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2003 HOUSE STANDING COMMITTEE MINUTES
BILL/RESOLUTION NO. HB 1146
House Judiciary Committee
Q Conference Committee
Hearing Date 1-21-03

Tape Number Side A Side B Meter #

1 XX 10-18

Committee Clerk Signature MVWQQ/

Minutes: 12 members present, 1 members absent (Rep. Bernstein)

Chairman DeKrev: We will open the hearing on HB 1146,
(see attached testimony)

Support.

Chairman DeKrev: How many drugs did we do last session,

Mr. Anderson: We had three or four last time.

Rep. Grande: The purpose of the second drug, what does it do?

Mr. Anderson: It is usually used for migraine headaches. The products that are marketed, are
most often used for migraines.

Chairman DeKrey: Thank you, any further testimony in support? Any testimony in opposition?
We will close the hearing, What are the committee’s wishes.

Rep. Maragos: Irecommend a Do Pass on HB 1146.
Rep. Wrangham: Seconded.
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House Judiciary Committee I

Bill/Resolution Number HB 1146 |
7 Hearing Date 1-21-03 I
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2003 SENATE STANDING COMMITTEE MINUTES
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BILL/RESOLUTION NO. HB 1146
Senate Judiciary Committee
Q Conference Committee

Hearing Date 03/12/03

Tape Number Side A Side B Meter #
2 X 0.0 - 10.1

Committee Clerk Signature mef xéfw%

Minutes: Senator John T. Traynor, Chairman, called the meeting to order. Roll call was taken

"N\ and all committee members present. Sen. Traynor requested meeting starts with testimony on the
bill:

Testimony in Support of HB 1146

Howard C. Anderson - Executive Director, Board of Pharmacy State of ND (meter .02) Read

Testimony - Attachment #1. Pharmacists treat all or our drugs the same due to compliance with |
the Federal Law. When law enforcement look at a particular drug and tries to site someone then

it needs to be listed under ND’s controlled substance act.

Buphrenorphine - This drug has been scheduled before but now has gotten an increases usage of | ‘
office treatment of narcotic addiction. Physicians in there office practice can use drug to detoxify '
patients that ars addicted to narcotics, We have not previously had this ability, We used to only
have Methadone Clinics (Mpls.)
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Page 2 f
E Senate Judiciary Committee |
’ Bill/Resolution Number HB 1146 |

/o-\ Hearing Date 03/12/03
Dichloralphenazone - Placed in schedule four. This drug has been available for a long time but

3 increasing problems with abuse. Chlorohydrate, when the o’ cowboys used to slip the other guy

the “Mickey Fin", this is what they used to put in there drink. Dichlorolphenazone has 2
molecules of chlorohydrate in it. Some companies marketed it as a controlled substance and

some did not. The Federal government decided to clear any issues with this and place it in

schedule four, Included is the Federal Register-Attachment #2

Sen. Travnor asked what the definition of the Schedule was. Schedule is 1-5 Five most
Addictive:
1. No Approval Medical use in U.S. - Research Only
7~~~ 2. For Approved Drugs Highest Potential for Abuse/Addictive Quality i.e. Oxycoton,
Hydramorophone, Ritalyn
3. Less Potential for Abuse-Usually in Combination with Over the Counter Combined with i.e.,

Tylenol Il with codeine, Codeine alone Schedule 2
4, Tranquilizers, Velum, Have potential for abuse, some serious side effects, but not as likely
to cause addition as in the higher schedules.

5. Less then 1/8 gram - Codeine Cough Syrup - Low potential for abuse.

Sen. Nelson discussed buprenorphine purpose (meter 5.0) For detoxification to Heton, ‘
Dicloralphenazone is used in some Migraine headache medicines and combination headache %
medicines. 32
Testimony in Opposition of HB 1146 3\fj
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Senate Judiciary Committee
Bill/Resolution Number HB 1146
m Hearing Date 03/12/03

Testimony Neutral to HB 1146

i Page 3
5

None

Motion Made to DO PASS HB 1146 Sen, Trenbeath and seconded by Senator Dennls

Bercler
Roll Csall Vote: 6 Yes. 0 No. 0 Absent

Motion Passed

Floor Assignment: Senator Carolyn Nelson
Sensator John T. Traynor, Chairman closed the heaiing
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I 2003 SENATE STANDING COMMITTEE ROLL CALL VOTES
t BILL/RESOLUTION NO. HB 1146
Senate JUDICIARY ’ Committee
| Check here for Conference Committee !
| Legislative Council Amendment Number
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Motion Made By  Sen, Trenbeath Seconded By Sen. Bercier §‘
Senators _ Senators
Sen. John T. Traynor - Chairman Sen. Dennis Bercier
| Sen. Stanley. Lyson - Vice Chair Sen. Carolyn Nelson
‘ Sen. Dick Dever ‘
— Sen. Thomas L. Trenbeath
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Harvey J. Hanel, PharmD, R.Ph,
David J ‘ R.Ph
\ Fargo, Oomor.a'onw
OFFICE OF THE EXECUTIVE DIRECTOR Gary W. Dewhirst, R.Ph,
PoBox 1354 Hettinger
Blemarck ND 585021354 Dewey Schiittenhard, MBA, R.Ph.
Telephone (701) 328-0835 - Blomarok
Fax (701) 268-0312 Riok L., Detwiller, R.Ph,
Blemarok
www.nhodakpharmacy.com William J. Grosz, 80.0., R.Ph,
E-mali= ndboph@btinet.net Wahpeton, Tressurer
Howard C. Anderson, Jr, R.Ph.
Executive Director
House Bill 1146
Judiciary Committee

Tueaday January 21, 2003 - 2:00 PM - Prairie Room

Chairman Dekrey, members of the Judiciary Committee, for the record I am Howard C.
Anderson Jr. R.Ph., Executive Director of the North Dakota State Board of Pharmacy

Thank you for the opportunity to appear before you today. This bill was introduced at the
request of the State Board of Pharmacy and contains two drugs which have been
rescheduled by the FDA and the DEA, We are now including these in the North Dakota
statute to place them in the same schedule in which they have been placed federally.

1 Line 24 places buprenorphine in schedule 111 of the Controlled Substances Act. |
(7" Jwe attached the Federal Register which explains the federal scheduling.

(
~

Page 3 Line 12 Places dichloralphenazone in schedule IV of the Controlled Substances Act.
1 have again attached the Federal Register indicating the federal scheduling.

