents had not been prescribed the Hydrocodone by doctors. There is no evidence that 
any resident was deprived of their legitimate medications. Evidence suggests some of the employees would personally use small amount of the diverted medication, 
but the majority of the fraudulent drugs were sold on the streets * * *." Id . 

Criminal acts at LTCFs "often go undocumented, are seldom reported to law enforcement, and are rarely prosecuted. "\23\ Even so, theft and diversion at LTCFs likely 
occurs on a local level, and when reported, are investigated and prosecuted at the loca l level. The diversion of controlled substances at LTCFs, whether wide-spread or 
discrete events, are a threat to the public health and safety, especially considering that such activity poses a real and direct threat to a vulnerable population . Public 
health and safety threats to disadvantaged, underrepresented, and historically vulnerable populations, including the elderly and mentally, physically, and 
emotionally/behaviorally disabled, disordered, or challenged, must be taken that much more seriously by those public bodies charged with protecting the publ ic health 
and welfare. The DEA further notes that the misuse, abuse, and diversion of con trolled substances, including pharmaceutical controlled substances, are not limited to 
any particular age group or functional level. 

\23\ Wes Bledsoe, Criminal Offenders Residing in Long-Term Care Facilities, 2(3) J Forensic Nurs. 142 (2006). 

c. Transmission Method for Prescriptions 

One commenter requested two changes to the transmittal methods for prescriptions : (1) Allow a prescribing practitioner to call in to the pharmacy an order for a 
limi ted supply, up to a 72 hour quantity, of a schedule II medication for an LTCF patient in an emergency situation, under existing regulations for schedule 111-V 
con trolled substances; and (2) Allow a practitioner's agent, acting on behalf of a prescribing practitioner, to call in the prescribing practitioner's verbal order for a small 
(72 hour) supply of a schedule II medication for an LTCF patient in an emergency situation, under existing regulations for schedule IJl-V controlled substances. 

DEA response: The CSA requires that prescriptions for schedule II controlled substances be written, except in emergency situations as defined by the HHS. 21 U.S.C. 
829(a) . Pursuant to 21 CFR 1306. ll(d}, in the ca se of an emergency situation, a pharmacist may dispense a schedule II controlled substance upon receiving oral 
authorization from a prescribing individual practitioner prov ided that the quantity prescribed and dispensed is limited to the amount adequate to treat the patien t 
during the emergency period (dispensing beyond the emergency period must be pursuant to a written prescription signed by the prescribing individual practitioner). 

The DEA recognizes the unique challenges and issues pertaining to handling and using controlled substances at LTCFs and has previously addressed these issues 
within the limits of the CSA. \24\ For example, a prescription for a schedule II controlled substance for an LTCF resident may be transmitted by the practitioner or the 
practitioner's agent to the dispensing pharmacy by facsimile. 21CFR1306.ll(f). In addition, a prescription for a schedule II controlled substance for an LTCF 
resident may be filled in partial quantities to include individual dosage units . 21 CFR1306.13(b). 

\24\ E.g., "Preventing the Accumulation of Surplus Controlled Substances at Long Term Care Facilities," 66 FR 20833, Apr. 25, 2001; "Role of Authorized Agents In 
Communicating Controlled Substance Prescriptions to Pharmacies," 75 FR 61613, Oct. 6, 2010. 

It is emphasized that a DEA registered practitioner may not delegate to a nurse, a pharmacist, or anyone else, his or her authority to make a medical determination 
whether to prescribe a particular controlled substance. Note that the practitioner remains responsible for ensuring that the prescription conforms in all essential 
respects to the law and regulations, 21 CFR 130 6. 0S (f). 75 FR 61613, 61614, Oct. 6, 20 10. This requires the practitioner alone to determine on a prescription by 
prescription basis whether the prescription is supported by a legitimate medica l purpose and that all the essential elements of the prescriptions are met. 

d. E-Prescribing 

One commenter requested that the DEA "promote the adoption of e- prescribing by requ iring facilities and their respective pharmacy suppliers to allow physicians to 
electronically prescribe controlled substances consistent with the law and appropriate sa feguards." 

DEA response: This request is outside the scope of th is rulemaking. 

e. Emergency Kits 

One commen ter requested that the DEA "promote adoption of consistent and effective laws and policies across all states for the content and use of emergency kits 
(E-Kits) in the PA/LTC setting ." 

DEA response: Th is request is outside the scope of this rulemaking. 

6. Abuse Prevention 

Commenters raised concerns that, despite the scheduling of drugs, individuals will always find substances to abuse. These commenters argued that the proposed 
schedule II controls for 
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HCPs will not address or stop the abuse of HCPs because other schedule II controlled substances such as oxycodone products are highly abused and diverted. ' 
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DEA response: The cycle of abuse between licit and illicit opioids, abuse of licit and illicit non-narcotic prescription drugs, and continued abuse of schedule I controlled 
substances such as LSD demonstrates that what individuals and communities are facing is not a problem specific to HCPs. Rather, it is an addiction problem. Heroin 
use and prescription drug abuse are both addictions that begin with use and are sustained and promoted through increased trafficking. This serious public health 
problem can be addressed by education, appropriate screening and treatment, recovery, support, and enforcement. These initiatives can be effective regardless of 
whether the problem is fed by heroin or prescription drugs, including HCPs, and the DEA supports all of these initiatives to address both prescription drug misuse and 
abuse and heroin use. 

The problem of prescription drug abuse is fueled due to a combina tion of excessive prescribing, drug availability through friends and family, rogue pain clinics, 
practitioners who prescribe pharmaceutical controlled substances without legitimate medical purpose or outside the usual course of professional practice, pharmacies 
that dispense illegitimate prescriptions, and supply chain wholesalers and manufacturers that fail to prov ide effective controls and procedures to guard against 
diversion--all of which fuel illicit access at the expense of the public health and safety. 

A ba lanced drug control strategy, one that includes strong enforcement, education, prevention, and treatment components, can make significant progress in 
protecting our nation from the dangers of drug abuse . 

The DEA's enforcement responsibility as it pertains to drugs and other substances is clearly delineated in Federal law. Pursuant to 21 U.S.C. Sll(a), the CSA 
authorizes the DEA, under authority delegated by the Attorney General, to add to a schedule any drug or other substance if it is found that the drug or other 
substance has a potential for abuse, and makes with respect to such drug or other substa nce the findings prescribed by 21 U.S.C. 812(b) . As such, the legal system 
established by Congress specifically accounts for new substances to be added to the list of controlled substances without regard to the number of substances already 
controlled . See also 21 U.S.C. 812(a) ("Such schedules shall initially consist of**•" (emphasis added)). 

The dynamic structure constructed in the establishment of the schedules of controlled substances takes into consideration that the conclusions reached under each of 
the eight-factors specified under 21 U.S.C. Sll(c) may change over time. Scientific knowledge about a drug or substance grows, pharmacological knowledge 
increases, history and current patterns of abuse change, etc. The CSA scheduling protocols also take into account that new drug applications for drugs with abuse 
potential are submitted to and approved by the FDA as well as that clandestine chemists attempt to manipulate the molecular structures of controlled substances to 
create synthetic drugs that would have the same pharmacologic properties of a controlled drug, but not expose the chemist or distributor to criminal violations. The 
CSA, however does not only account for one-time scheduling determinations regarding the control of drugs and other substances. In addition to the initial control of 
drugs and other substances to schedules, the CSA likewise takes in to account and provides for the transfer of a drug or other substance between schedules, or for a 
drug or other substance to be removed entirely from the schedules. 21 U.S.C. 811(a) and (b) . 

Nevertheless, the DEA disagrees that control of HCPs in schedule II will not decrease abuse of HCPs. Control of HCPs in schedule II will result in increased monitoring 
of these drugs as well as increased safeguards for legitimate prescriptions. 

7. Diversion Prevention 

Commenters also questioned whether moving HCPs to schedule II would reduce diversion of HCPs. These commenters argued that the proposed schedule II controls 
for HCPs will not address or stop the diversion of HCPs because other schedule II controlled substances such as oxycodone products are still diverted despite their 
schedule II status. 

DEA response: The DEA disagrees that control of HCPs as schedu le II controlled substances will not decrease their diversion. Control of HCPs in to schedule JI will 
result in increased monitoring of these drugs as well as increased safeguards for legitimate prescriptions . 

8 . Responsibilities of Pharmacists 

The DEA received many comments, from pharmacists, physicians, ultimate users, and the general public, who were concerned that the increased admin istrative 
burden on pharmacists that might occur as a result of moving HCPs into schedule II would cause pharmacists to devote time to the administrative burdens rather than 
on patient counseling and safety. Commenters stated that the administrative burden wou ld be greatly increased in the pha rmacy set ting because: separate 
prescriptions would have to be entered for every HCP; pharmacists would have to count the prescriptions, as technicians are not legally allowed to do so in some 
States; inventories would be required of all HCPs; and increased workload associated with recordkeeping requirements (i.e., DEA Form 222). 

DEA response: The processes and procedures associated with dispensing a controlled substance are not relevant factors to the determination of whether a substance 
should be controlled or under what schedule a substance should be placed if it is controlled . See 21 U.S.C. 811 and 81 2 . 

. Requirements Applicable to Manufacturers and Distributors 

a. Effective Date 

Several of the comments submitted by members of industry (manufacturers, wholesale distributors, veterinary distributors, retail pharmacies), and/or trade 
associations representing them, focused on the timeframe for implementation of various handling requirements . A national trade association comprised of 
manufacturers and distributors of generic pharmaceutical products requested that the DEA "allow sufficient time for all parts of the supply chain to integrate the new 
requirements into their business operations." Similar requests were also posed by an individual manufacturer of HCPs, a wholesale distributor, and a reta il 
pharmacy/mai l pharmacy service provider, each who proposed a blanket six month delay before a final rule would go into effect. A nationa l trade association 
comprised of distributors requested that the DEA allow at least 12 to 24 months, with opportunity for additional extension for individual registrants on an as needed 
basis, from the effective date of the final rule to allow for changes to facilities, policies and procedures . The national trade association requested that during the 
interim period registrants be allowed to continue to hold HCPs in cages rather than to be immediately required to place these items in vaults. Specifically, the 
association proposed that the DEA "[r]ecognize a registrant's compliance with the physical security requirements if the registrant has, by the implementation date of 
the storage 
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requirements resulting from a rescheduling decision, submitted to the agency plans, blueprints, sketches, or other materials, including but not limited to signed 
contracts with contractors to implement any proposed physical security changes to the reg istrant's premises, and has otherwise been and continues to be in 
compliance with physical security requirements pursuant to [21 CFR 130 1. 72) for HCPs subject to this rescheduling decision as of the date prior to the effective date 
of a rescheduling decision." The national trade association additionally requested tha t the DEA provide specifics regarding the "process for submission of the materials 
demonstrating the vault construction plans" and how they might be able to "demonstra te compliance in lieu of vault construction completion." 

DEA Response: In accordance with the Admini st rative Procedure Act, generally, DEA scheduling actions are effective 30 days from the date of publication of the final 
rule in the Federal Register. 5 U.S.C. 553(d) . In order to ensure the con tinued availability of HCPs for legitimate medical use, while also ensuring they are not subject 
to misuse, abuse, and diversion, the DEA is establishing an effective date 45 days from the date of publication of this final rule. This 45-day period is a reasonable 
amount of time for registrants to comply with the handling requirements for a schedule II controlled substance and was established upon a full consideration of the 
totality of circumstances specific to HCPs . 

The DEA understands that 45 days to implement all schedule II handling requirements may be perceived as short by some distributors. While the DEA acknowledges 
that the supply chain will need to plan and coordi nate efforts, and may even need to temporarily modify ex isting ordering and inventory management practices, the 
DEA is required to consider the risk of diversion and ri sk to public health and safety of U.S. residen ts. 

As summarized in the NPRM and the DEA presentation at the January 24, 20 13, public DSaRM meeting, available at 
http://www. f d a . gov/down loads/ adv iso rycomm i tte es/ comm i tteesmeeti n g mate ria Is/ drugs/ d ru gsa f et ya n dri skma na gme n ta dvisorycom mi ttee/ ucm34 6941 . pdf, and 
discussed in detail in the supporting eight- factor analyses, HCPs are being abused with adverse effects both individually and to the public health and safety, 
accordingly, it should be placed into schedule II as soon as practicable . Prescription drug abuse refers to the intentional misuse of a medication by using more than 
medically indicated in order to feel the drug's psychoactive effects and/or using the drug in a manner that is not medically indicated. Prescription drug abuse has 
increased exponentially in the last 15 years and is the Nation's fastest growing drug problem. Factors including excessive prescriptions, drug availability through 
riends and family, Internet trafficking, rogue pain clinics, pharmacies that dispense illegi timate prescriptions, and failed safeguards by wholesalers and manufacturers 
o guard against diversion have all contributed to the prescription drug abuse problem . 

e increase in prescription drug abuse has also been attributed to ease of obtaining the drug and the misconception that abusing prescription drugs is much sa fer 
an using and abusing street drugs. According to the 2012 Partnership Attitude Tracking Study (PATS), 43% of teenagers believe that prescription medications are 

"easier to obtain" than illegal drugs. In addition, the 2012 PATS also reported that 27% of teens believe that misusing or abusing prescription drugs is "safer" than 
using street drugs. Some of the increased demand for prescription opioid painkillers is from people who use them non- medically (using drugs without a prescription or 
just for the high they cause). sell them, or get them from multiple prescribers at the same time (CDC Vital Signs, July 2014, Opioid Painkiller Prescribing, Where You 
Live Makes a Difference). 
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According to the 20 12 National Survey on Drug Use and Health (NSDUH), approximately 2.6% or 6.8 million people ages 12 and older are nonmedical users of 
prescription drugs. Abuse of opioid drugs, including HCPs, can lead to addiction, respi ratory depression, and death. There were more than 16,000 deaths due to abuse 
of opioid drugs including HCPs in 2010. That is more than 1,333 people dying each month . According to the CDC, 38,329 people died from a drug overdose in the 
United States in 2010. Of these deaths, 22,134 people or 60% involved prescription drugs. Seventy-five percent of the prescription drug overdose deaths (16,651 
people) were due to opioid drugs primaril y containing oxycodone, hydrocodone, or methadone. 

Abuse of prescription drugs is particularly alarming since data are strongly indicating that prescription opioid drug abuse can lead to heroin abuse.\25\ Specifica ll 
data show that the population with the highest rate of heroin initiation was that population with prior nonmedica/ pain reliever use. The rate of heroin initiation am 
prior nonmedical pain reliever users was approximately 19 times greater than those who did not have such prior use. The rate of heroin initiation increased with 
increases in the frequency of past year nonmedical pain reliever use . Id. 