Thank you,

Dot

Howard C. Anderson, Jr, R.Ph.
Executive Director
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63334 Federal Register/ Vo). 67, No. 104/Monday, October 7, 2002/Rules and Regulations

transections and whaether they are SUMMARY: This final rule is fssued by the  In December 2001, the DHHS
7 “xempt or excluded from being required utmehlmwoftho% forwarded s recommendation to ,
‘ hcmdodonmohbbn.du mmmo;m Jto  reschedule buprenorphine to Schedule (

sntities, foreign trading terminals, ule a Il of the CSA. This recommendation
hedging exem , and the Schedule V narcotic to a Schedule Il was based on a resvaluation of
of market ponrﬂom shall be with  narcotic under the Controlled buprenorphine’s abuse tial and
the Director, Division of Market Substances Act (CS8A). This action is mdm file in light of numerous
| t, Commodity Futures Trading  based on 5 rescheduling tific studies snd of human
: Three Centrs, recommeadation by the Department of  axperience with this m‘ The DHHS
; 1188 21st Street, NW,, ,DC  Health and Human Servicss (DHHS) and  compared buprenorphine with other
; 20581, A request for a Letter relatingto 2 DEA review indicating that drugs that share similar
; all other of the Actor buprenorphine meets the criterisofs  pharmaco properties and/or
; on rules shall be filed with the w)e Il narcotic, The DEA medical utility and considesred both
j Director, Division of Clearing and ublished & proposed rule to reschedule foreign and domestic data sspecially in
i Intermediary Oversight Commodity p hine on March 21, 2002 (67  regard to formulations of bnpmorihim
'; Futures Trading Commission, Three FR13114). The comment period was that are likely to becone availshle for
y Lafayetie Centre, 1155 21st Street, NW.,, extended for an additional 30 days until  use in the United Staies. Two New Drug
! w , DC 20881, A request fora  May 22, 2002 (67 FR 20072). T DEA  Applications (NDA) have been
; Letter relating to all other provisions of  received ten comments butno requests  submitted to the Food and Drug :
ths Act or Commission rules shall be for hearings. Administration (FDA) for high dose
| filed with the Director, Division of This final action will impose the sublingual (under the tongus) tablets, ;
) Clearing and In: Oversight,  regulatory controls and criminal These potential sddiction treatmaent j
Commodity Futures Trs . m g{; m-ﬂ n.l narcotic on product: m%lud::‘ (1) Subutex®, :odm:;o ;
Commission, Three ) or en renorphine {
% 1185 21st Strest, NW., %.. ,DC  buprenorphine or products containing (2 :Tla mg t:{:lcup , and (2) Sn&xom. "
20561, The requeet must be submitted  buprenorphine. & combination p in a 4:1 ratio of f'
, electronically using the e-mail address  paves: Effective Date: October 7, 2002,  buprenorphine to naloxone (2: 0.5 and
dmoletters@cfic.gov (for request filed CompHance to soms regulatory 8t 2 mg tablets). The Subutex® and
with the Division of Markst Oversight), requirements may be d.l.y.d a8 noted Suboxone® NDAs remain pending at
or doioleiters®cftc.gov (for requests filed {n the Regulatory Requirements section  the FDA but approvabls letters have
i with the Division of Clearing and of this docuinent, been issued for both products snd they
o~ Intermediary Oversight), ss 'PPNI:’?'&:- FOR PURTHEN INFORMATION CONTACT are likel it: m“';ﬂ marketing
/ s pmporll:i.md r copy Frank Sapisnza, Chief, Drug and :.1;510 2002. Low dose sublingual
,soquest must be p to the Evaluation Section, Drug ots (0.1, 0.2 and 0.4 mg) have been (
-7 Division of Market Oversight or the dmints available in numerous countries -
Enforcement A tration,
Division of Clearing and Intermedisry  weghington, DC 20837, (202) 307-7183, throughout the world and, in recent
, aye oy pponts ofvaciioaion of the  PUPPLIMENTARY BPORMATION: 28 ) have bean bpodased t
] electronic submission. Bsckground muix;iydeg:;.mlg the treatment of !
L Buprenorphine is a semisynthetic op n .
$140.100 opioilc’l. As :pdorivaﬁvo of th{‘l;dno. After consideration of the DHHS
: [Removed] buprenorphine was controlled in sclentific and medical evaluation and
; 6. Section 140,100 is removed. 8¢ “nu‘]:l ?n of the l}':l 1970 T,d m:lt:d ll:n roeommondat‘ion. t{n DEA
: Issusd §n Washington, DC, this 26th dayof rem Sched uring its factor
| o o Comminon 7 ot nd dovlopmmt o © 1l laluded h g
| . I} V) hnddads
< Secretary of the Commission, hydrochloride (Buprenax®) was 813(c L
[FR Doc. 02-25040 Filad 10-4-0% 8:45am]  4PProved for marketing in the United (i et o et potnt o
BULING CUDS 0141 States as an injectsble ulation (0.3 (2) Sofentific evid of its
mg/ml) for the trestment of moderate to " col ffect
el Do v P"(2) Tha state of current scfsntifi
DEPARTMENT OF JUSTICE Schedule V of the GSA aher ocelving o knowiadge regarding the drug; @ oot
medical and scientific evaluation anda 0 0, y patie
Drug Enforcement Administration Schedule V recommendation from the (8) The scope, duration, and
DHHS. However, buprenorphine was s ce of abuse;
\ 21 CFR part 1308 not in Schedule V of the CSA 6) What, if any, risk there {s to the
) until April 1, 1085 (50 FR 8104, public health;
; [DEA-228F) Fobm 2:3; gal;)l th:lof :t . hoar}ns . " I&n paychie or physiological
s e manufacturer o Hability:
Schedulee of Controlled Substances:  buv uno viiine, Reckitt & Coleman (aow (3] Whather the sbsmnce s an
i Reacheduling of Buprenoiphine From g it Benckiser). Since 1985, immediate precursor of a substance
] -, ScheduleV to Schadule ¥ Buprenex® has remained in Schedule  already controlled under this
e R e ientof  product has bad limited use outside On March 21, 2002, the DEA C
: on + Department o goapiul and clinic settings and is the ublished a proposed rule to place

Justice,
. only buprsnorphine product prasently uprenorphins in Schedule I of the
ACTION: Final rule, marketed in the Unitgd sum? cs% (57111311 13114). This notice will
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Federal Register/Vol. 87, No. 194/ Monday, October 7, 2002/ Rules and Regulations

Anslize that proposed rule, Schedule i1  lower risk of abuse and diversion of the

control res the DEA to make the
llowing v in accordance with

' 1U.8.C 812 (b

1, Buprenorphine has a potential for
abunlmthmmdmp:roothu
substances in Schedules I and I1,

3 Bup:whlm has a current}
sccepted mluuinunhamtymtlu

United States.
8. Abuse of buprenorphine may lead
to moderate or low physical

or high psychological dependsnce,

Comments to the Proposed Rule

The DEA recsived comments from ten

interested parties, Two commenters
were in suppoct of the proposed ruls,
seven commsnters were in o
the proposed rule and one ual
that the DEA bs mindful of
bls conflicts of interest by

viduals/organizations reepo to

this proposed rule. One commenter feit

that Schedule II more acourately

dnpcndont:: nhp«;t;:ﬁd mdhinc
proilie of buprenorp.

while anothsr commenter felt that the

evidance suggests that bupreno

should remain in Schedule V. Five

commentars support differential

scheduling of buprenorphins products

and contend that the buprenorp!

, hine/
Pl one product under development
(l m o&m tential. The fomin;
comnenters and a brief

summary of their comments;
1. The Medics! Director of the

organization. He stated that the APA

supports the p rule to
ule this However, once
bup: hine has approved for

use in op
APA recommends that the DEA study
and evaluate the actual sbuse overa
throe-year period to more accurately
determine whether placement in

Schedule III {s appropriate.
2, The Prostdent of the American

Association for the Treatment of Opioid

Depandence (AATOD) submitted
comments on behalf of the Board of
Dirvectors of AATOD in support of a
Schedule I narcotic classification for
bup hine and its products.

3. The Committee for the
Treatment of Oploid dence of the
California Socisty of Addiction
Moedicine (CS and the Preaident of
CSAM recommended less restrictive
scheduling of the buprenorphine/
naloxone combination uct
(Suboxone®) compared to the mono
suprenorphine product (Subutex®)

... should they be approved for marketing,

They bellavs it is important to convey
the message to physicians ahout the

ton o

d substitution treatment, the

combined formulation, They believe
that I':mlcmu to wo“l!l‘hd
nco phys appropriately
choo::‘tn combination product for
treatment of addicted patients. No dats
was provided in support of their
contentions,

4, A member of the Board of Directors
of the Amsrican Academy of Addiction
Pe commented on
behalf of this organization. The AAAP
contends that the available litscature
and ressarch on buprenorphine do not
support the DEA recommendation and
Dupresorphine products. Because

prenorp ucts, Because
Buprenex® huLn in Schedule V and
has not been associsted with
b\:i;‘lnpr‘r:' dil.vordon .:fll abuse, thoym

sve 00 com reason
reschedule this modiuﬁonmmh«.
believe there are substantial
rences between the two sublingual
roducts intended for addiction
tment. They contend that the
g‘u und::pollnnalndoxom roduct {s
oped specifically to prevent
diversion mmdt injection use,
believe that buprenorphines diversion in
other countries has been limited to use
by out-of-treatment, opioid dependent,
infoction users, Should both
g.mduots be in Scliedule 1M1, they
leve that there will be no incentive
for physicians to differentially make use
of one product. They recommend
Schedule V for Buprenex® and
Suboxone® and Schedule III for
Subutex®, No data was submitted to the
DEA in -w of thess comments,

5. The dent of the American
Society of Addiction Medicine (ASAM)
uomman::d oxlxn bo'l’:‘nlf of .%n t
organization. His views also represen
thoss of the Cheirmen of ASAM's
Moedication Development Committes
and the Opioid Agonist Treatment
i boproncrphise soataiing produce

upreno o-con' P
into tfo umno) schadule is not conaistent
with the pharmacology and the
{ntended clinical use of the
buprenorphine/naloxone sublingual
tablets, heliave that suliicient
svidence currently axista to aaﬂmt a
lower parenters] sbuse potentia] of the
combinstion product as compared to the
mono product. They feel that
differentially scheduling these addiction
medications would encourage
physicians to prescribe the naloxone
combination product fu preference to
the mano-product. No data was
submitted to the DEA in support of
these comments,

6. The President of the College on
Problems of Drug D:Eendence CPDD)
commented on behalf of this

orgsnizstion, This commentar requests
that the DEA consider differen
scheduling for the potential addiction
treatment medications, Suboxone® and
Subutex®, She believes thers is strong
svidence to support differential
scheduling: the combination product
will lsad to Jower abuse lal and
less parenteral abuse by individuals
who are currently dependent on oploids
becsuse the naloxons will precips

precipitate withdrawal. No data was
submitted to the DEA in support of

thess commants,

7. The President of Reckitt Benckiver
B s e o,
n s o
NDAs for buprenorphine products in
the treatment of 2

does not suppor: the propossd rale for
the follo reasons;

(a) Littla diversion or sbuse of
buprenarphine has besn noted in the
United Statec in the 15 years the
product has been mark- ' \d,

(b) The DEA has dis. :urded dataon
the development of the nsloxone
combination product that shows
significantly less potential for diversion
and abuse,

(c) The DEA disvegards the additional
controls imposed on these newer

roducts by the Drug Addiction
reatment Azt of 2000 (DATA).

(d) The Schedule 11 control for all
formulations of buprenocphine would
the combinsto produc, i approved, i

com i uct ro
the primary modgntion tiutmﬂd be
nﬂl&od for addiction treatment. By not
differentially scheduling these products,
the DEA is removing the incentive for
physicians to p be the combination
product rather than the single entity
product.
The com foels that Buprenex®
should be left in Scheduls V, and the
addiction medications, if u';:lpmod.
should be placed in Scheduls IV, Or, as
an alternative, the substance,
b:mnorphlno. should be placed in
Schedule I (which would include
Subutex®), Suboxone® should be

laced in Schedule IV and

uprenorphine dpmdm:tl with less than
1 mg/ml should be placsd in Schedule
V. No data was provided to the DEA in
cugport of these comments.