\25\ SAMHSA, Center for Behavioral Health Statistics and Quality, Data Review, Associations of Nonmedical Pain Reliever Use and Initiation of Heroin Use In the United 
States. August 201 3 available at http://www.samhsa.gov/data/2k1 3/Da taReview/DR006/nonmedical-pain-reliever-use-2013.htm. 

The DEA has long held that increased heroin use is driven primarily by an increase in the misuse and abuse of prescription opioid drugs, particularly HCPs. The DEA's 
investigations indicate that the cost of prescription opioid drugs on the street may be as high as $80 .00 per tablet and makes it difficult for teens and young adults to 
purchase drugs in support of their addiction. Therefore, abusers of prescription opioid drugs may resort to using heroin, a much cheaper alternative that produces 
similar euphoric effects, to keep the drug seeker/abuser from experiencing painful withdrawal symptoms. According to the most recent NSDUH, there were 335,000 
heroin users in 2012, which is more than double the number in 2007 (161,000). In the decade from 2002 to 2011, the annual number of drug poisoning deaths 
involving heroin doubled, from 2,089 deaths in 2002 to 4,397 deaths in 2011.\26\ 

\26\ Hedegaard H, Chen L-H, and Warner M. Quick Stats: Rates of Drug Poisoning Deaths Involving Heroin, * by Selected Age and Racial/Ethnic Groups--United 
States, 2002 and 2011, MMWR 2014; 63:595. 

HCPs are the most prescribed drug in the United States . Production of HCPs has increased from 15,359 kilograms in 1998 to 63,338 kilograms in 2012 (IMS, 2014). 
Increased production of HCPs is directly due to the increased prescription of these drugs to treat and alleviate pain. Even though there is legitimate use of HCPs, data 
indica te that a considerable population misuse HCPs. The National Poison Data System (NPDS) reported during the period of 2006-2012, that 45.4% of the total 
exposures to HCPs were considered intentional exposures, a surrogate to usage for abuse or misuse. The high percentage of HCPs for misuse supports that HCPs are 
contributing to prescription opioid drug abuse and may consequently lead to heroin abuse and death. 

In order to prevent continued misuse, abuse and diversion, it is necessary to set an effective date for this scheduling action, including security and labeling 
requirements, with all reasonable haste. 
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After careful consideration of the risk to the U.S. public health and safety related to the diversion and abuse of HCPs, the DEA believes the 45-day effect ive date is 
reasonable . 

From the 2007 Economic Census, the DEA estimates that the inventory turnover ratio for the industry \27\ is approximately 11.3 .\28\ The inventory turnover ratio 
represents the number of times the inventory sells (turns) in a year. The 11.3 inventory turnover ratio equates to an average of 32 days to sell inventory. The 11 .3 
turnover ratio is consistent with that of large distributors where finan cia l information was publicly availab le and reviewed . The inventory turnover ratio is a reasonable 
estimate for the enti re industry and all products under the circumstances. Publicly reviewed data show that about 85% of al l revenues (an indirect indicator of dosa 
units moved) from drug distribution in the United States come from three public wholesalers, each with annual revenue in the billions. The DEA additionally notes 
many regiona l and specialist pharmaceutical wholesalers have been acquired by the largest three distribution companies. Because the 32 days to se ll inventory is a 
average based on industry-wide Census data, it is possible for an individual company and/or product line to experi ence a shorter or longer time to se ll. 

\ 27\ NAICS 424210--Drugs and druggists' sundries merchant wholesalers; Merchant wholesalers, except manufacturers' sales branches and offices. 

\28\ The inventory turnover ratio of 11.3 was calculated by dividing the 2007 "cost of goods sold" for the industry of $280,481,051,000 by the average end-of-year 
2006 and 2007 total inventories of $24, 782,835,000. 

Since HCPs are the most prescribed opioid drugs in the United States, with over 137 million prescriptions dispensed in 2013,\29\ the DEA expects distributors to 
continue to rece ive and distribute HCPs at high volume and with regularity; thus, anticipating shorter than average days to sell HCPs than the overall industry average 
ratio. In other words, the very high volume of sales indicates that HCPs are moving very quickly through the su pply chain to meet demand, indicating high turnover 
and low inventory. However, to accommodate those manufacturers and distributors that have lower than average ind ustry turnover ratio, the DEA is establishing an 
effective date of this fina l rule , including labeling and packaging requirements, 45 days from the date of publication. Based on the available information, and the lack 
of specific information regarding manufacturer and distributor inventory practices with respect to HCPs, the DEA believes this will provide a reasonable t ime for 
distributors to sell existing stock with pre-control labeling and packaging (C-III) and to stock inventory with post-contro l labeling and packaging (C-Il). 

\ 29\ IMS Health, National Sales Perspective TM (NSP) . 

The DEA an t icipates manufacturers to begin developing inventory of HCPs wi th schedu le II labe ls prior to the effective da te of the rule to have stock ready to be 
distributed upon effect of this rule. The DEA estimates that 45 days is a reasonable amoun t of time for manufacturers and distribu tors to deplete existing inventory of 
HCPs. The packaging and labeling requirements for manufacturers and distributors do not apply to dispensers. Dispensers with HCPs in commercial containers labeled 
as schedule III may continue to dispense these HCPs after the implementation of this rule . 

The DEA believes that HCPs labeled as C-III can be exchanged with HCPs containing new labels at nominal cost. The rule allows this exchange in a similar manner to 
the return of expired controlled substances authorized under existi ng regulations. Since manufacturers are expected to have ready -inventory of HCPs with new labels, 
exchanges are expected to occur without delay. In this rule, the DEA is allowing transfers of HCPs labeled as schedu le III to be returned in exchange for HCPs labeled 
as schedule II without the requirement for procurement quota . Therefore, the DEA believes HCP manufacturers and distributors can reasonably make the necessary 
labeling changes and have inventory to meet the demands of customers. 

The DEA acknowledges distributors may need to make some modifications to their inventory management system and operating procedures. However, these changes 
are expected to be procedural changes with only nominal impact on the burden created by the activities. For example, a distributor will need to receive, unpack, 
record the product in inventory, store, accept orders, and ship out to customers. These are all activities that occur regardless of the control status of HCPs. The 
anticipated changes may be a modification to the inventory management system and possible expansion of storage space (vaults). 

The DEA has carefully considered the security requirements for compliance with this rule . As confirmed by the national trade association comprised of distributors, 
current distributors of HCPs are DEA registran ts with existing contro lled substance storage fa cil ities that comply with DEA regulations. The DEA believes the DEA 
regulations provide flexibi lity that enables the supply chain to quickly implement the new rule without delay or significant cost. 

Modifications necessary for physical security compliance will be a one-time modification primarily to provide for appropriate storage. The DEA understands that 
handlers of HCPs may also need to make modification s to their current security procedures for compliance. To a lesser extent, there may be necessary modi ficatio 
operating procedures, staff t raining, and amendments to suspicious order monitoring systems . However, due to the high diversion and abuse profile of HCPs, it is 
reasonably likely that most, if not all , manufacturers and distributors already provide controls and procedures to guard against theft and diversion of HCPs. That is, 
due to the high diversion potential of HCPs, most, if not all, manufacturers and distributors likely already have operat ing procedures (e.g., suspicious order monitoring 
systems, staff tra ining) to guard against theft and diversion of HCPs, thereby necessi tating minimal (if any) changes to these non-physical security controls. The DEA 

http://www.deadiversion .usdoj.gov/fed _regs/rules/20 l 4/fr0822.htm 12/30/2014 



Rules - 2014 - Rescheduling ofHydrocodone Combination Products From Schedule III to Schedule II Page 13of18 

believes that a 45-day period will provide handlers of HCPs a reasonable amount of time to implement any one-t ime modifications to comply with the DEA regulat ions. 
Registrants are familiar.with the applicable security regulations, and already have systems in place with respect to other schedule II controlled substances . . 
Accordingly, it is reasonable to revise operating procedures, amend monitoring systems, and train staff with respect to HCPs as schedule II controlled substances 
within the 45-day compliance timeframe. 

The DEA has specifically chosen not to stagger implementation dates of handling requirements for the reasons stated herein. Also, different implementation dates 
leads to confusion and inconsistent application of the law, particularly with respect to rescheduling a drug from schedule III to schedule II. Schedule II and III 
substances are subject to different recordkeeping and reporting requirements, for example, and registrants would have difficulty keeping and maintaining records and 
inventories. Also, if one registrant category were to handle HCPs as schedule III controlled substances while another registrant category were to handle HCPs as 
schedule II controlled substances, it would be confusing (for the registrants and for enforcement authorities), particularly with respect to the relevant transaction 
records . 
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The DEA strongly advises registrants to work closely with their local DEA office regarding submission of materials, storage containers, all applicable security 
requirements, and any necessary modifications due to compliance with this rule . 21CFR1301.71(d); see also 21CFR1307.03. After 45 days from the date of 
publication, HCPs will be subject to schedule II security requirements and must be handled and stored pursuant to 21 U.S.C. 821 and 823 and in accordance with 21 
CFR 1301.71-1301.93. 

b. Distribution of C-Ill Labeled HCPs Post Implementation 

The comments of a manufacturer, wholesale distributor, and national trade association comprised of distributors, each discussed their concerns about how commercial 
containers of HCPs labeled as "C-III" would be handled. The manufacturer requested that the DEA allow at least nine months from the date of issuance of the final rule 
for distribution of commercial products labeled as "C-III" in order to allow time for the supply chain to be restocked . This same company also requested that the DEA 
clarify the ability of reverse distributors and other registrants to continue to handle HCPs labeled as "C-III" for at least three months after the expiration date of the 
substance, in order to account for handling HCPs for purposes of destruction . The wholesale distributor wrote in favor of immediate implementation of the use of DEA 
Form 222, while allowing HCPs already labeled as C-III to be continuously distributed until depleted. 

DEA response: For the reasons discussed in response to the previous comments, as of the effective date of the final rule, pursuant to 21 U.S.C. 821, 825, and 958 
(e) and in accordance with 21 CFR 1302.03, manufacturers are required to print upon the labeling of each commercial container of HCPs they distribute the 
designation of HCPs as "C-11." It shall be unlawful for commercial containers of HCPs to be distributed downstream without bearing the label properly identifying them 
as schedule II controlled substances in accordance with 21 CFR part 1302. As clearly stated in 21 CFR 1302.05, "[a]ll labels on commercial containers of, and all 
labeling of, a controlled substance which either is transferred to another schedule or is added to any schedule shall comply with the requirements of Sec. 1302.03, on 
or before the effective date established in the final order for the transfer or addition." Accordingly, the DEA is requiring that commercial containers of HCPs distributed 
on or after 45 days from the date of publication of the final rule be labeled as "C-11" and be packaged in accordance with 21 CFR part 1302. 

A distribution of HCPs on or after the effective date of this final rule, is a distribution of a schedule II controlled substance, and a DEA Form 222 is required to be used 
to conduct the transfer in accordance with 21CFR1305.03. A registrant may transfer commercial containers of HCPs labeled as "C-III" upstream on or after the 
effective date of the final rule, with utilization of a DEA Form 222 as required in accordance with 21 CFR 1305.03. Utilization of the DEA Form 222 ensures that 
schedule I and II controlled substances are accounted for, and allows for the detection and prevention of diversion. 

Additionally, as discussed previously in more detail in the Economic Impact Analysis, the DEA believes that any manufacturer or distributor that requires more than 45 
days to sell HCP inventory under normal circumstances can make minor modifications to ordering and stocking procedure for a transitional period to meet the 
established effective date . Distributors also have the option of returning excess stock of HCPs labeled as "C-III" to the manufacturer, or the manufacturer's authorized 
agent, as authorized by this final rule, or in accordance with 21CFR1307.12. 

The DEA takes this opportunity to clarify that the regulation pertaining to labeling of commercial containers applies to distributions by manufacturers and distributors. 
The DEA does not regulate the labeling and packing of commercial containers of controlled substance downstream of distributors . 

. Exemption of Distributors and Manufacturers 

national trade association comprised of distributors and an individual manufacturer of HCPs requested that the DEA provide an exemption from the schedule II 
-ontrolled substance security requirements for manufacturers and distributors of HCPs. Both commenters based this request on the assertion that manufacturers and 
istributors are not a documented significant source of diversion. 

DEA response: Scheduling determinations are based on scientific determinations regarding the drug or other substance's potential for abuse, its potential for 
psychological and physical dependence, and whether the drug or other substance has a currently accepted medical use in treatment in the United States. 21 U.S.C. 
812(b). The DEA· may not reschedule, or refuse to reschedule, a drug or other substance based on purported sources of diversion. One of the primary functions of the 
DEA Diversion Control Program is to ensure that registrants are in compliance with the safeguards inherent in the CSA. This proactive approach is designed to identify 
and prevent the large scale diversion of controlled substances and listed chemicals into the illicit market. Manufacturers and distributors pose the greatest potential for 
large- scale diversion. As discussed in the final rule, "Controlled Substances and List I Chemical Registration and Reregistration Fees," there is great risk and grave 
consequences associated with the quantity and purity of controlled substances and/or chemicals with each manufacturer at this point in the closed system. 77 FR 
15234, 15241, March 15, 2012. Accordingly, non-practitioners such as manufacturers and distributors must adhere to very stringent physical security requirements . 
The DEA has determined that there is a high potential for abuse of HCPs, and this, inter alia, requires that HCPs be controlled in schedule II. The physical security 
requirements applicable to schedule II controlled substances will provide secure controls to detect and prevent diversion of HCPs. Accordingly, the DEA declines to 
exempt manufacturers or distributors from the physical security requirements applicable to HCPs upon control in schedule II. However, the DEA encourages 
manufacturers and distributors to work closely with their local DEA office regarding submission of materials, storage containers, all applicable security requirements, 
and any necessary modifications due to compliance with this rule . 21 CFR 1301.71(d); see also 21 CFR 1307.03. 

10. Economic Impact 

a. Cost to Ultimate Users 

Several commenters stated that the DEA had failed to fully take into account costs and impacts to ultimate users in its economic impact analysis. 