. The law offices of Hogan & Hartson
submitted comments on behalf of a
client. Hogan & Hartson requests that
DEA enter an order immediately placing
buprenorphine and all products
con buprenorphine under
Scheduls I based on their contention

that:
(s) Buprenorphine has s high
potential for abuse consistent with the

The micrographfc fmages on this fiim are accurate reproductions of records delivered to Modern Information Systems for microf{iming and
were fiimed in the reguiar course of business, The photographic process meets standards of the smerican Nutfonal Stendards Institute
CANST) for archival microfitm. NOYICE: 1f the filmed fmage shove is less legible than this Notice, it {s due to the quality of the
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abuse potential of Schedule Il dm. information that the FDA and the DEA  Warning Network (DAWN), DEA
partial agonist activity, incol relied in order 10 resch a declalon  forensic laboratory dats, literature cited
" Y e Sch " in FDA and nxmm documents on

foty in overdoss, is not supported and,
oven if trus, does not warrant s
from the conclusion that buprenorp
hasa potsatial for abuse,
®) in overdose is not s relevant
factor in deciding If a drug has lees
sbuse potential other similar '
mﬂuu'i';‘m o u!tl:.‘m.t:r |
raay res gree
i pohnth!fonb\m.y
1 (d) Scheduling under the CSA 1s
relative and depends on
aligning a with the closest set of
comparstors. and Hartson believe
that the closest set of comparators are
‘ ()nm:puw drug
) () " 3 gateway
‘ wh“i)d;'h ubl:f'.boﬂ:mh.
to glve uate
weight ta the fact that buprenorphine is
adniinistered by many routes o
administration and in combinstion with

(P‘l‘thBAhunotbnnwm!mnt
in its decision making process and has
failed to meet the non-arbf agency
action requirements, The that
buprenorphine has a potential for sbuse
loss than Scheduls I or I substances is
and capricious and not

» o ArDE

o, rnp::y«dbythcnndnlyin;

""" (h) The DEA position that
buprenorphine most closely ressmbles
s«:godulum:nhmnmwm:mpoctto
zhydahndpoychohglmldnpeudm

contrary to the evidence (even ff true,
DEA must give greater waight to the
abuse potential).
(1) The DEA erred in conaidering that
buprenorphine be available for o
based use as it is not & relevant factor
m!)"mm b Dunoeeephine fa

ent o

mm:

ule I to make

m"m“ based om will have & significent
on treatment programs.

'l‘hl:.lgtEA is required to analyze this

issue and follow the mandats of the
tory Flaxibility Act.

The CSA requires DEA to make a
reasonsble predictive judgment about &
pockire by stating -should sigaificant

“y ]
abuse or diversion of buprenorpbine
occur, DEA will initiats sctions to
increase its regulatory control,”
In support of these comments, Hogan &
Hartson referred to various legal
citations and statements made by DEA
: and FDA in the scheduling review
f documents on buprenorphine. No new
; scientiilc data was submitted.
? 9. Tha law offices of Hyman, Phelps
& McNamars, P.C. commented on belialf
of Purdue Pharma. After reviewing the

B

'~v0"'"

S

A,

RV

The micrographfc {meges on this
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R) The DEA has ot presented an
mtdqum basis for the proposed

{b) The proposed rule has not
-d.quf described the pharmiacology
of the drug substance buprenorphine or
gud“dx:' roducts that would be affected

e, .

y(c)mnyhm-dudbythommd
FDA in their conclusions have been
removed from their ;oru scientific
oontoxt"!‘hhlnputr arly svident in
the ducﬂrdon of buprenorphine and in
the baais for the DBA conclusion that
buprenorphine mynm high

d) The DEA and FDA have not

lained why data genersted since the
;ﬁw nubodvullng action for
oripina) . Tustons that bagresorpbins
o conclusions that bupreno
has a low mﬂﬂfoubﬁ-mmdl?w
potential for physical and paychological

s) The DﬁA and FDA have
inadequately described the conditions
of use of Subutex® in France and the

buprenorphine, It is asserted without
supporting data that the conditions of
use that wﬂmzlv to Suboxone® and
Subutex®, they be approved for
uss in the United States, will inevitably
load to si abuse of
buprenorphine. There is no discussion
of how the proposed use of Subutex® in
the United States may differ from the
lmolthhpmc]lucunl’m'rhauh
Aot an acknowledgment ropaosed
rule that one of the products mfdu-
development, which is not available in
France, contains naloxone which is
ox‘;bochd to deter intravenous abuse,
e Sl
pro mo uprenorp
loSchodulon{mnotducribodmdm
rationale is provided for the assertion
that the Drug Addtction Trestment Act

will not provids adequate safeguards for
the nblrc health, ™

QS The overwhelming scientific and
medical evidence demonstrates that
buprenorphine should not be
rescheduled. If buprenorphine fa
rescheduled it should not be placed any
higher than Schedule IV.

Hyman, Phelps & McNamars relied on
data from the World Health
Organization (WHO), United Nations
{UN), Interational Narcotics Control
Board (INCB) statistics, emergency
department mentions in the Drug Abuse

film are sccurate reproductions of records del fvered to Modern Information §

bur hine and case law, (
« The Director of the Edmond de
Rothschild Foundation, Chemical
Depsadency Institute of Beth lsrael
Maedical Center in New Yom ,
the DEA to assess possible :’
interest m:l; indlviduatl:lorg‘gmﬁm
submi commaents on roposed

{ Sohedule

The DEA has thoroughly reviewed,
nndyudmdaonddandznth
comments submitted in response to the

st s

most
instances, no deta was provided to
support contentions. Two '
a)‘mmm. howwori,npmvidnd d:l:
t relied upon in opposing
1o rule. The relsvant data cited
gy commenters were available to
mbcnti nprdlngby th:nd l;%:dm
ons r0 to
reschedule buprenoephine. In several
cases, the same medical, scientific and (
other data cited by FDA and/or DEA in
sched review documents are
interp differently by ths
commenters.
i ppostion o s proposedui s
) a to the p L] )
belief that buprenorphins and/oy
g.roductl containing bu hine
ve an abuse potential and ’
rofile other than Schedule IIl. The
o is a brief of the data
used by the DRA to concluds that the
most appropriate placement for
buprenorphine and products containing
buprenomphine is in Schedule Il of the
CSA classifiad as a narcotic. Following
this sum (under the of
Abuse Potential of B:}:moxphino and
Dependence Profils of Buprenorphine),
specific questions or comments raised
by the commenters are addressed.

Abuse Polentis] of Bupresorphine

The avaluation of the abuse
of any substance considers a number of
i by
[vi b okse [ ) P
mr;!d au\;igym)x of chndutino“:;
p on), pharmaco uding
routes of adﬁnl;nimﬂm]:?gy rofile of ‘
effects under various conditions and (
populations, durstion of action, drug
interactions), intended use, populations
at-risk of abuse and actual abuso data,

yatems for microf{iming end

The photographic process meets st
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the more u‘: oplate/oploid fs morphine-

percent when the extent of s tion of

o sublingual solution is compared to en

for abuse purposes. Recent increases in
the use of Buprenax® may be related to
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The subjective effects (alterations in dependence and grester flexibility in dosage forms and new ndications) the
.. mood, fseling and thtnrl:ﬁ’) produced  dose scheduling pure mu agonists  more likely it will be ab:eed. High-dose,
Yya may lead to orcement of  such as morphine (Johnson & McCagh, s tablets intraded for narcotic
- behavior and abuse 2000), treatment and utilirsd outside the
a » 1991), The abuse potential Although poorly available by the oral  constraints of treditional narcotic
criteria under the CSA is a relative one  route dus to poor tion and treatment p. s increases the risk
with Scheduls ] and II req extonisive metabolism in the small that thess products will be diverted,
substances to have s high abuse intestine and lver, buprenorphine can trafficked and ebused. Simply stated,
potential and Schedule I, Ndnmllox I;o mnbml d(‘:‘:l.:l 0{;.. mvldlng an abussble substance to
substances h-vlnq mmudv o " Ada , tablets have wn abusers im: enhanced
sbuse potsatials, maulh’tn the  been crushed and snorted, smoked and  risks, m little djvm’;:? and abuse of
comparison of the abuse potential of the r'lwod in squeous solutions and the injectable formulation, Buprenex®, 1
substance undee review with other jocted (for example: Sirang, 1985, has occusred in the United States, the L‘
substances. Morphine, a Schadule If 1091; Gruer of al,, 1909; Kintz, 2001). circumscribed use (few prescriptions ;
substance with high abuse potsntial, is  The absolute bioavailability o and prisnary use in hospital settings) has !
often used as a standard for com sublingual tablats is approximately 30 Jimite i the availability of this substance

_ like as ved b user, the more  intravenous doss (Mendslson ef al., narcotie
Hkely cubmnc!. if availeble, will be  1997a). Dissolving buprenorphine in g‘.m‘:‘: roduct '?ionz IMS

: sbused, squeous alcoho) enhances sub) National Disease and utic Index
¢ Buprenorphine is a semi-synthetic abeorption: the bjoavailability of the dsta and DEA fisld office reports

% opiojd derived from thebains. It has tablet is about 50 percent that of a indicate that many doctors are illegally
; at, and slow dissociation from opial containing squivalent amounts of :d{nﬂﬂnxﬁnndon. The Addiction i'
( tors (for review see Johnson & buprenorphine (Nath ef al.,, 1999; Schub  Tragtment Act of 2000 (DATA) does not
contribute to its pro occupancy at  bioavailability of -ublln%:d aqueous approved by the FDA for use in narcotic
opioid receptors. alcohol solutions and sublingua) tablets ¢ urrient

; Buprenorphine is a partial agon{st of buprenorphine may account for some discriminstion studi

b (sctivator) at the mu-opioid receptor and of the variability in dats involving doss DTS o on studies are

an antagonist (blocker) atthe kappa-  effects. Data generated using animal smong the most rigorous laboratory
i apioid receptor (Richards and Sades,  models suggest that buprenorphine may P e ures for assessing the

b ”\mm Sedes o al., 1962). Mureceptor  have relatively high boavallability in | Substitutability of paychoactive

! vation is associated with analgesta,  humans by the intranasal route and provide valuable information.about
. eemiosls (p constriction), (Brewstar o al., 1987; Lindhardt et al,  the subjective affects Pmdmd‘?’ y

) tory depression, euphoris, 2000). drug (Schuster & Johansan, 1088). In
uced gastrointestinal motility and The more ways a drug can be discrimination studies,

! dependence. Kappa receptor activation  sdministered by various populations of ~ buprenorphine generally substitutes for
g roduces m‘;ldgn , miosis, sedation,  sbusers increases its llhﬂgood to be mu agonista across several animal

h horia mimetic effects  abused. Individuals that only abuse speci¢s including humans (for example:

Leander, 1983; France ef al,, 1084;

uding disorientation and/or pharmmaceuticals by swallowing tablets ,
tion. As a partial agonist  or liquids (like most abusers o Young et al, 1084; France & Woods,
, at the mu receptor, buprenorphine hydrocodone products) would be less  1985; Hoffmelster, 1088; Picker &
; produces effects similar to pure mu aly to abuse buprenorphine, At the  Dykstrs, 1989; Negus ef al,, 1000;
4 agonists (like morphine) but effectsare  same time, the lack of oral Preston et al., 1969, 1092; Bigelow and
less dase-dependent p_mdudngln bioavailability increases the }ikellhood  Preston, 1982; Paronis & Hollzman,

: “cefling effect” on both physiological  that buprenorphine will be sbused ina  1994; Walker ef al., 1004). These studies
and psychological oa: dose manner that enhances its reinforcing ~ suggest that buprenorphine shares more
increases above the “ dose” do effects. Abuse data indicates that similar effects with pure mu agonists
not produce greater effects (Pickworth et bupmodrﬁlluna {s often injected. While  than with prototypic agonists

‘ al,, 1008; Walsh ot al., 1984, 1005), heroin addicts and sxperienced narcotic  (like butorphanol an that

5 Various effects Lrod y abusers have been the primary abusers  are in Schedule IV of the CSA). For
i buprenorphine have different of buprenorphine, data from England,  example, Preston & Bigelow (2000)
¢ doses. At clinically relevant doses, the  France, Scotland, and Irsland conducted & drug discrimination stud
! “ceiling” for some effacts produced by  demonstrate that, if available, in adult males with histories of opiof
i buprenorphine sdministration maynot  buprenorphine is abused by young, non-  abuse (but not mm‘ny dependent at
i be reached. Asa ) dependent drug abusers (Coggans et al., time of study) trained ta discriminate
buprenorphine may sct more like a pure  1981; Forsyth et af,, 1993; Frischer, hydromorphone (a Scheduls 1T pure mu
g mu agonist (depending on dose, effect  1092; Hammersaley of al., 1990; agonist) from placebo (¢1line), Of the
| m and individual O'Connor ¢t al., 1988). partial agonisia tested (biprenorphine,
variability) and may produce significant  The DEA has no evidence that butorphanol, pentazocine xad -
; dose-related suphoris, drug liking, bupm;:?hino is clandestinely nalbuphine) only buprenorphine fully
. respiratory depression and sedation produced; diverted pharmacsutical substituted for hydromorphone and
~ yver a wide range of doses (see citations }:oroducu are the only source of this drug groduned dose-related increases in
Jelow). However, buprenorphine’s r those who would choose to abuse it,  hydromorphone-appropriste responses,
unique pharmacology results in grester  Like all substances with abuse potential, Pentazocine showas an fnverted U-
safety (less respiratory depression at the greater the availability of shaped dose-response curve while