DEA response: Scheduling decisions are based on scientific determinations regarding the drug or other substance's potential for abuse, its potential for psychological 
and physical dependence, and whether the drug or other substance has a currently accepted medical use in treatment in the United States. 21 U.S.C. 812(b) . The 
DEA may not reschedule, or refuse to reschedule, a drug or other substance based on the population it is intended or approved to treat, or potential impacts thereon. 
However, as 

[[Page 49678)) 

discussed above, scheduling or rescheduling a drug does not hinder legitimate access to needed medication . For the reasons discussed earlier in this document, the 
DEA does not believe that there will be significant impacts, if any, on ultimate users associated with this rulemaking. 

b. Cost of Physical Security 

Several commenters suggested that it would cost millions of dollars for distributors and retail pharmacies to obtain new vaults or increase the size of their vaults to 
accommodate for the influx of HCPs. Another commenter suggested that only a limited number of firms can build vaults that meet the requirements of the DEA and 
because of this, constructing a vault would be time consuming and costly. 

DEA response: Scheduling determinations are based on scientific determinations regarding the drug or other substance's potential for abuse, its potential for 
psychological and physical dependence, and whether the drug or other substance has a currently accepted medical use in treatment in the United States . 21 U.S.C. 

12(b). The DEA may not reschedule, or refuse to reschedule, a drug or other substance based on economic impacts. 

etail pharmacies are not required by the CSA or DEA regulations to place schedule II controlled substances in a vault or safe. Jn accordance with 21 CFR 1301.75 
b), pharmacies may disperse schedule II controlled substances throughout their stock of noncontrolled substances in such a manner as to obstruct the theft or 

diversion of the controlled substances . 

11. Proposed Alternatives 

a. Establishment of a National Prescription Drug Monitoring Program (PDMP) 
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Several commenters requested the implementation of a national prescription drug monitoring program (POMP) either as an alternative to reschedul ing HCPs, or 
possibly in addition thereto, as a means of curtailing doctor shopping and preventing abuse. For example, one commenter noted that "Despite broad consensus that . 
prescribers and public health officials need these essential tools modernized to support clinical decision-making and identify state and regional patterns of abuse and 
diversion, state-based PDMPs continue to have limited financial resources and interoperability***." Another commenter stated that PDMPs "can be improved by 
creating incentives for inter-state connectivity, making data available in a more timely fashion and unifying standard submissions." 

DEA response: One of the best ways to combat the rising tide of prescription drug abuse is the implementation and use of PDMPs. PDMPs help prevent and detec 
diversion and abuse of pharmaceutical controlled substances, particularly at the retail level where no other automated information collection system exists. POMP 
valuable tools for prescribers, pharmacists, and law enforcement agencies to identify, detect, and prevent prescription drug abuse and diversion. 

The DEA supports and encourages the development and maintenance of PDMPs at the State level. Currently, 48 States have an operational POMP (meaning callee 
data from dispensers and reporting information from the database to authorized users). One State has enacted legislation enabling the program to come on line; 
Missouri has no state POMP. As of February, 2014, only 16 States mandate usage of POMP. Of those 16 States, 6 States mandate its usage in designated 
circumstances and 10 mandate its use in broader circumstances. Currently, 26 States have adopted the Interconnect platform for data sharing . 

The DEA agrees with these commenters that the use of PDMPs is challenging across State lines because interconnectivity is limited. Interconnectivity or a nationwide 
system would help deter and detect drug traffickers and drug seekers, many of whom willingly travel hundreds of miles to gain easy access to unscrupulous pain 
clinics and physicians. 

The Department has supported the development of PDMPs through the Harold Rogers Prescription Drug Monitoring grant program, distributing a total of over $87 
million from FY 2002 to FY 2014 , including $7 million in FY 2014. The purpose of this program is to enhance the capacity of regulatory and law enforcement agencies 
to collect and analyze controlled substance prescription data . It focuses on providing help for States that want to establish a POMP or expand an existing POMP. In 
2012, the Department provided further policy guidance on data sharing efforts among State PDMPs, a critical aspect of the program. 

b. Better Utilization of Currently Established State PDMPs Already in Existence 

One commenter suggested that State monitoring systems should be used in a way to specifically identify usage of HCPs in the respective State. The commenter stated 
that this would allow each State to develop its own methods for handling the abuse of HCPs problem rather than making a nationwide rule rescheduling HCPs to 
schedule II. Another commenter suggested that practitioners should use State prescription monitoring programs more to prevent unnecessary refills and prescriptions, 
thereby preventing abuse. Another commenter suggested that States should be mandated to implement a POMP if they don't already have one in existence. 

DEA response: As mentioned above, States are free to implement their own POMP. Moreover, States may customize their POMP in a way that is most beneficial to that 
State. The States can do this so long as the laws governing the program do not conflict with the CSA, DEA regulations, or other fede ral law. 

However, the DEA, as required by the CSA, has an obligation to control drugs or other substances that have a potential for abuse. Once the DEA controls a drug or 
substance, it must apply the provisions of the CSA to that newly controlled drug or substance. As stated, scheduling determinations are based on scientific 
determinations regarding the drug or other substance's potential for abuse, its potential for psychological and physical dependence, and whether the drug or other 
substance has a currently accepted medical use in treatment in the United States. 21 u.s.c. 812(b). 

c. Establishment of a List of "Vetted Patients" 

One commenter suggested "that people who genuinely need the medication * * * be listed in the state monitoring system as patients who have been vetted and 
should be prescribed the medication withou t [schedule II) requirements." The commenter proposed that such vetting could be done on a six month renewal basis. 

DEA response: The CSA does not prevent the States from enacting laws related to controlled substances or prevent States from creating stricter laws. See 21 U.S.C. 
903 . However, States cannot create rules that are more relaxed than the CSA, and its implementing regulations, as this would be a conflict. See Id. Creating a list of 
vetted patients who do not have to comply with schedule II requirements would be in direct conflict with the CSA and schedule II prescription requirements. An 
individual practitioner must determine if an individual has a legitimate medical purpose to be issued a prescription for a controlled substance each time a prescription 
is issued. There is no 
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mechanism to "vet" a patient in the CSA. 

d. Monitoring and/or Enforcement I 
One commenter stated that "I believe more effort should go into the monitoring the narcotics registry and targeting [of] patients or doctors that are suspicious for 
abuse rather than trying to restrict the narcotics given ." Another suggested to "vet the patients by 2 different doctor evaluations, vetting to extend for 6 months. 
Register the vetted patients in the state drug monitoring programs as 'OK' to obtain 90-day supplies. Patients not vetted get a very limited supply." 

DEA response: The DEA actively pursues administrative action and civil and criminal prosecution of DEA registrants and individuals who divert controlled substances. 
One of the primary functions of the DEA Diversion Control Program is to ensure that all DEA registrants are in compliance with the safeguards inherent in the CSA. 
This proactive approach is designed to identify and prevent diversion of controlled substances and listed chemicals into the illicit market. Insofar as the issuance of and 
the filling of control led substance prescriptions is concerned, prescribers and pharmacies, have an obligation to ensure that they do not prescribe or dispense 
controlled substances to individuals with no legitimate medical purpose for the controlled substance. 

e. Change of Prescription Requirements While Retaining Schedule III Status 

Several commenters suggested that the DEA change prescription requirements for HCPs while keeping them as schedule III controlled substances instead of 
transferring them to schedule II of the CSA. For example, some commenters suggested that subcategories be created for specific categories of practitioners, such as 
oncologists or emergency practitioners. Other commenters suggested that the DEA should limit the quantity of HCPs prescribed or number of refills authorized instead 
of rescheduling HCPs. As an example, one commenter suggested that any HCP prescriptions of 30 tablets and under should remain as a schedule III controlled 
substance and prescriptions for over 30 tablets of HCPs should be a schedule II controlled substance. 

DEA response : The DEA cannot retain schedule III status for HCPs, as the DEA has determined that HCPs satisfy the criteria for control in schedule II of the CSA. 21 
u.s.c. 812(b). 

The Assistant Secretary of the HHS provided a scientific and medical evaluation and a scheduling recommendation to control HCPs as a schedule II controlled 
substance. In accordance with 21 U.S.C. 811(c), the DEA conducted its own analysis of the eight factors determinative of control. Besides published literature, 
various other data as detailed in the supporting documents were considered in making the scheduling determination for HCPs. Thus, the scheduling determination is 
based on a comprehensive evaluation of all available data as related to the required eight factors . The summary of each factor as analyzed by the HHS and the DEA, 
and as considered by the DEA in this scheduling action, was provided in the proposed rule . Both the DEA and the HHS analyses have been made available in their 
entirety under "Supporting and Related Material" of the public docket for this rule at http://www.regulations.gov under Docket No. DEA-389. Based on the review of 
the HHS evaluation and scheduling recommendation and all other relevant data, the DEA found that HCPs have an abuse potential and meets the requirements for 
schedule II controls under the CSA . 

f. Education of Prescribing Practitioners 

Several commenters suggested that prescribing practitioners should receive education about the problems of HCP abuse, addiction, and prevention of diversion rather 
than rescheduling HCPs. 

DEA response: The DEA fully supports efforts by medical professionals, acting alone and as part of professional organizations, as we ll as industry associations, to 
educate members of their profession/industry on the risks associated with prescription opioid use and on ways to prevent misuse, abuse, and diversion of prescriptio 
opioid products. These efforts are an important and integral part of tackling the problem of prescription opioid abuse. 

However, as recognized by the CDC, the United States is in the midst of a public health crisis regarding prescription painkiller overdose. Individuals, families, and 
society are suffering the effects of abuse and addiction . People are dying . In their 2011 report, the CDC estimated that 75 opioid- related deaths occur each day. 
equates to over 27,000 people each year. As a society, America simply cannot afford to wait for self-initiated educational programs· and measures by medical 
professionals and industry to solve the problem on their own. As acknowledged by commenters advocating solely for an educational approach, opioid consumption i 
the United States continues to increase despite self-initiated professional educational endeavors such as symposia and scientific articles. 

One physician who wrote in support of rescheduling asserted that only a limited number of practitioners have paid attention to the warnings issued regarding the risk 
of addiction, overdose, and death associated with use of HCPs. It was this physician's belief that: "The opioid epidemic has mainly resulted from a large volume of 
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misinformed doctors failing to understand the risks and limited benefits of these drugs, especially for chronic noncancer pain, one of the most common reasons why 
patients seek medical care." This concern has been echoed by the HHS. The HHS has noted "Multiple studies have shown that a small percentage of prescribers are 
responsible for prescribing the majority of opioids." Behavioral Health Coordinating Committee, Prescription Drug Abuse Subcommittee, HHS. Addressing Prescription 
Drug Abuse in the United States : Current Activities and Future Opportunities. 2013 . (internal citations omitted). The HHS points out, however, that "Providers who are 
not high-volume prescribers may also contribute to opioid abuse and overdose because of a lack of education and awareness about appropriate opioid prescribing * * 
* ." The HHS additionally stated, "Even when sufficient information exists, studies show that some providers do not follow risk mitigation strategies even for patients 
known to be at high risk for abuse." Id. The physician- commenter asserted that "Upscheduling hydrocodone combination products will, at the very least, send a clear 
message to these providers that hydrocodone is a narcotic in the same class as oxycodone, morphine and heroin, which should be prescribed and refilled with the 
utmost of selectivity, caution and close patient follow-up." 

The problem must be addressed both nationally and locally by using all available legal and social measures at hand. At the Federal level, this includes following the 
legal path directed by Congress to address issues of substance abuse and trafficking. As part of a comprehensive approach involving multiple Federal and State actors 
to address these concerns, Congress has charged the DEA with the responsibility to implement and enforce, to the fullest extent of the law, the requirements of the 
CSA. This includes ensuring that drugs and other substances are appropriately scheduled concordant with the factors for each schedule under 21 U.S.C. B12 (b). 
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g. Education and Rehabilitation of Ultimate Users 

Several commenters suggested that patient education and/or rehabilitation was the proper route to address abuse of HCPs rather than rescheduling. 

DEA response: A multi-pronged approach, one that includes education, treatment, monitoring, and law enforcement is needed to combat this epidemic. The DEA 
supports all efforts to educate patients about the risks associated with use of substances with abuse potential. As discussed above, an analysis of the eight factors 
determinative of control demonstrates that HCPs warrant control II of the CSA. 21 U.S.C. 812(b) . 

h. Strict Enforcement/Sanctions 

Several commenters voiced an opinion that there should be strict enforcement against those that have diverted and illegally sold prescription HCPs. These 
commenters stated it would be a good idea to ban these offenders from receiving HCPs or reduce limits on how much HCPs an offender can receive. In addition, 
several commenters suggested tougher sanctions and enforcement should be applied to providers who are not lawfully practicing their trade rather than punishing 
those who are obeying the laws. 

DEA response: The DEA mission is to implement and enforce the CSA and corresponding regulations to the fullest extent of the law. The DEA actively pursues 
administrative action and civil and criminal prosecution of DEA registrants and other individuals who divert controlled substances. One of the primary functions of the 
DEA Diversion Control Program is to ensure that registrants are in compliance with the safeguards inherent in the CSA. The DEA supports State and local law 
enforcement, and State professional and regulatory boards in their efforts to prevent diversion and enforce the controlled substances laws. 

v. Scheduling Conclusion 

Based on consideration of all comments, the scientific and medical evaluation and accompanying recommendation of the HHS, and based on the DEA's consideration of 
its own eight-factor analysis, the DEA finds that these facts and all other relevant data constitute substantial ev idence of potential for abuse of HCPs. As such, the DEA 
is rescheduling HCPs as a schedule II controlled substance under the CSA. 

VI. Determination of Appropriate Schedule 

The CSA outlines the findings required to transfer a drug or other substance between schedules (I, II, III, JV, or V) of the CSA. 21 U.S.C. 811(a); 21 U.S.C. 812(b). 
After consideration of the analysis and rescheduling recommendation of the Assistant Secretary for Health of the HHS and review of available data, the Administrator 
of the DEA, pursuant to 21 U.S.C. 811(a) and 21 U.S.C. 812(b)(2), finds that: 

1. HCPs have a high potential for abuse. The abuse potentia l of HCPs is comparable to the schedule II controlled substance oxycodone; 

2. HCPs have a currently accepted medical use in treatment in the United States. Several pharmaceutical products containing hydrocodone in combination with 
acetaminophen, aspirin, other NSA!Ds, and homatropine are approved by the FDA for use as analgesics for pain relief and for the symptomatic relief of cough and 
upper respiratory symptoms associated with allergies and colds; and 

3. Abuse of HCPs may lead to severe psychological or physical dependence. 

Based on these findings, the Administrator of the DEA concludes that HCPs warrant control in schedule II of the CSA. 21 U.S.C. 812(b)(2). 