very high doses), less physical

buprenorphine (geeater use due to new

butorphanol and nalbuhine did not

courate reproductions of records delivered to Modern Informetion Systems for microfiiming and
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substitute fcr hydromorphone at any value than heroln, In sy naloxons combination, should ft occur
. oa daily sublingual ia directly related to the hin/
sub/sctive effects of buprenorphine (8 mg), intramuscular  naloxons dose and the leve) of (
fcm.';hlm. with or without injections of buprenorphine (4, 8, 16 dependence of the subjects, For
, have bean studied under o roduced oploid t-like affects example, individuale maintained on 30~
wide nmo of conditions including (8 ot ol.,, 1997), Co vely, these 60 mg of methadoue (Strain ef ol., 1908;
amm“o‘ dose nmi‘mtn of data suggest that buprenorphine has M-ﬂdm of al., 1997) or 60-120 mg
and timing intervals. In oM:somud ina wide spectrumof  {ntramuscular hine (Mondelson o
addition, opiate or naloxone challmge  individuals, Vulnerable populations al., 1990; Fudala of al., 1908; Schuh o
in buprenorphine maintained clients include drug naive individuals (new al, wui, opiate doses Jikely to produce
_ vary significantly with study conditions, abusers), opiate experienced significant physical dependence,
; Dcmth- me differences viduals and opiate dependent expecionce an unpleasant opiold
; in studies, certain conclusions can individuals, withdrawal syndrome after injection of
: hmmm.tbubunpowudd Many of the comments to the Jow doses of Baloxons or
bupren (with or without proposed rule for buprenorphine buprenorphine/naloxons. Mendeleon of
» u&m in lifferent populations of mchodunnguupmd concern sbout 4} '(1990) studied the effects of thres
t users, The following mmumtl a placing the buprenorphine/naloxone intravenous and
; Studisy conducted in non scheduls as s entity products. They affects and withdrawal signs in 12
: abusers (for example: Manner ef al., contend that the combination product o4 t subjects. Following
1087; Saarialho-Kere of al., 1987; has significantly loes abuse potential stabilization on s dail do;oouon'

warranting lesser control. However, the

MacDonald ef al., 1989; Fullecton ef al., morphine fntram y, subjects

; ;:01; Znonm ail&.imﬂ lmd::m that g:u naloxone and were with hine
: prenorp s morphine, renorphine/naloxone administration .
| uces dose related im t of in 3&]0\1? populations of users does not ﬁ“mw(‘.ﬁf‘ w‘;&mn.]wmy).iﬁ:.m o
l, psychomotor ancs, suphoria,  support a lower schedule. 211, 4:1, and, 8:1 (1, 0.5, and 0.25 mg of
z miosis, respirstory depression, aloxons is an opioid antagonist that naloxone), B hine alon m not
; somnolence and nauses. In studies with acts competitively at orioid receptors, It mcipiht; wi“m sad .uoul
/ pon t, opioid-experienced is used to reverse oploid central l:ﬁm similar to hine.
! subjects, the most consistent finding depression, incl respiratory dependsnt incresses in withdrawal
/ with buprenorphine administration depression (the leading cause of death igns and symptoms and dm:n in
; (sublingual, intravenous, intramuscular, ~in narrotic overdoses), and hasbeen 582 4 .p',”u‘;",m octurred aftee al
: ,~~=gubcutaneous) is s dose-related increase given iutravenoualy to &rodpimo nglmm combinations. At the 4:1 ratlo -
(" n“dmgliking” and “good drug effects”  withdrawal symptoms in the diagnosts  fi} S¥eRC SOmEiMtIons, AL e 4 ratlo
..-over a wide range of doses (for example: of opioid depen . It is generall marketing of the combination t
{:,duld ot al., 1978; Presion ot 0., 1902; injected and has a short duration o toid agonist effects umpmd .:2:’ !
'einhold of al., 1992; Pickworth stal,  action. Taken subl y, nuloxone op bout 80 ¢ u:i” .bunt
1993; Preston and Bigelow, 1994; Foltin  has little bioavailahility. : P arved for abbut
and Fischman, 1996; Greenwald of ol., The buprenorphine/naloxone ;ﬂnum".';.hm dats suggest mfo

combination product was specifically injection of the combinati

1000; Strain ef al., 2000, Comer ot al,,
to inhibit intravenous abuse

|

2002). In d dependent subjects, developed

i bupmom can substitute for heroin. by beroin addicts, In theory, the prenorphine/naloxone product hes

¢ Clinical data indicate that whea injection of buprenorphins/naioxone Mmmﬂﬂdinm-

: equipotent doses of buprenorphine and  combination in opiojd-dependent buprenorphine opiate-dependent.

i methadone are used, buprenorphine is  subjects should precipitate 2 moderate .

g as effective as methadone in to severe withdrawal syndrorne similar In New Zsaland, the only country that
! ressing °ﬂ:,id withdrawal (Bicksl  to sbrupt withdrawal from opioids. This has marksted s bnpmotp{lm/uloxm
et al., 1088; ;o on ef al., 109%). withdrawal syndrome develops within  combination gmduc!. extonsive

b Jasinski et al. (1078) reported that minutee of injection and subsides in one intravencus of the 0.2 mg

i chronic subcutansous administration of to two hours. However, s substanticd buprenorphine tablet among opiate

f a daily dose of 8 mg of buprenorphine  percentage of individuals curcently abusers led to the 1091 reformulation of
producec morphine-like subjective abusing heroin or other opiates donot  buprenoiphine to include 0.17 mg of

: effects and euphoria equivalent to 30 mg show any evidence of wi wal when mﬂxom. Robinson et al. (1993)

¥ of morphine sulfate administered four with naloxone, Between 34  conductsd two separate surveys among

¢ imes daily. In a sample of experienced  and 61 pecrcent of patients applying for  n- ~otic sddicts presenting for treatment
r;f detoxifiod opiate abusers, etal methadons maintenance may have L. .ure and after the launch of the

(1998) the abuse lisbility of  minimal or no resporse to intravenous  naloxoris combinstion product, In 1900,
5 (X ] m&:f.bupmnorphino. 16 mg or intramuscular naloxone in doses 81 percait of the patients reported

i morp and 30 .ﬁ pentazocine, ranging from 0.2-1 2 mg (Blachly, 1973; intravenous hine abuse {n the
\ Buprenorphine produced cant Judson et al,, 1080; Kannf et al., 1091; previouis 4 weuks, 50 percent reported

! euphoria and was identifind as heroin  Peachy and Lei, 1888; Zilm and Sellers, exclusive use of buprenorphine and 65

: rather than pentazocine. In s study with  1878), Whils addicts that seek trestment percent tested positive for the drug. In
opiate-dependent heroin sbusers, may have very high levels of 1901, 47 t reported intravenous

; - intravenous administration of 2 mgof  psycho) depeniience, this dats abuse of the combination tablet and 43
L buprenorphine produced potent opiate  suggest that they may not have high percent tested positive for the (
..__.-agonist aKocu (Mendelcon e al., 1998).  Javels of physical dependence on combination, One third of the patieats .
: Seven of Gifht subjocts estimated that  naseotics, that wsed the combination product

this dose of buprenorphine had s street The extent of withdrawal associated  intravenously reported instances of

‘ value between $5 and $20 but of lesser  with injection of buprenorphine/ withdrawal symptoms, Only one patient
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deterrent) in individuals who were not
physically dependent on narcotics or
those who were physically dependent
on buprenorphine,

Injection of buprenorphine/neloxone
in opioid naive individuale, non-
dependent opioid abusers or
buprenorphine maintsined addicts will
likely result in opioid agoniat effects.
For example, intramuscular
administration of buprenorphine alone
(0.4 and 0.8 mg/70 kg) or in
combination with naloxone (0.4 and 0.8
mg/70 kg) was examined in seven non-
ph y d‘:})endmt opioid abuser
volunteers (Weinhold et a], 1992). In
subjective measures of drug effucts,
buprenoxphine alone produced doas
dependent increases in “drug liking",
“high", and agonist ratings.
Administration of 0.4 mg
buprenorphine in combination with 0.4

- ... mg naloxone produced positive

( 1bjective opiate effects greater than 0.4

g of buprenorphine alone and a greater
percentage of subjects identified the
naloxone-buprenorphine combination
as an opiate when compared to
buprenorphine treatment alone.
However, increasing the naloxone
concentration to 0.8 mg (twice the
concentration of bupronorrhine)
significantly reduced opioid agonist

off scts.

In another study with opioid-
dependent volunteers stabilized on 8
mg/day sublingual buprenorphine,
intravenous buprenorphine (8 mg) with
naloxone (4 or 8 mg) produced
subjective effects similar to 8 m
sublingual buprenorphine and did not
precipitate withdrawal (Harris ef al.,
2000). Buprenorphine’s high affinity for
oploid receptors prevents nalaxone from

placing buprenorphine already
bound to these sites. In some
populations of buprenorphine-
majutained clients, extreniely high
intravenous doses of naloxone are
required to even partially displace
buprenorphine from opioid receplors
(Koston et al., 1890).

In non-dependent oploid abusers,

sublingual administration of
uprenorphine/naloxone (1/0.28, 2/0.5,
", 8/2, 16/4 mg) produced oploid
~..-agonist-like effacts (Strain et al., 2000).

The data suggest that the

buprenorphine/naloxone combination

The micrographic images on this ¢ilm are accurat

an

y inJoctln addicts who are sbusing
d dependent on buprenorphine. In
addition, this combination prod

uct,

taken subling nally, is not a dsterrent for
abuse by most pomuhﬁom. Studies on

snorting and smo
ars not available,
One of the many ob

Chronic bupreénorphine dos
cross-tolerance to other opiol

ng this combination

ves of opioid
replacement therapy for addiction
treatment is to deter addicts from the
continued use of heroin or other opiates.

produces
(Jasinskd

et al., 1978; Bickel et al., 1988) and ma
limit the magnitude of effécts produc
by -ugplomunm challenges of other

oplot

In subjects maintained ona
sublingual dose of 8 mg/dayof
buprenorphine, acute supplemental

{ntramuscular doses of

buprenorphine

{4, 8 and 16 mg) or hydromorphone {8
and 18 mg) administered 16 hours after
the buprenorphine daily dose produced
oploid agonist effects although there

was a lack of

graded dose-effects for

hydromorphone (Strain et al,, 1807).
The addition of naloxone to the

maintenance dose of bupreno

hine

does not impart greater blockade (Strain

et al., 2002).

In a study to determine what dose of
buprenorphine would effectively block
the reinforcing effects of intravenous
heroin (Comer ot al,, 2001}, both 8 and
16 mg of sublingual buprenorphine
maintenance dosing failed to block the
offects of 12.5 mg or 26 mg of heroin.
These aata indicate that buprenorphine
maintenance (even at relatively high

maintenance doges) ma

notserve as a

deterrent for patients w{o chose to
continue their illicit use of heroin or

other oplates.

Buprenorphine has been diverted,
trafficked and abused in many countries
throughout the world, Starting in the
late 18708, low-dose buprenorphine
sublingual tablets and injectable
solutions were approved for marketing
in many countries, High-dose
buprenorphine for narcotic treatment
gained marketing approval in France in
1996 and has since been approved in
several other countries.

Buprenorphine abuse was detected in
many countries soon after it was
approved for marketing, The initial
profile of low abuse liability and high
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reported exclusive use (by “iﬂoouon) of products will Jikely produce an therapeutic index (nfot&) fueled
. __.buprenorpbine/naloxone unilmt withdrawal when injected  decisions that allowed the initial
"~ “perienced no adverse withdrawal by heroin-dependent subjects. However, marketing of buprenorphine without
scts, The authors concluded that the  this combination drug product willnot  any dindiamt restrictions or regulatory
~ombination product did act as e be a serions deterrent to injection by controls, Its sasy accesaibility and
deterrent for some drug abusers but did  marginally or non-physically dependent acceptability by a wide spectrum of
pot stop infection practices. In addition, users or by individuals stabilized on drug abusers, including heroin addicts,
the authors noted that the injection of  this medication for addiction treatment  resulted in substantial abuse (for
the combination product would not (those individuals that will probabl example: Lavelle et al., 1081; Rainey, ‘
produce withdrawal symptoms (act as a %uvo the greatest access to this drug) or  1986; Strang, 1995,1991; Tracqui et al., :