VII. Requirements for Handling HCPs 

Upon the effective date of this final rule, any person who handles HCPs will be subject to the CSA's schedule II regulatory controls and administrative, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engaging in research, conducting instructional activities, and 
conducting chemical analysis, of schedule II controlled substances, including the following: 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in research, conducts instructional activities with, or conducts 
chemical analysis with) HCPs, or who desires to handle HCPs, must be registered with the DEA to conduct such activities pursuant to 21 U.S.C. 822, 823, 957, and 
958, and in accordance with 21 CFR parts 1301 and 1312 as of October 6, 2014. 

Security. HCPs are subject to schedule II security requirements and must be handled and stored pursuant to 21 U.S.C. 821 and 823, and in accordance with 21 CFR 
1301.71-1301.93 as of October 6, 2014. 

Labeling and Packaging. All labels, labeling, and packaging for commercial containers of HCPs must comply with 21 U.S.C. 825 and 958(e), and be in accordance with 
21 CFR part 1302 as of October 6, 2014, except with respect to exchanges for purposes of relabeling/ repackaging as provided below under "Quotas." 

Quotas. A quota assigned pursuant to 21 U.S.C. 826 and in accordance with 21 CFR part 1303 is required in order to manufacture HCPs as of October 6, 2014. 
Registrants required to obtain an individual manufacturing quota shall not manufacture HCPs on or after October 6, 2014, unless an individual manufacturing quota is 
granted for such quantities of HCP to be manufactured. Registrants required to obtain a procurement quota shall not procure HCPs on or after October 6, 2014, unless 
a procurement quota is granted for such quantities of HCP to be procured. 

Except, registrants authorized to manufacture schedule II and Ill controlled substances may relabel/repackage HCPs labeled as "Cill" or "C-!11" without obtaining 
procurement quota for such activity, under the following conditions: 

(1) The manufacturing activity occurs before December 8, 2014; 

(2) if the manufacturer is relabeling/repackaging HCPs that were returned to the manufacturer, the manufacturer returns the same quantity and strength of HCPs 
labeled as "CII" or "C-II" back to the registrant that returned HCPs labeled as "Clll" or "C-III" to the manufacturer; and 

(3) an invoice or the DEA Form 222 (whichever is applicable) records the transfer and reflecfs that the transfer occurred pursuant to the authority contained in this 
final rule . 

For example, if before October 6, 2014, distributor A transfers 5 packages of 100-bottle 5/325 HCPs labeled as Clll/C-III to manufacturer B, solely for the purpose of 
relabeling, the invoice would reflect that the transfer occurred pursuant to the authority in this final rule. If the return occurs after October 6, 2014, the DEA Form 222 
would reflect that the transfer occurred pursuant to the authority contained in this final rule. When the manufacturer distributes HCPs labeled as "CII" or C-II" back to 
the registrant that returned the HCPs labeled as "Clll " or "C-111," the manufacturer must return the same quantity and strength that was originally received for 
relabeling/repackaging. The DEA Form 222 will, again, reflect that the transfer occurred pursuant to the authority contained in this final rule . 

In the above example, the manufacturer would not be required to obtain a procurement quota in order to relabel/repackage 5 packages of 100-bottle 5/325 HCPs, so 
ong as 

[[Page 49681]) 

manufacturer B subsequently transfers to distributor A 5 packages of 100-bottle 5/ 325 HCPs labeled as Cll/C-11, unless the relabel/repackage activity occurs after 

December 8, 2014. ~ 
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Registrants may continue to return HCPs pursuant to 21 CFR 1307.12. 

Inventory. Any person who. becomes registered with the DEA on or after the effective date of the final rule must take an initia l inventory of all stocks of controlled 
substances ( including 'HCPs) on hand on the date the registrant first engages in the handling of controlled substances pursuant to 21 U.S.C. 827 and 958, and in 
accordance with 21 CFR 1304.03, 1304.04, and 1304.ll(a) and (b) as of October 6, 2014. 

After the initia l inventory, every DEA registrant must take a new inventory of all stocks of controlled substances (including HCPs) on hand every two years pursu 
21 U.S.C. 827 and 958, and in accordance with 21CFR1304.03, 1304.04, and 1304.11. 

Records and Reports. Every DEA registrant must maintain records and submit reports with respect to HCPs pursuant to 21 U.S.C. 827 and 958, and in accordan 
with 21 CFR parts 1304 and 1312 as of October 6, 2014. Each pharmacy with a modified registration under 21 U.S.C. 823(f) that authorizes the dispensing o 
controlled substances by means of the Internet must submit reports to the DEA regarding HCPs pursuant to 21 u.s.c. 827 and in accordance with 21 CFR 130 
as of October 6, 2014. 

Orders for HCPs. Every DEA registrant who distributes HCPs must comply with order form requirements, pursuant to 21 U.S.C. 821 , 828, 871 and in accordance with 
21 CFR parts 1305 and 1307 as of October 6, 2014. 

Prescriptions. All prescriptions for HCPs must comply with 21 U.S.C. 829 (a) and must be issued in accordance with 21 CFR part 1306 and subpart C of 21 CFR part 
1311 as of October 6, 2014. No prescription for HCPs issued on or after October 6, 2014 shall authorize any refills. Any prescriptions for HCPs that are issued before 
October 6, 2014, and authorized for refilling, may be dispensed in accordance with 21 CFR 1306.22-1306.23, 1306.25, and 1306.27, if such dispensing occurs 
before April 8, 2015 . 

Importation and Exportation. All importation and exportation of HCPs must be in compliance with 21 U.S.C. 952, 953, 957, and 958, and in accordance with 21 CFR 
part 1312 as of October 6, 2014. 

Liability. Any activity involving HCPs not authorized by, or in vio lation of, the CSA or its implementing regulations, occurring as of October 6, 2014, is unlawful, and 
may subject the person to administrat ive, civil, and/or criminal action . 

VIII. Regulatory Analyses 

Executive Orders 12866 and 13563 

In accordance with 21 u.s.c. 811(a), this scheduling action is subject to formal rulemaking procedures performed "on the record after opportunity for a hearing," 
which are conducted pursuant to the provisions of 5 U.S.C. 556 and 557. The CSA sets forth the procedures and criteria for scheduling a drug or other substance. 
Such actions are exempt from review by the Office of Management and Budget (OMB) pursuant to section 3(d)(l) of Executive Order 12866 and the principles 
reaffirmed in Executive Order 13563. 

Executive Order 12988 

This regulation meets the applicable standards set forth in sections 3(a) and 3(b)(2) of Executive Order 12988 Civil Justice Reform to eliminate drafting errors and 
ambiguity, minimize litigation, provide a clear legal standard for affected conduct, and promote simplification and burden reduction. 

Executive Order 13132 

This rulemaking does not have federalism implications warranting the appl ication of Executive Order 13132. The rule does not have substantial direct effects on the 
States, on the relationship between the national government and the States, or the distribution of power and responsibilities among the vario us levels of government. 

Executive Order 13175 

This rule does not have tribal implications warranting the application of Executive Order 13175. It does not have substantial direct effects on one or more Indian 
tribes, on the relationship between the Federal Government and Indian tribes, or on the distribution of power and responsibilities between the Federal Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Administrator, in accordance.with the Regulatory Flexibility Act (5 U.S.C. 601-612) (RFA), has reviewed this rule, and by approving it, certifies that it will not 
a significant economic impact on a substantial number of small entities. The purpose of this rule is to place HCPs into schedule II of the CSA. No less restrictive 
measures (i.e., non-control or control in a lower schedule) would enable the DEA to meet its statutory obligation under the CSA. 

HCPs are widely prescribed drugs for the treatment of pain and cough suppression. Handlers of HCPs primarily include manufacturers, distributors, exporters, 
pharmacies, practitioners, mid-level practitioners, and hospitals/clinics. \30\ It is possible that other registrants, such as importers, researchers, analytical labs, 
teaching institutions, etc., also handle HCPs. However, based on its understanding of its registrant population, the DEA assumes for purposes of this analysis that for 
all business activities other than manufacturers, distributors, exporters, pharmacies, practitioners, mid- level practitioners, and hospitals/clinics, that the volume of 
HCPs handled is nominal, and therefore de minimis to the economic impact determination of this rescheduling action. 

\30\ For purposes of performing regulatory analysis, the DEA uses the definition of a "practitioner" as a physician, veterinarian, or other Individual licensed, registered, 
or otherwise permitted, by the United States or the jurisdiction In which he/she practices, to dispense a controlled substance In the course of professional practice, but 
does not include a pharmacist, pharmacy, or hospital (or other person other than an individual) . For the purposes of performing regulatory analysis, "mid-level 
practitioner" means an individual registered with the DEA as a "mid- level practitioner" but does not include practitioners as defined above. Examples of mid-level 
practitioners include, but are not limited to, health care providers such as nurse practitioners, nurse midwives, nurse anesthetists, clinical nurse specialists and 
physician assistants. 

Because HCPs are so widely prescribed, for the purposes of this analysis, the DEA conservatively assumes all distributors, exporters, pharmacies, practitioners, mid
level practitioners, and hospitals/ clinics currently registered with the DEA to handle schedule III controlled substances are also handlers of HCPs. The DEA estimated 
the number of manufacturers and exporters handling HCPs directly from DEA records. In total , the DEA estimates that nearly 1.5 million controlled substance 
registrations, representing approximately 376,189 entities, would be affected by this rule. 

The DEA does not collect data on company size of its registrants. The DEA used DEA records and multiple subscription-based and public data sources to relate the 
number of registrati ons to the number of entities and the number of entities that are small entities. The DEA estimates that of the 376, 189 entities that would be 
affected by this rule, 366,351 \3 1\ are "small entities" in accordance with the RFA and Small Business Administration size 
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standards . 5 U.S.C. 601(6); 15 U.S.C. 632. 

\31\ The estimated break-down is as follows: 50 manufacturers; 4 exporters; 683 distributors; 50,774 pharmacies; and 314,840 persons registered as or employing 
practitioners/mid-level practitioners/ hospitals/clinics. 

The DEA examined the registration, security (including storage), labeling and packaging, quota, inventory, recordkeeping and reporting, ordering, prescribing, I 
importing, exporting, and disposal requirements for the 366,351 small entities estimated to be affected by the rule. The DEA estimates that only the physical securi 
requirements will have material economic impact and such impacts will be limited to manufacturers, exporters, and distributors. Many manufacturers and exporters 
are likely to have sufficient space in their existing vau lts to accommodate HCPs. However, the DEA understands that some manufacturers, exporters, and distribut 
will need to build new vaults or expand existing vaults to store HCPs in compliance with schedule II controlled substance physical security requirements. Due to th 
uniqueness of each business, the DEA made assumptions based on research and institutional knowledge of its registrant community to quantify the costs associated 
with physical security requirements for manufacturers, exporters and distributors. 
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The DEA estimates there will be significant economic impact on 1 (2.0% ) of the affected 50 small business manufacturers, and 54 (7.9%) of the affected 683 small 
business distributors. The DEA estimates no significant impact on the remaining affected 4 sma ll business exporters, 50,774 small business pharmacies, or 314,840 
small business practitioners/mid -level practitioners/hospitals/clinics . 

In summary, 55 of the 366,351 (0 .015%) affected small entities are estimated to experience significant impact, (i .e., incur costs greater than 1% of annual revenue) 
as a result of this rule being finalized. The percentage of small entities with significant econom ic impact is below the 30% threshold for all registrant business 
activities. The DEA's assessment of economic impact by size category indicates that the rule to reschedule HCPs as schedule II controlled substances will not have a 
ignificant economic impact on a substantial number of sma ll entities. 

Unfunded Mandates Reform Act of 1995 

On the basis of information contained in the "Regulatory Flexibility Act" section above, the DEA has determined and certifies pursuant to the Unfunded Mandates 
Reform Act (UMRA) of 1995 (2 U.S .C. 1501 et seq.), that this action would not result in any Federal mandate that may result "in the expenditure by State, local, and 
tribal governments, in the aggregate, or by the private sector, of $100,000,000 or more (adjusted for inflation) in any one year* **. " Therefore, neither a Small 
Government agency Plan nor any other action is required under provisions of the UMRA of 1995. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995 (44 U.S.C. 3501- 3521). This action would not 
impose recordkeeping or reporting requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not required to respond to, a col lection of information unless it displays a currently va lid OMB control number. 

Congressional Review Act 

This rule is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressional Review Act (CRA)). This rule 
will not result in: an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individual industries, Federal, State, or 
local government agencies, or geographic reg ions; or significant adverse effects on competition, employment, investment, productivity, innovation, or on the ability of 
United States-based companies to compete with foreign based companies in domestic and export markets. However, pursuant to the CRA, the DEA has submitted a 
copy of this final rule to both Houses of Congress and to the Comptroller General. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and procedure, Drug traffic control, Reporting and recordkeeping requirements. 

For the reasons set out above, 21 CFR part 1308 is amended as follows: 

PART 1308--SCHEDULES CONTROLLED SUBSTANCES 

• 1. The authority citation for 21 CFR part 1308 continues to read as follows: 

Authority : 21 U.S.C. 811 , 812, 871(b) unless otherwise noted. 

Sec. 1308.13 [Amended] 

• 2. Amend Sec. 1308-13 by removing paragraphs (e)(l)(iii) and (iv) and redesignating paragraphs (e)(l)(v) through (viii) as (e)(l)(i ii) through (vi), 
respectively . 

Dated: August 15, 2014. 

Michele M. Leonhart, 
dministrator. 

[FR Doc. 2014-19922 Filed 8-21-14; 8:45 am] 
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DEPARTMENT OF JUSTICE 

Drug Enforcement Admin istration 

21 CFR Part 1308 

[Docket No. DEA-370) 

Schedules of Controlled Substances: Placement of Alfaxalone into Schedule IV 

AGENCY: Drug Enforcement Administration, Department of Justice. 

ACTION: Final rule. 

Page 1 of '. 

RESOURCES ABOUT US 

SUMMARY: With the issuance of this final rule, the Administrator of the Drug Enforcement Administration (DEA) places the substance 5[alpha]-pregnan-3[alpha]-ol-
11,20-dione (alfaxalone), including its salts, isomers, and salts of isomers, into schedule IV of the Controlled Substances Act (CSA). This scheduling action is pursuant 
to the CSA which requires that such actions be made on the record after opportunity for a hearing through formal rulemaking . This action imposes the regulatory 
controls and administrative, civil, and crimina l sanctions applicable to schedule IV controlled substances on persons who handle (manufacture, distribute, dispense, 
import, export, engage in research, conduct instructional activities with, or possess) or propose to handle alfaxalone and substances containing alfaxalone. 

DATES: Effective Date: March 31, 2014 . 

FOR FURTHER INFORMATION CONTACT: Ruth A. Carter, Office of Diversion Control, Drug Enforcement Administration; Mailing Address: 8701 Morrissette Drive, 
Springfield, Virginia 22152; Telephone: (202) 598-6812 . 

SUPPLEMENTARY INFORMATION: 

Legal Authority 

The DEA implements and enforces titles JI and Ill of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended. Titles II and ll1 are referred to 
as the "Controlled Substances Act" and the "Controlled Substances Import and Export Act," respectively , and are collectively referred to as the "Controlled Substances 
Act" or the "CSA" for the purpose of this action. 21 U.S.C. 801-971. The DEA publishes the implementing regulations for these statutes in title 21 of the Code of 
Federal Regulations (CFR), parts 1300 to 1321. The CSA and its implementing regulat ions are designed to prevent, detect, and eliminate the diversion of controlled 
substances and listed chemicals into the illicit market while providing for the legitimate medical, scientific, research, and industrial needs of the United States. 
Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, controlled substances are classified into one of five schedules based upon their potential for abuse, their currently accepted medical use, and the 
degree of dependence the substance may cause. 21 U.S.C. 812 . The initial schedules of controlled substances estab lished by Congress are found at 21 U.S.C. 812(c), 
and the current list of all scheduled substances is published at 21 CFR part 1308. 

Pursuant to 21 U.S.C. 811(a)(l), the Attorney General may, by rule, "add to such a schedule or transfer between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potential for abuse, and (B) makes with respect to such drug or other substance the findings prescribed by (21 
U.S .C. 8 12(b)] for the schedule in which such drug is to be placed . ... " Pursuant to 28 CFR O. lOO(b), the Attorney General has delegated this scheduling authority 
to the Administrator of the DEA. 28 CFR 0.104. 

The CSA provides that scheduling of any drug or other substance may be initiated by the Attorney General ( 1) on his own motion; (2) at the request of the Secretary 
of the Department of Health and Human Services (HHS),\l \ or (3) on the petition of any interested party. 21 U.S.C. 811(a). This action is based on a 
recommendation from the Assistant Secretary of the HHS and on an evaluation of all other relevant data by the DEA. This action imposes the regulatory controls and 
administrative, civil, and criminal sanctions applicable to schedule IV controlled substances on persons who handle or propose to handle alfaxalone . 

\l \As set forth In a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Institute on Drug Abuse 
(NIDA), the FDA acts as the lead agency within the HHS in carrying out the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. 50 FR 
9518, Mar. 8, 1995. In addition, because the Secretary of the HHS has delegated to the Assi stant Secretary for Health of the HHS the authority to make domestic drug 
scheduling recommendations, for purposes of thi s document, all subsequent references to "Secretary" have been replaced with "Assistant Secretary." 

ackground 

Alfaxalone (5[alpha]-pregnan-3[alpha]-ol-ll,20-dione, previously spelled "a lphaxalone"), a substance with central nervous system (CNS) depressant properties, is a 
neurosteroid that is a derivative of 11-alpha-hydroxy-progesterone. On October 23, 2012, the Food and Drug Administration (FDA) published a final rule to approve a 
New Animal Drug Application (NADA, 141-342) for alfaxalone (Alfaxan[supreg]), as an intravenous injectable anesthetic, for the induction and maintenance of 
anesthesia and for induction of anesthesia followed by maintenance of anesthesia with an inhalant anesthetic, in ca ts and dogs (77 FR 64715) . Alfaxalone primarily 
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acts as an agonist at the gamma-aminobutyric acid (GABA) receptor-channel complex, with a mechanism of action at this site similar to that of barbiturates like 
phenobarbital (schedule IV) and methohexital (schedule JV). benzodiazepines such as diazepam (schedule IV) and midazolam (schedu le IV), as well as the anesthetic 
agents 
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propofol (proposed t o be controlled as a schedul e IV substance, 75 FR 66195, Oct. 27, 2010) and fospropofol (schedule IV) . 

HHS and DEA Eight- Factor Analyses 

On July 17, 2012, the Assistant Secretary of the HHS provided to the DEA a scientific and medical evaluation and scheduling recommenda t ion entitled "Basis fort 
Recommendation to Control Alfaxalone in Schedule IV of the Controlled Substances Act. " After considering the eight factors in 21 U.S.C. 811(c), including 
considera tion of t he substance's abuse potentia l, legitimate medical use, and dependence liability, the Assistant Secretary of the HHS recommended that alfaxalone 
contro lled in schedu le IV of the CSA under 21 u.s.c. 812(b). In response, the DEA conducted its own eight-factor analysis of alfaxalone pursuant to 21 U.S.C. 811(c). 
Both the DEA and HHS analyses are available in their entirety in the public docket for this ru le (Docket Number DEA-370) at www.regulations.gov under "Supporting 
and Related Material." 

Determination to Schedule Alfaxalone 

After a review of the available data, including the scientific and medical evaluation and the scheduling recommenda tion from the HHS, the Administrator of the DEA 
published in the Federal Register a notice of proposed rulemaking (NPRM) entitled "Schedules of Controlled Substances: Placement of Alfaxalone into Schedule IV" 
which proposed placement of alfaxalone in schedu le IV of the CSA. 78 FR 17895, March 25, 2013. The proposed rule provided an opportunity for interested persons to 
file a request for hearing in accordance with DEA regulations by Apri l 24, 20 13 . No requests for such a hearing were received by the DEA. The NPRM also provided an 
opportunity for interested persons to submit written comments on the proposal on or before Apri l 24, 2013. 

Comments Received 

The DEA received four comments on the proposed rule to schedule alfaxalone. Two commenters were in favor of controlling alfaxalone as a schedule IV controlled 
substance. One commente r was in favo r of controlling alfaxalone as a schedule V controlled substance rather than a schedule IV controlled substance, and one 
commenter opposed the control of alfaxalone. 

Support of the Proposed Rule: 

Two commenters supported controlling alfaxalone as a schedule IV controlled substance. These commenters indicated support for controlling alfaxalone 
under the CSA based on the abuse potential of the substance. Because alfaxalone is indicated for use as a pre-anesthetic and anestheti c in cats and 
dogs, these commenters felt that the abuse potential was particularly high for persons with access to the substance in the medica l field. One commenter 
noted that controlling alfaxalone as a schedule IV controlled substance is appropriate because it could be abused in a manner similar to other schedule 
IV CNS depressants. The commenters bel ieve that controlling alfaxalone as a schedule IV controlled substance will provide the necessary controls to 
prevent its diversion. 

DEA Response: Th e DEA appreciates the comments in support of this rulemaking. 

Opposition to the Proposed Rule: 

Two commenters opposed the proposal to control alfaxa lone as a schedule IV control led substance. 

Request Not to Control Alfaxalone: 

One commenter opposed controlling alfaxalone at all and stated that alfaxalone does not have the same abuse potential as Xanax [supreg ] (alprazolam) 
(schedule IV), Valium [supreg] (diazepam) (schedule IV), and other benzodiazepines. The com menter also stated that controlling alfaxalone under the 
CSA would make it difficult for veterinarians and animal surgeons to acquire the drug. Lastly, this commenter stated that alfaxa lone is "unheard of 
outside of the veterinary community and does not have a 'black market' as do the other schedule JV drugs. " 

DEA Response: The DEA does not agree. Pursuant to 21 U.S.C. 811(a)(l), the Attorney General may, by rule, "add to such a schedule or transfer 
between such schedules any drug or other substance if he (A) finds that such drug or other substance has a potential for abuse, and (B) makes with 
respect to such drug or other substance the findings prescribed by [21 U.S.C. 812(b)] for the schedule in wh ich such drug is to be placed***." This 
scheduling act ion was initiated when the DEA received a scientific and medical eva luation and a scheduling recommendation to con trol alfaxalone as a 
schedule IV controlled substance from the Assistant Secretary of the HHS. Jn accordance with 21 U.S.C. 81 1(c), the DEA conducted its own analysis of 
the eight fa ctors determinative of control or removal: (1) Its actual or rela tive potentia l for abuse; (2) scientific evidence of its pharmacologica l effect, if 
known; (3) the state of current scientific knowledge regarding the drug or other substance; (4) its history and current pattern of abuse; (5) the scope, 
duration, and sign ificant of abuse; (6) what, if any, risk there is to the public health; (7) its psychic or physiological dependence liabil ity; and (8) 
whether the substa nce is an immediate precursor of a substance already controlled . The summary of each factor as analyzed by the HHS and the DEA, 
and as considered by the DEA in this scheduling action, was provided in the proposed rule. Both the DEA and the HHS analyses have been made 
available in their entirety under "Supporting and Related Material" of the public docket for this rule at www.regu lations.gov under Docket Number DEA-
370. 

Based on the review of the HHS evaluation and scheduling recommendation and all other relevant data, the DEA found that alfaxa lone has an abuse potential similar 
to other schedule JV drugs, including the benzodiazepines diazepam and midazolam, the barbiturates phenoba rbital and methohexital, and also the anesthetic agents 
propofol (proposed to be controlled as a schedule IV substance, 75 FR 66195, Oct . 27, 2010) and fospropofol. Alfaxalone also acts as an agon ist at the gamma
aminobutyric acid (GABA) receptor-channel complex, with a mechanism of action at the site simila r to that of benzodiazepines like diazepa m(schedule IV) and 
midazolam (schedule IV). This mechanism of action is also simila r to that of other schedule IV controlled substances, including barbiturates like phenobarbital and 
methohexital , and also anesthetic agents like propofol (proposed to be controlled as a schedule IV substance, 75 FR 66 195, Oct. 27, 2010) and fospropofol. It should 
be noted that alfaxalone's current excl usive use as a veterinary anesthetic drug and the asserted conclusion that there is no "black market" for the substa nce, do not 
negate its abuse potential and associated ri sk of diversion. The DEA and HHS analyses demonstrate tha t alfaxa lone does have the potential fo r abuse and meets the 
necessary findings on potential for abuse, currently accepted medical use, and physical or psycho logical dependence for placement in schedule IV. Burdens associated 
with acquiring a substance as a result of control under the CSA are not relevant factors to the determination whether a substance should be controlled or under what 
schedule a substance should be placed if it is controlled. See 21 U.S.C. 811 and 812 . Nonetheless, the DEA disagrees with the unsupported statement that making 
alfaxalone a con trolled substance would make it difficult for veterinarians and animal surgeons to 
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acquire the drug. Several other anesthetic substances used by vete r inarians and other practitioners are controlled under the CSA. All veterinarians and animal 
surgeons who are authorized by the State in which they practice to hand le alfaxalone and who are registered with the DEA to dispense controlled substances may 
acquire alfaxalone once it is controlled. As discussed in the Regulatory Flexibi lity Analysis section of this document, current ly 98% of DEA registrants (most of which 
are small businesses) are already authorized to handle schedule IV controlled substances. 

Request to Control Alfaxalone as a Schedule V Substance: 

One commenter stated that alfaxalone should be controlled as a schedule V controlled substance. This commen ter stated that there was limited 
information availab le regarding alfaxa lone's abuse. The commenter also stated that alfaxalone is a new introduction to the United States veterinary 
market, and controlling it in the least st ringent schedule, schedule V, would minimize burdens on practitioners using it for legitimate purposes, while 
also imposing controls to account for its abuse potential. 

DEA Response: The DEA does not agree . The DEA thoroughly reviewed the scientific and medical evaluation and the scheduling recommendation to 
control alfaxalone as a schedule IV controlled substance from the HHS. 

Additionally, the DEA cond ucted its own analys is of the eight factors in accordance with 21 U.S.C. 8 11(b) and made the findings required under 21 u.s.c. 812(b) for 
the placement of alfaxalone in schedule IV. Based on the review of the HHS's evaluation and scheduling recommenda tion and all other relevant and avai lable data, the 
DEA found that alfaxalone has an abuse potential similar to other schedule IV controlled substances, including the benzodiazepines diazepam and midazolam, 
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barbiturates phenobarbital and methohexital, and also the anesthetic agents propofol (proposed to be controlled as a schedule IV substance, 75 FR 66195, Oct. 27, 
2010) and fospropofol. 

While not relevant to the substance's schedule placement, the DEA does not agree with thi s commenter's concern that the requirements applicable to schedule IV 
controlled substances are more burdensome than the requirements applicable to schedule V contro lled substances. There are only very minima l differences in handling 
requirements between schedule IV and schedule V controlled substances. Most importantly for purposes of responding to this comment, the physical security 
requ irements for schedule IV and V controlled substances are the same. Also, under the CSA, schedule V controlled substances may be dispensed without a 
prescription, while schedule IV controlled substances may only be dispensed pursuant to a prescription. However, this distinction is of no consequence with regard to 
alfaxalone because alfaxalone cannot be prescribed by a veterinarian, nor may alfaxalone be dispensed by a pharmacist pursuant to a prescription. Federal law 
restricts this drug to use by or on the order of a licensed veterinarian (i.e., it may only be administered). 21 CFR 522 .52; see also 21 CFR 514.8. 

Scheduling Conclusion 

Based on consideration of all comments, the scientific and medical evaluation and accompanying recommendation of the HHS, and based on the DEA's consideration of 
its own eight-factor analysis, the DEA finds that these facts and all other relevant data constitu te substantia l evidence of potential for abuse of alfaxalone. As such, the 
DEA is scheduling alfaxalone as a controlled substance under the CSA. 

Determination of Appropriate Schedule 

The CSA establishes five schedules of controlled substances known as schedules I , II, III, IV, and V. The CSA outlines the findings required for placing a drug or other 
substance in any particular schedule . 21 U.S.C. 8 12(b). After consideration of the analysis and recommendation of the Assistant Secretary for Health of the HHS and 
review of all available data , the Administrator of the DEA, pursuant to 21 U.S.C. 812(b)(4) , finds that: 

(1) 5[alpha]-pregnan-3[alpha]-ol-ll,20-dione (alfaxalone) has a low potential for abuse relative to the drugs or other substances in schedule Ill; the 
overall abuse potential of alfaxalone is comparable to the schedule IV controlled substances diazepam, midazolam, phenobarbital, methohexital, 
propofol (proposed to be con trolled as a schedule IV substance, 75 FR 66195, Oct. 27, 2010), and fospropofol; 

(2) 5[alpha] -pregnan -3[alpha]-ol-ll,20-dione (alfaxalone) has a currently accepted medical use in treatment in the United States; alfaxalone was 
approved for marketing by the FDA as a veterinary anesthetic product for the induction and maintenance of anesthesia in cats and in dogs; and 

(3) Abuse of 5[alpha ] -pregnan-3[alpha] -ol-11,20-dione {alfaxalone) may lead to limited physical dependence or psychological dependence relative to 
the drugs or other substances in schedule Ill. 

Based on these findings, the Admin istrator of the DEA concludes that alfaxalone, including its sa lts, isomers, and salts of isomers, warrants control in schedule IV of 
the CSA. 21 U.S.C. 8 12(b)(4). 

Requirements for Handling Alfax alone 

Upon the effective date of this fina l rule, any person who handles alfaxalone is subject to the CSA's schedule IV regulatory controls and administrative, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engagement in research, and conduct of instructiona l activities, of 
schedule IV controlled substances including the following: 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in research, or conducts instructional activities with) 
alfaxalone, or who desires to handle alfaxalone, must be registered with the DEA to conduct such activities, pursuant to 21 U.S.C. 822, 823 , 957 and 958, and in 
accordance with 21 CFR parts 1301 and 1312 as of March 31, 2014. Any person who currently handles alfaxalone and is not registered with the DEA must submit an 
application for registration and may not continue to handle alfaxalone as of March 31, 2014 unless the DEA has approved that application, pursuant to 21 U.S.C. 822, 
823, 957, and 958, and in accordance with 21 CFR parts 1301 and 1312 . 

Security. Alfaxa lone is subject to schedule 111-V security requirements and must be handled and stored pursuant to 21 U.S.C. 8 21, 823 , and 871 (b) and in 
accordance with 21CFR130 1.7 1- 1301.93, as of March 31, 2014. 

Labeling and Packaging. All labels and labeling for commercia l containers of alfaxalone must comply with 21 U.S.C. 825 and 958(e) and be in accordance with 21 
CFR part 130 2, as of March 31, 2014. 

Inventory. Every DEA registrant who possesses any quantity of alfaxa lone on the effective date of this final rule must to take an inventory of all stocks of alfaxa lone on 
hand as of March 31, 2014, pursuant to 21 U.5 .C. 8 27 and 958, and in accordance with 21 CFR 1304 .03 , 1304.04, and 1304.11(a) and (d) . 

Any person who becomes registered with the DEA after March 31, 2014 must take an initial inventory of all stocks of controlled substances (including alfaxalone) on 
hand on the date the registrant first engages in the handling 
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of controlled substances, pursuant to 21 U.S.C. 827 and 958 and in accordance with 21 CFR 1304.03 , 1304. 04, and 1304.11{a) and (b). 

Afte r the initia l inventory, every DEA registrant must take a new inventory of all stocks of controlled substances (including alfaxalone) on hand every two years, 
pu rsuant to 21 u.S.C. 827 and 958, and in accordance with 21 CFR 1304.03 , 1304.04, and 1304.11. 

Records. All DEA registrants must maintain records with respect to alfaxalone pursuant to 21 U.S.C. 827 and 95 8, and in accordance with 21 CFR parts 1304, 
1307, and 131 2, as of March 31, 2014. 

Prescriptions. The OEA recognizes that alfaxalone is currently only approved as an injectable anesthetic that is administered to patients. The DEA also acknowledges 
that Federal law currentl y restricts alfaxa lone to use by or on the order of a licensed veterinarian, and it may not be dispensed pursuant to a prescription . 21 CFR 
522 .52; see also 21 CFR 514 .8. A "prescription" is defined as an order for medication which is dispensed to or for an ultimate user but does not include an order for 
medication which is dispensed for immediate administration to the ultimate user (e.g., an order to dispense a drug to a bed patient for immediate administration in a 
hospital is not a prescription). 21 CFR 1300.0 l(b). However, any lawful prescriptions for alfaxalone or prescriptions for products containing alfaxalone must comply 
with 21 u .s.c . 829 and must be issued in accordance with 21 CFR parts 130 6 and 1311 subpart C as of March 31, 2014. 

Importation and Exportation. All importation and exportation of alfaxalone must be in compliance with 21 U.S.C. 952, 953, 957, and 958, and be in accordance with 
21 CFR part 1312 as of March 31 , 2014. 

Criminal Liability. Any activity involvi ng alfaxalone not authorized by, or in violation of, the CSA, occurring as of March 31, 2014 is unlawful, and may subject the 
person to administrative, civil, and/or crimina l sanctions. 

Regulatory Analyses 

Executive Orders 12866 and 13563 

In accordance with 21 U.5 .C. Sll{a), this scl)eduling action is subject to formal rulemaking procedures done "on the record after opportunity for a hearing," which 
are conducted pursuant to the provisions of 5 U.S.C. 556 and 557 . The CSA sets forth the criteria for scheduling a drug or other substance. Such actions are exempt 
from review by the Office of Management and Budget pursuant to section 3(d)(l) of Executive Order 12866 and the principles reaffirmed in Executive Order 13563. 

Executive Order 12988 

This regulation meets the applicable standards set forth in sections 3(a) and 3(b)(2) of Executive Order 12988 Civil Justice Reform to eliminate drafting errors and 
ambiguity, minimize litigation, provide a clear legal standard for affected conduct, and promote simplification and burden reduction . 

Executive Order 13132 

This rulemaking does not have federalism implications warranting the application of Executive Order 13132. The rule does not have substantial direct effects on the 
States, on the relationship between the national government and the States, or the distribution of power and responsibilities among the various levels of government. 

Executive Order 131 75 
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This rule does not have tribal implications warranting the application of Executive Order 13175. The rule does not have substantia l direct effects on one or more Indian 
tribes, on the relationship between the Federal Government and Indian tribes, or on the distribution of power and responsibilities between the Federal Government 
and Indian tribes. 

Regulatory Flexibility Act 

The Administrator, in accordance with the Regulatory Flexibility Act (RFA) (5 U.S.C. 601-612), has reviewed this final rule and by approving it certifies that it will 
have a significant economic impact on a substantial number of small entities. The purpose of this final rule is to place alfaxalone, including its salts, isomers, and 
of isomers, into schedule JV of the CSA. By this final rule, alfaxalone will remain in schedule JV unless and until additional scheduling action is taken to either trans 
it between the schedules or to remove it from the list of schedules. See 21 u.s.c. 811 and 812. No less restrictive measures (i.e., no control or control in sched 
enable the DEA to meet its statutory obligations under the CSA. 

On September 6, 20 12, the FDA approved for use in the United States one product containing alfaxa lone, which will have FDA marketing exclusivity and patent 
protection for severa l years . Accord ingly, the number of cu rrently identifiable manufacturers, distri butors, importers, and exporters for alfaxalone is extremely small. 
The manufacturer who obtained FDA approval for the sale of alfaxalone product in the United States is not considered a "small entity" in accordance with the RFA and 
Small Business Administration (SBA) size standards. Upon expiration of the exclusivity period, and more likely, the related patent, additional products con taining 
alfaxalone may receive approvals from the FDA, and thus additional manufacturers, distributors, importers, and exporters will handle alfaxalone. Whether such 
manufacturers, distributors, importers, or exporters may qualify as small entities cannot be determined at this time. 

There are currently approximately 1.5 million controlled substance reg istrations, representing approximate ly 381,000 entities. The DEA est imates that 371,000 (97%) 
of these entities are considered "small entities" in accordance with the RFA and SBA size standards. 5 U.S.C. 601(6) and 15 U.S.C. 632. Due to the wide variety of 
unidentifiable and unquant ifiable variables that potentially could influence the dispensing rates of new chemical entities, the DEA is unable to determine the number of 
small entities which might handle alfaxalone. However, because alfaxalone is a new chemical entity that is a veterinary anesthetic administered in veterinary settings 
and is not prescribed to ultimate users, the number of entities affected by the rule would be far fewer than the 381,000 entities represented by all DEA registrants. 
There are approximately 66,361 veterinarian practitioners and 23 veterinarian distributors (schedules IIl-V) registered with the DEA. 

Despite the fact that the number of sma ll entities possibly impacted by this rule could not be determined, the DEA concludes that they would not experience a 
significant economic impact as a result of this rule. The DEA estimates all anticipated alfaxalone handlers to be DEA registrants, and currently 98% of DEA registrants 
(most of which are smal l entities) are authorized to handle schedule IV controlled substances. Even assuming that all of these reg istrants were to handle alfaxalone 
(e.g., practitioners administer the substance), the costs that they would incur as a result of alfaxalone's scheduling would be nomin al. 

Registrants that dispense (e.g., administer) alfaxalone are expected to incur nominal additional security, inventory, and recordkeeping costs . These registered entities 
have already established and implemented the systems and processes required to handle schedule IV controlled 
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substances and can easily absorb the costs of administering alfaxalone with nominal to no additional economic burden . For example, because DEA-veterinary 
practitioners are likely to already be schedule IV handlers, they already secure schedule lli V controlled substances in a securely locked, substantially constructed 
cabinet. See 21CFR1301.75(b). Accordingly, the requirement to secure all controlled substances containing alfaxalone would not impose a significant economic 
burden upon DEA-registered practitioners as the infrastructure and materials for doing so are already in place . Labeling their products is routine and in the normal 
course of business of manufacturers. The DEA therefore assumes that the cost of compliance with 21 CFR part 1302 as a result of this fi nal rule is nominal. 
Correspondingly, the DEA estimates that the cost of the labeling and packaging requirements of this fina l rule is nominal for the authorized manufacturer. Accordingly, 
compliance would not require significant additional manpower, capital investment, or recordkeeping burdens. 

Because of these facts, this rule will not result in a significant economic impact on a substantial number of small entities. 

Unfunded Mandates Reform Act of 1995 

In accordance with the Unfunded Mandates Reform Act (UMRA) of 1995 (2 U.S.C. 1501 et seq.), the DEA has determined and certifies pursuant to UMRA that this 
action would not result in any Federal mandate that may result "in the expenditure by State, local, and tribal governments, in the aggregate, or by the private sec 
of $100,000,000 or more (adjusted for inflation) in any one year* * * ."Therefore, neither a Smal l Government Agency Plan nor any other action is required und 
provisions of UMRA of 1995. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995. 44 U.S.C. 3501-3521. This action would not 
impose recordkeeping or report ing requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not requ ired to respond to, a collection of information unless it displays a currently valid OMB control number. 

Congressional Review Act 

This rule is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressional Review Act (CRA). This rule 
will not result in : an annual effect on the economy of $100,000,000 or more; a major increase in costs or prices for consumers, individual industries, Federal, State, or 
local government agencies, or geographic regions; or significan t adverse effects on competition , employmen t, investment, productivity, innovation, or on the ability of 
United States-based compa nies to compete with foreign based companies in domestic and export markets. However, pursuant to the CRA, the DEA has submitted a 
copy of this final rule to both Houses of Congress and to the Comptroller General. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and procedure, Drug traffic control, Reporting and recordkeeping requirements. 

For the reasons set out above, 21 CFR part 1308 is amended as fol lows: 

PART 1308--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. The authority citation for 21 CFR part 1308 continues to read as follows: 

Authority: 21 U.S.C. 811, 812, 87l (b}, u nless otherwise noted. 

• 2. Amend Sec. 1308.14 by redesignating paragraphs (c)(l) through (c)(53) as paragraphs (c)(2) th roug h (c)(54) and adding new paragraph (c)(l} to read 
as follows: 

Sec. 1308.14 Schedule IV. 

* * * * * 

(c) * * * 

(1) Alfaxalone-(2731) 

Dated: February 21, 2014. 

Michele M. Leonhart, 
Administrator. 

[FR Doc. 2014-04332 Filed 2-26-14 ; 8:45 am) 

BILLING CODE 4410-09-P 
I 
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NOTICE: This is an unofficial version. An official version of this publication may be obtained directly from the Government Printing Office (GPO). 
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DEPARTMENT OF JUSTICE 

Drug Enforcement Admin istration 

21 CFR Part 1308 

[ Docket No. DEA-381] 

Schedules of Controlled Substances: Placement o f Suvorexant into Schedule I V 

AGENCY: Drug Enforcement Administra t ion, Department of Justice. 

ACTION: Final rule. 

Page 1of5 

RESOURCES ABOUT US 

SUMMARY: With the issuance of this final rule, the Deputy Administrator of the Drug Enforcement Administration (DEA) places the substance [(7R) 
-4-(5-chloro-1,3-benzoxazol- 2-yl)-7-methyl-1,4-diazepan-1-yl)[5 -methyl -2- (2H- l,2,3-triazol-2-yl)phenyl)methanone (suvorexant), including its salts, isomers, a 
salts of isomers, into schedule IV of the Controlled Substances Act. This scheduling action is pursuant to the Controlled Substances Act which requi res that such 
actions be made on the record after opportunity for a hearing through formal rulemaking. This action imposes the regulatory controls and administrative, civil, and 
criminal sa nctions applicable to schedule IV controlled substances on persons who handle (manufacture, distribute, dispense, import, export, engage in research, 
conduct instructional activities, or possess), or propose to handle suvorexant. 

DATES: Effective Date : September 29, 2014. 

FOR FURTHER INFORMATION CONTACT: Imelda L. Paredes, Office of Diversion Control , Drug Enforcement Administration; Mailing Address : 8701 Morrissette 
Drive, Springfield, Virg inia 22152, Telephone: (202) 598-6812. · 

SUPPLEMENTARY INFORMATION: 

Legal Authority 

The DEA implements and enforces titles II and III of the Comprehensive Drug Abuse Prevention and Control Act of 1970, as amended . Titles II and III are referred to 
as the "Controlled Substances Act" and the "Controlled Substances Import and Export Act," respectively, and are collectively referred to as t he "Controlled Substances 
Act" or the "CSA" for the purpose of this action . 21 U.S.C. 80 1-97 1. The DEA publishes the implementing regulations for these statutes in title 21 of the Code of 
Federa l Regulations (CFR), parts 1300 to 1321 . The CSA and its implementing regulations are designed to prevent, detect, and eliminate the diversion of controlled 
substances and listed chemicals into the illicit market while providing for the legitimate medical, scientific, research, and industrial needs of the United States. 
Controlled substances have the potential for abuse and dependence and are controlled to protect the public health and safety. 

Under the CSA, each controlled substance is classified into one of five schedules based upon its potential for abuse, its currently accepted medical use in treatment in 
the United States, and the degree of dependence the substance may cause. 21 U.S.C. 812 . The initial schedules of controlled substances established by Congress are 
found at 21 U.S.C. 812(c), and the current list of all scheduled substances is published at 21 CFR p art 1308 . 

Pursuant to 21 U.S.C. 811(a)(l), the Attorney General may, by rule, "add to such a schedule or transfer between such schedules any drug or other substance if he 
(A) finds that such drug or other substance has a potential for abuse, and ( B) makes with respect to such drug or other substance the findings prescribed by [21 
u.s.c. 8 12(b)] for the schedule in which such drug is to be placed * * *."The Attorney General has delegated this authority to the Administrator of the DEA, 28 CFR 
0.100, who in turn has redelegated that authority to the Deputy Administrator of the DEA. 28 CFR part 0, appendix to subpart R. 

The CSA provides that scheduling of any drug or other substance may be initiated by the Attorney General (1) on his own motion; (2) at the request of the Secretary 
of Health and Human Services (HHS); \1\ or (3) on the petition of any interested party. 2 1 U.S.C. 8 11(a). This action imposes the regulatory controls and 
administrative, civil, and criminal sanctions of schedule IV controlled substances on persons who handle or propose to handle suvorexant. 

\l \As set forth in a memorandum of understanding entered into by the HHS, the Food and Drug Administration (FDA), and the National Institute on Drug Abuse 
(NIDA), the FDA acts as the lead agency within the HHS in carrying out the Secretary's scheduling responsibilities under the CSA, with the concurrence of NIDA. SO FR 
9518, Mar. 8, 1985. The Secretary of the HHS has delegated to the Assistant Secretary for Health of the HHS the authority to make domestic drug scheduling 
recommendations. 

Background 

Suvorexant ([(7R) -4-(5-chloro-1,3-benzoxazol -2-yl)-7 -methyl-1,4-d iazepan-1 -yl][ 5-methyl -2-(2H-l,2,3- triazol-2-yl)phenyl]methanone), also known as MK-4305, i 
new chemical entity developed for the treatment of insomnia. Suvorexant is a novel, first in class, orexin receptor antagonist with a 
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mechanism of action distinct from any marketed drug. It acts via inhibition of the orexin 1 (OXl) and orexin 2 (OX2) recepto rs. In pharmacological activity studies, 
suvorexant functioned as an antagonist as demonstrated by its ability to block agonist-induced calcium (Ca\2+\) rel ease . The U.S. Food and Drug Administration 
(FDA) approved the new drug application for suvorexant on August 13, 20 14. 

DEA and HHS Eight Factor Analyses 

On June 27, 2013, the HHS provided the DEA with a scientific and medical eva luation document prepared by the FDA entitled "Basis for the Recommendation to Place 
Suvorexant in Schedule IV of the Controlled Substances Act ." After considering the eight factors in 21 U.S.C. 811(c), including consideration of the substance's abuse 
potential, legitimate medical use, and dependence liability, the Assi stant Secretary of the HHS recommended that suvorexant be controlled in schedule IV of the CSA 
under 21 U.S.C. 812(b) . In response, the DEA conducted its own eightfactor analysis of suvorexant pursuant to 21 U.S.C. 8ll(c) . Both the DEA and HHS analyses are 
available in their entirety in the public docket for this rule (Docket Number DEA-381) at http: //www.regulations.gov under "Supporting and Related Material." 

Determination to Schedule Suvorexant 

After a review of the available data, including the scientific and medical evaluation and the scheduling recommendation from the HHS, the Deputy Administrator of the 
DEA published in the Federal Register a notice of proposed rulemaking (NPRM) entit led "Schedules of Control led Substances : Placement of Suvorexant into Schedule 
IV" which proposed placement of suvorexa nt in schedule IV of the CSA. 79 FR 8639, Feb. 13, 2014. The proposed rule provided an opportunity for interested persons 
to file a request for hearing in accordance with DEA regulati ons by March 17, 2014. No requests for such a hearing were received by the DEA. The NPRM also provided 
an opportunity for interested persons to submit written comments on the proposa l on or before March 17, 2014 . 

Comments Received 

The DEA received five comments on the proposed rule to schedule suvorexant. Two com menters supported con trolling suvorexant as a schedule IV controlled 
substance. One commenter opposed the control of suvorexant, one commenter did not articulate an official position, and one commenter was in favor of controlling 
suvorexant as a schedule III controlled substance, rather than a schedule IV controlled substance. 

Support for the Proposed Rule 

Two commenters supported controlling suvorexant as a schedule IV controlled substance. These commenters indicated support for controlling suvorexant under the 
CSA based on the abuse potential of the substance. The commenters noted that controlling suvorexant as a schedule IV controlled substance is appropriate because it 
is similar to zolpidem (schedule IV), while one commenter stated that suvorexant produces fewer adverse effects than zolpidem. The commenters believe that 
controlling suvorexant as a schedule IV controlled substance will provide the necessary controls to prevent its diversion. 

DEA Response : The DEA appreciates the comments in support of this rulemaking. 

Opposition to the Proposed Rule 

Two commenters opposed the proposal to control suvorexant as a schedule IV controlled substance, and one commenter did not articulate an official position but 
expressed concern about the side effects of suvorexant. 

Request Not To Control Suvorexant 

One commenter opposed controlling suvorexant because they believed that there was a lack of strong scientific evidence that suvorexant has been abused, and the 
comparison of suvorexant with zolpidem (schedule IV) is incorrect due to each compound eliciting its effects via different mechanisms of action . The commenter was 
also concerned that controlling suvorexant will make it more difficult for patients to obtain the substance once it is approved by the FDA. 

DEA Response: The DEA does not agree . Suvorexant is a novel, first in class, new chemical substance and information on actual abuse data is not currently available. 
The legislative history of the CSA addresses the assessment of a new drug's potential for abuse, \2\ and data from clinical studies investigating the abuse potential for 
suvorexant suggests that its effect is simi lar to zolpidem (schedule IV) . Similarly, while the mechanism of action for suvorexant is distinct from any currently marketed 
drug for insomnia, human abuse potential studies demonstrated that suvorexant produced effects that were indistinguishable from zolpidem (schedule IV) . 

\2\ The legislative history of the CSA provides that a substance may have a potential for abuse if: "The drug or drugs containing such a substance are new drugs so 
related in their action to a drug or drugs already listed as having a potential for abuse to make it likely that the drug will have the same potentiality for abuse as such 
drugs, thus making It reasonable to assume that there may be significant diversions from legitimate channels, significant use contrary to or without medical advice, or 
that it has a substantial capability of creating hazards to the health of the user or to the safety of the community. " Comprehensive Drug Abuse Prevention and Control 
Act of 1970, H.R. Rep. No. 91-1444 (1970); as reprinted In 1970 U.S.C.C.A.N. 4566, 4601. 

Burdens associated with acquiring a substance as a result of control under the CSA are not relevant factors to the determination whether a substance should be 
controlled or under what schedule a substance should be placed if it is controlled. See 21 U.S.C. 811 and 812. Nonetheless, the DEA disagrees with the unsupported 
statement that making suvorexant a controlled substance will make it difficult for ultimate users to legally acquire the substance once it is approved by the FDA. If a 
DEA-registered practitioner lawfully prescribes suvorexant to treat a medical condition, it may be dispensed on the basis of an oral or written prescription. 21 CFR 
1306.04(a), 1306.21. 

Request To Control Suvorexant as a Schedule III Substance 

One commenter had multiple concerns regarding the placement of suvorexant in schedule IV . The commenter believed that further studies on minimal levels of 
effective suvorexant doses shou ld be conducted to reduce the risks of driving accidents. The commenter also expressed concern about the FDA's statement that while 
effective, suvorexant is unsafe at various doses . This commenter believed that due to lack of conclusive findings, suvorexant should be categorized as a schedule Ill 
controlled substance for "safety and precautionary purposes" since it is a novel, first in class, new substance. 

Another commenter, who did not articulate a specific position, expressed concern that the side effects produced by suvorexant were similar to the effects of sleep 
deprivation, including cognitive and psychomotor impairment. 

DEA Response: The concerns about the limited research on minimal levels of effective suvorexa nt doses and the side effects of suvorexant and sleep deprivation, 
along with the statement that suvorexant is unsafe at various doses, are outside the scope of the DEA's scheduling authority. As part of the new drug approval 
process, the HHS 
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provides scientific and medical evaluations of a drug or other substance to ensure that it is safe and effective for its intended use. This process is completely separate 
from the DEA's proceedings to control such drug or other substance. 21 U.S.C. 811. 

The DEA does not agree that suvorexant should be contro lled as a schedule III controlled substa nce. Pursuant to 21 U.S.C. Bll(a)(l), the Attorney General may, by 
rule, "add to such a schedule or transfer between such schedules any drug or other substance if he (A) finds that such drug or other substance has a potential for 
abuse, and (B) makes with respect to such drug or other substance the findings prescribed by [21 U.S.C. 812(b)] for the schedule in which such drug is to be placed 
* * *."This scheduling action was initiated when the DEA received a scientific and medical evaluation and a scheduling recommendation to control suvorexant as a 
schedule IV controlled substance from the Assistant Secretary of the HHS. In accordance with 21 U.S.C. 811(c), the DEA conducted its own analysis of the eight 
factors determinative of control or removal: (1) Its actual or relative potential for abuse; (2) scientific evidence of its pharmacological effect, if known; (3) the state of 
current scientific knowledge regarding the drug or other substance; (4) its history and current pattern of abuse; (5) the scope, duration, and significant of abuse; (6) 
what, if any, risk there is to the public health; (7) its psychic or physiological dependence liabili t y; and (8) whether the substance is an immediate precursor of a 
substance already controlled. The summary of each factor as analyzed by the DEA and the HHS, and as considered by the DEA in this scheduling action, was provided 
in the proposed rule. Both the DEA and the HHS analyses have been made available in their enti rety under "Supporting and Related Material" of the public docket for 
this rul e at http://www.regulations.gov under Docket Number DEA- 381. 

here is evidence that suvorexant has a potential for abuse comparable to zolpidem (schedule IV), and like zolpidem, suvorexant has a low potentia l for abuse relative 
to the drugs or other substances in schedule III. Suvorexant was compared to zolpidem in human studies of recreational sedative users to measure its abuse potential 
relative to that of a sedative-hypnotic in schedule IV. The abuse potential of suvorexant (40, 80 and 150 mg) relative to zolpidem (15 and 30 mg) and placebo was 
evaluated via a visual analog scale VAS, with results demonstrating that the effects of suvorexant were statistica lly indistinguishable from zolpidem . The results of the 
human abuse potential study suggest that suvorexant and zolpidem produce similar reinforcing effects and have a similar potential for abuse. In addition, preclinical 
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studies demonstrated that suvorexant (10, 20, 30 and 60 mg/kg) dose dependently reduced locomotor activity in rats, similar to other sedative drugs including 
zolpidem (schedule IV). Based on the review of the HHS evaluation and scheduling recommendation and all other relevant data, the DEA found that suvorexant has an 
abuse potential similar to other schedule IV drugs, including zolpidem (schedule JV}. 

Scheduling Conclusion 

Based on consideration of all comments, the scientific and medical evaluation and accompanying recommendation of the HHS, and the DEA's consideration of its o 
eight-factor analysis, the DEA finds that these facts and all other relevant data constitute substantial evidence of potential for abuse of suvorexant. As such, the 
scheduling suvorexant as a controlled substance under the CSA. 

Det ermination of Appropriate Schedule 

The CSA establishes five schedules of controlled substances known as schedules I , II, III , IV, and V. The CSA outlines the findings required for placing a drug or ot 
substance in any particu lar schedule. 21 u.s .c. 812 (b) . Afte r considera t ion of the ana lysis and recommendation of the Assistant Secreta ry for Health of the HHS and 
review of all available dat a, the Deputy Administrator of the DEA, pursuant to 21 U.S.C. 812(b)(4), finds that: 

( 1) [ (7R}-4-( 5-chloro· l,3-benzoxazol· 2-yl)· 7-methyl-1,4-diazepan-1 ·yl][S· methyl· 2·(2H-1, 2,3-triazol-2-yl)phenyl]methanone (suvorexant) has a low 
potential for abuse relative to the drugs or other substances in schedule III. The overall abuse potential of suvorexant is comparable to the schedule IV 
controlled substance zolpidem; 

(2) [ (7R)-4· (5 -chloro-1 ,3·benzoxazo l· 2-yl}-7-methyl - 1,4-diazepan- l ·yl ][5· methyl· 2· (2H- l,2,3-triazol-2-yl}phenyl]methanone (suvorexant) has a 
currently accepted medical use in treatment in the United States. Suvorexant was approved for marketing by FDA as a treatment for insomnia; and 

(3) Abuse of [(7R)-4-( 5-ch loro· l,3-benzoxazol-2-yl)-7-methyl-1,4-diazepan-1-yl][5-methyl-2-(2H-l,2,3-triazol-2-yl)phenyl]methanone (suvorexant) 
may lead to limited physical dependence or psychological dependence relative to the drugs or other substances in schedule III. The potential for 
psychological dependence is similar to that of zolpidem (schedule IV). 

Based on these findings, the Deputy Administrator of the DEA concludes that suvorexant, including its salts, isomers, and salts of isomers, warrants control in 
schedule IV of the CSA. 21 U.S.C . 81 2(b)(4) . 

R~quirements for Handling Suvorexant 

Upon the effective date of this final rule, any person who handles suvorexant is subject to the CSA's schedule IV regu latory controls and administrative, civil, and 
criminal sanctions applicable to the manufacture, distribution, dispensing, importing, exporting, engagement in research , and conduct of instructional activities, of 
schedule IV controlled substances including the following: 

Registration. Any person who handles (manufactures, distributes, dispenses, imports, exports, engages in research, or conducts instruct ional activi t ies with) 
suvorexant, or who desires to handle suvorexant, must be registered with the DEA to conduct such activities, pursuant to 21 U.S.C. 822, 823 , 957, and 958, and in 
accordance with 21 CFR parts 1301 and 13 12 as of September 29, 2014. Any person who currently handles suvorexant and is not registered with the DEA must 
submit an application for registration and may not continue to handle suvorexant as of September 29, 2014 unless the DEA has approved that application, pursuant to 
21 U.S.C. 822, 823, 957, and 958, and in accordance with 21 CFR parts 1301 and 1312. 

Security. Suvorexant is subject to schedule III-V security requirements and must be handled and stored pursuan t to 21 U.S.C. 821 , 823 , and 871 (b) and in 
accordance with 21 CFR 1301.71-1301.93, as of September 29, 2014. 

Labeling and Packaging. All labels, labeling, and packaging for commercial containers of suvorexant must comply with 21 U.S.C. 825 and 958 (e) and be in 
accordance with 2 1 CFR part 1302, as of September 29, 2014. 

Inventory. Every DEA regis trant who possesses any quantity of suvorexant on the effective date of this fina l ru le must take an inventory of all stocks of suvorexant on 
hand as of September 29, 2014, pursuant to 21 U.S.C. 827 and 958 , and in accordance with 21 CFR 1304.03 , 1304 .04, and 1304.ll(a) and (d) . 

Any person who becomes registered with the DEA after September 29, 2014 
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must take an initial inventory of all stocks of controlled substances (including suvorexant) on hand on the date the registrant first engages in the handling of cont 
substances, pursuant to 2 1 U.S.C. 8 27 and 958 and in accordance with 21 CFR 1304.03, 1304.04, and 1304.ll (a) and (b). 

After the initial inventory, every DEA reg istrant must take a new inventory of all stocks of controlled substances (including suvorexant) on hand every two years, 
pursuant to 21 U.S.C. 8 27 and 958 , and in accordance with 21 CFR 1304.0 3, 1304. 04, and 1304.11. 

Records. All DEA registrants must maintain records with respect to suvorexant pursuant to 21 U.S.C. 827 and 958, and in accordance with 21 CFR parts 1304 , 
1307, and 1312, as of September 29, 2014. 

Prescriptions. Al l prescriptions for suvorexant or products containing suvorexant must comply with 21 U.S.C. 829, and be issued in accordance with 21 CFR part 
1306 and subpart C of 21 CFR part 1311 as of September 29, 2014. 

Importa tion and Exportation . All importation and exportation of suvorexa nt must be in compliance with 21 U.S.C. 952, 953 , 957 , and 958, and be in accordance 
with 21 CFR part 1 3 1 2 as of September 29, 2014. 

Liability. Any activity involving suvorexant not authorized by, or in violation of, the CSA, occurring as of September 29, 2014 is unlawful , and may subject the person 
to administrative, civil, and/or criminal proceedings. 

Regulatory Ana lyses 

Executive Orders 12866 and 13563 

In accordance with 21 U.S.C. 811 (a), this scheduling action is subject to formal rulemaking procedures done "on the record after opportunity for a hearing," which 
are conducted pursuant to the provisions of 5 U.S.C. 556 and 557 . The CSA sets forth the criteria fo r scheduling a drug or other substance. Such actions are exempt 
from review by the Office of Management and Budget pursuant to section 3(d}(l) of Executive Order 12866 and the principles reaffirmed in Executive Order 13563. 

Executive Order 12988 

This regulation meets the applicable standards set forth in sections 3(a) and 3(b)(2) of Executive Order 12988 Civil Justice Reform to eliminate drafting errors and 
ambiguity, minimize litigation, provide a clear lega l standard for affected conduct, and promote simplifi cation and burden reduction. 

Executive Order 131 32 

This rulemaking does not have federalism implications warranting the application of Executive Order 13132. The rule does not have substantial direct effects on the 
States, on the relationsh ip between the national government and the States, or the distribution of power and responsibilities among the various levels of government. 

Executive Order 13175 

This rule does not have tribal implications warranting the application of Executive Order 13175. The rule does not have substantial direct effects on one or more Indian 
tribes, on the relationship between the Federal government and Indian tribes, or on the distribution of power and responsibilities between the Federal government and 
Indian tribes. 

Regulatory Flexibility Act 

The Deputy Administrator, in accordance with the Regulatory Flexibility Act (RFA), 5 U.S.C. 601·612, has reviewed th is final rule and by approving it certifies tha 
will not have a significant economic impact on a substantial number of small entities. The purpose of this final rule is to place suvorexant, including its salts, iso 
and salts of isomers, into schedule IV of the CSA. No less restrictive measures (i.e., non-control, or control in schedule V) enable the DEA to meet its statutory 
obligations under the CSA. In preparing this certification, the DEA has assessed econom ic impact by size category and has considered costs with respect to the vario 
DEA registrant business activity classes. 
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Suvorexant is a new molecular entity which has not yet been marketed in the United States or any other country. Accordingly, the number of currently identifiable 
manufacturers, importers, and distributors for suvorexant is extremely small. The publicly available materials also specify the readily identifiable persons subject to 
direct regulation by this final rule. Based on guidelines utilized by the Small Business Administration (SBA), the suvorexant manufacturer/ distributor/importer was 
determined not to be a small entity. Once generic equivalents of suvorexant are developed and approved for manufacturing and marketing, there may be additional 
manufacturers, Importers, and distributors of suvorexant, but whether they may qualify as small entities cannot be determined at this t ime. 

There are approximately 1.5 million controlled substance registrations that represent approximately 381,000 entities (which include businesses, organizations, and 
governmental jurisdictions) . The DEA estimates that 371,000 (97%) of these entities are considered "small entities" in accordance with the RFA and SBA size 
standards. 5 U.S.C. 601(6); 15 U.S.C. 632. Due to the wide variety of unidentifiable and unquantifiable variables that potentially could influence the dispensing rates 
of new molecular entities, the DEA is unable to determine what number of these 371,000 small entities might handle suvorexant. 

Despite the fact that the number of small entities possibly impacted by this rule could not be determined, the DEA concludes that they would not experience a 
significant economic impact as a result of this fi nal rule. The DEA estimates all anticipated suvorexant handlers to be DEA registrants and currently 98% of DEA 
registrants (most of which are smal l entities) are authorized to handle schedule IV controlled substances. Registrants that handle suvorexant are expected to incur 
nominal additional security, inventory, and recordkeeping costs. These regi stered entities are likely to have already established and implemented the systems and 
processes requ ired to handle schedule IV controlled substances and can easily absorb the costs of handl ing suvorexant with nominal to no additional economic burden. 
For example, because DEA-registered pharmacies and institutional practitioners are likely to already be schedule IV handlers, they may secure schedule 11-V controlled 
substances by dispersing such substances throughout the stock of noncontrolled substances in such a manner as to obstruct the theft or diversion of the controlled 
substances. Additionally, because other DEA registrants who will handle suvorexant are likely to already be schedule IV handlers, they already should have existing 
secure storage areas for schedule ll-V controlled substances, which we assume would be able to accommodate any new stocks of suvorexant. See 21 CFR 1301.75 
(b), 1301.72(b). Accordingly, the requirement to secure all controlled substances containing suvorexant would not Impose a significant economic burden upon DEA
registered practitioners as the infrastructure and materials for doing so are already in place. The DEA therefore assumes that the cost of compliance with 21 CFR 
1301.71-1301.77 as a result of this final rule is nominal. 

Correspondingly, because DEA-registered manufacturers, distributors, 
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and importers must label and package all schedule ll-V controlled substances in accordance with 21 CFR part 1302, the requirement to label and package all 
contro lled substances containing suvorexant in accordance with 21 CFR part 1302 would not impose a significant economic burden upon DEA-registered 
manufacturers, distributors, and importers as the infrastructure and materials for doing so would already be in place. Accordingly, compliance with 21 CFR part 1302 
would not require significant additional manpower, capital investment, or recordkeeping burdens. 

Because of these facts, th is final rule will not result in a significant economic impact on a substantial number of small entities. 

Unfunded Mandates Reform Act of 1995 

In accordance with the Unfunded Mandates Reform Act (UMRA) of 1995 (2 U.S.C. 1501 et seq.), the DEA has determined and certifies pursuant to UMRA that this 
action would not result in any Federal mandate that may result "in the expenditure by State, local, and tribal governments, in the aggregate, or by the private sector, 
of $100,000,000 or more (adjusted for inflation) in any one year . . .. "Therefore, neither a Small Government Agency Plan nor any other action is required under 
provisions of UMRA of 199 5. 

Paperwork Reduction Act of 1995 

This action does not impose a new collection of information requirement under the Paperwork Reduction Act of 1995. 44 U.S.C. 3501-3521. This action would not 
impose recordkeeping or reporting requirements on State or local governments, individuals, businesses, or organizations. An agency may not conduct or sponsor, and 
a person is not required to respond to, a collection of information unless it displays a currently valid OMB control number. 

Congressional Review Act 

This rule is not a major rule as defined by section 804 of the Small Business Regulatory Enforcement Fairness Act of 1996 (Congressional Review Act (CRA)). This rule 
will not result in: an annual effect on the economy of $ 100,000,000 or more; a major increase in costs or prices for consumers, individua l industries, Federal, State, or 
local government agencies, or geographic regions; or significant adverse effects on competition, employment, investment, productivity, innovation, or on the ability of 

nited States-based companies to compete with foreign-based companies in domestic and export markets . However, pursuant to the CRA, the DEA has submitted a 
opy of this final rule to both Houses of Congress and to the Comptroller General. 

List of Subjects in 21 CFR Part 1308 

Administrative practice and procedure, Drug traffic control, Reporting and recordkeeping requirements. 

For the reasons set out above, the DEA amends 21 CFR part 1308 as follows: 

PART 1308--SCHEDULES OF CONTROLLED SUBSTANCES 

• 1. The authority citation for 21 CFR part 1308 continues to read as follows: 

Authority: 21 U.S.C. 811 , 812, 871(b), unless otherwise noted . 

• 2. Amend sec. 1308.14 by redesignating paragraphs (c)(49) through (c)(54) as (c)(50) through (c)(55) and adding new paragraph (c)(49) to read as 
follows: 

Sec. 1308.14 Schedule IV. 

* * * * * 

(c) * * * 
(49) Suvorexant 2223 

.. * • * * 

Dated: August 21, 2014. 

Thomas M. Harrigan, 
Deputy Administrator. 

[FR Doc. 2014-20515 Filed 8-27-14; 8:45 am] 

BILLING CODE 4410-09-P 

I 
NOTICE: This is an unofficial version. An official version of this publication may be obtained directly from the Government Printing Office (GPO). 
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Cha rlene Kel ler 

Forensic Scientist 

M a rch 10, 2015 

The designer d rug ma rket is st i l l  cha nging a nd new s u bstances a re sti l l  being created t o  evade 

legis lat ion p revio usly passed, but not nea rly to t he sca le t h a t  we were dea l i ng with a few yea rs ago. Last 

legis lative session I told you about the t h ree m a i n  groups  of des igner d rugs: Synthet ic Canna binoids - sold 

a s  i n cense o r  potpou rri g iving u sers a h igh s im i l a r  to THC ( M a rij ua na), S u bstituted Cath inones - sold as Bath 

Salts p ro d u c i n g  centra l nervous system stim u l a nt effects, and H a l l u c i nogens - p rod ucing effects s im i la r  to 

LSD.  Legis lat ion  was passed fo r each of t hese gro u ps us ing a chem ical  c lass a p p roach w h ich defined a core 

m o lecu l a r  structure a n d  l i sted possible su bstitut ions a n d  mod ificat ions.  These l a ws have hel ped in the fight 

aga inst designer d r ugs a s  a la rge num ber of com pounds a n d  t hei r derivatives a re control led in o u r  state, and 

we h ave not iced a l a rge decrease i n  t he amount  being s u bm itted to t he ND Crime La b .  The good news is o u r  

c u r rent l a ws fo r t he S u bstituted Cat h i n o nes ( Bath Sa lts) a n d  H a l l ucin ogens is sufficient, and no c h a nges o r  

a d d it ions  need t o  b e  m a de at t h i s  time. D EA h a s  recently s pecifica l ly l isted some of t hese com pounds into 

the federa l code but t hese were a l ready i n c l uded i n  o u r  state law ( a l ong with t heir l isted derivat ives) . This  

s hows that our a p proach is working and is p roactive. The synthetic ca n n a b i no ids  gro u p  is where some 

c h a nges a re req u i red, a s  new derivatives conti n ue to s h ow up that  a re not i n c l u ded in o u r  cu rrent 

legis lat io n .  The n u m ber of synthetic  ca n na b inoid sam ples s u bm itted to l a b  has greatly decreased . But  when 

a syntheti c  ca n n a b i n o i d  sam p le is identified, t here is a good cha nce it  is no lo nger o ne of the p revious ly 

contro l led com pounds b ut rather one belonging to a new generat ion of syntheti c  ca n n a binoid compou nds.  

This session, the pro posed cha nges inc l u de a d d i ng t h ree new gro u ps u nder t he synthet ic  

ca n n a b i n o i d  sect i o n .  These gro u p  defi n it ions a re m o re com prehensive a n d  t herefore would rep l a ce fo u r  of 

t he existi ng ca n na b i n o i d  gro u ps .  The first new gro u p, l n d ole Ca rboxa ldehydes, rep l a ces the fo l lowing 

cu rrent groups i n  t he century code: N a phthoy l i n d o les, P henyla cetyl indoles, Benzoy l i n d o les, a n d  

Tetramet h yl cyc l o propa noyl i n d o les. The defi n it ion inc ludes a l l  o f  the com pounds i n  t he fo u r  rep l a ced 

groups a n d  a d d it iona l ly inc ludes com po u n d s  not covered in the p revious defi n it ions .  The other two new 

gro u ps wo u ld i nc l u de newer com po u n d s  t he fo rensic com m u n ity has identified in casewo rk a n d  would 

i n cl u de a few of t he com pounds that were c u rrently l isted i n  t he 'others s pecifica l ly  named' sect ion.  To 

summarize, cu r rently t here a re eight defined ca n na b inoid groups with n i ne com p o u n d s  l isted s pecifica l ly. 

With t he p ro posed cha nges, t he new legis lat ion wo u l d  h ave seven ca n n a b i no id  g ro u ps with fo u r  com pounds 

s pecifica l ly named . The three new defined core struct u re groups with l i sted su bstitut ions is m o re 

com p rehensive a n d  inc l udes m o re com p o u n ds, inc lud i ng t he new generation of com pounds i dentified i n  

forens ic  c a se work.  

N o rt h  Da kota h a s  some of the best al l  i nc l u s ive l aws encompassing h u n d reds of com p o u n d s  when 

you com p a re o u r  law to some other states. The laws s pecifi ca l ly define what is a n d  what  is not covered i n  

t he defi n i t i o ns of t he gro u ps a n d  other states h ave fol lowed o u r  lead with some of t he defin it ions.  It  may 

seem l i ke i t  is  a never end ing battle with designer d rugs, but  al l  we can do is to stay o n  to p of what is 

currently being i dentified i n  t he fo rensic comm u n ity, and mod ify our laws a cco rd i ngly.  The laws a re working 

and h ave m a de a d ifference. This sess ion we a re just proposing some fine t u n ing to t he syntheti c  

ca n n a b i no i d  l a w s  t o  m a ke them more i n c l u s ive of past a n d  p resent com pounds .  