1908; Kintz, 2001; Basu, 1988; Robinson
ot al., 1693; Dore et al,, 19087, Singh et
al., 1892; Chowdhury et al., 1098),
Auastria, Australia, Belgium, Germany,
France, Indis, New Zealand, Norway
and Sweden have all increased the
regulatory controls on buprenorphine,
In 1988 the World Health Organization
(WHO) recommended that
buprenorphine be placed in Schedule I
of the Psychotropic Convention. This
action was taken by the United Nations

in 1089,
A number of factors have contributed

to the illicit use of buprenorphine. In
areas where heroin has been lees -
available or of low quality,
buprenorphine's low cost, sasy
accessibility, high purity and substantial
morphine-like effects have contributed
to its popularity on the illicit market.
Doctor shopping and forged
prescriptions are important sources of
this drug and, according to the
International Narcotics Contro] Board
(INCB), large quantities of
buprenorphine have been trafficked
across international borders,

While extensive divorsion, trafficking
and abuse have been documented for
both the sublingual tablets and
inLectnblo formulations, the sublingual
tablet has a greater appeal to a wider
range of drug abusers, The variety of
routes of administration may account
for this preference. The tablets can be
abused by the sublingual route or they
can be crushed and snorted or the
powder can be solubilized and injected.

In summary, unlike Schedule I
partial mu agonists, buprenorphine is
recognized as morphine-like in many
drug discrimination studies and -
produces effects similar to morphine
over a wide range of doses, Significant
abuse has been documented in many
countries although various factoxs,
including the lack of regulatory controls
placed on buprenorphine and the
scarcity of high purity heroin, have
played a role in contributing to this
abuse, Buprenorphine's partial agonist
effects make buprenorphin. less
desirable than pure mu agonists in
Schedule I or IT, The extent to which
buprenorphine is able to produce
euphoria and “good drug” effects limite
its use by opiate tolerant abusers, While
buprenorphine can substitute for heroin,
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it is rarely preferred over high quality

. -~ heroin. In addition, the red
vespiratory depressant effects of
Puaxﬁnorpéﬂno)(& & consequence ‘cf;'f “‘i
‘celling effect”) imparta greater safety in
overdose than other aceutical
narcotics controll Schedule IT.

In reviewing all the data relevant to
the abuse potsntia), including the
comments and the DHHS evaluation,
the DEA concludes that buprenorphine
has an abuse potential less than
narcotics in Schedule I or 11 of the CSA
but greater than Schedule IV narcotics.

Dapendence Profile of Buprenorphine

In addition to having abuse potential,
most controlled under the CSA
are capable of producing dependence,
either physi (ﬁhydologiml) or
p-fchol cal. Physical dependence
refers to the physiological chnndgr:
produced by repeated use of a drug that
neceasitates the continued
administration of tho drug to prevent a
withdrawal syndrome, Psychological
dependence refers to the need or craving
for a drug that compaels an abuger to
continue drug use.

Chronfc buprenorphine
administration fs associated with
physical dependence (fnr exaraple see:

. Jasinsbd et al., 1978; Kosten et al., 1088,
~1900; San et al., 1992; Eissenber et al.,
1896). The extent of physical
-... dependence, as measured by an
abatinonce syndrome, has been
characterized as mild to moderate in
intensity and of long duration. The
profile of withdrawal effects/duration
varies with buprenorphine dose, route
of adminisication and duration of
chronic use. While some aspecis of the
abstinence syndrome approach those
which occur with pure mu agonists,
enerally the withdrawal is reported as
ass intense and may not req
pharmaceutical intervention for relief of
adverse withdrawal effects.

Jasingki ot al. (1878) conducted the
original clinical abuse liability studies
evaluating buprenorphine's abuse
potential. Buprenomhine was shown to

roduce morphine-like subjective,
havioral and physiological effects and

morphine-like physical dependence.
The abstinence syndrome observed after
abrupt withdrawal of chronically
administered buprenorphine (8 mg
subcutaneous for 60 days} was delayed
producing peak Himmelsbach
abstinence scores after about two weeka.
Peak withdrawal eifects wers clinically
significant but of lesser magnitude than
.pure mu agonists, Withdrawal effects
included Yoss of appetite, malaise,

e {insomnie, sensitivity of the skin,
lacrimation, rhinorrhea, perspiration,
gooseflesh, nauses, leg aches and
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backaches. Thess effects were variably
reported as mild to moderate and clients
requested an opiate to alleviate the
symptoma,
In another study examining the

hysical dgondenco profile of

usnno ne, 19 heroin dependent
male mbTocu wero maintained on 8 mg
sublingual buprenorphine for 16 days
followed hv an additional 18 days of
daily or every other dn{ dosing of 8 mg
(Fudala ot al., 1980). Abrupt
discontinuation in buprenorphine
dosing produced an abstinence

syndrome starting within the first 72
hours, peaking within 3 to 5 days and
diminishing after 8 to 10 days. Over 50

percent of the participants required
therapeutic intervention for withdrawal
symptoms.

In a report on the use of Subutex® in
France (Ministry of Health of France,
1998), cliniciana describe a
buprenorphine abstinence syndrome
similer to ebrupt withdrawal from
methadone, characterized by 2 to 3 days
of no symptoms followed by 10 days of
unszo-unt symptoms. Abrupt
withdrawa) of buprenorphine produced
effects approaching that of methadone
withdrawal but with perinds that were
very difficult to bear due to the
continual switching between a normal
state and a state of withdrawal,

One of the clearest indications of
buprenorphine physical dependence

otential is deta gathered on neonates of

uprenorphine maintained mothers
(Finher et al., 2000). Buprenorphine
neonatal abstinence syndrome (NAS)
was also reporied in &oatmarketin data
from Franco. The withdrawal syndrome,
including tremor and autonomic
hyperrefloxia, is generally mild to
moderate in severity. Between 1996 and
the first six months of 1899, 66 reports
of NAS were reported to the
manulfacturer,

The extent of psychological
dependence produced by
buprenorphine Is largely dependent on
ite ability to produce pleasurable effects
and the desire or need to cantinue the
use of thie drug for those effects, High
paychological dependence is associated
with significant loss of drug use control,
ancalation of dose, drug seeking
behaviors and maladaptive patterns of
substance use despite serious negative
consequences. In reviewing the

sychological dependence profile of

uprenorphine, the DEA considered a
number of factors including: drug
effects, evidence of diversion, traffickin
and abuse of buprenorphine, pattarns o
drug use and physical or psychological
problems associsted with continued
abuse of this drug,
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As reviewed earlier, buprenorphine
produces significant morphine. :
offects over & wide range of doses and (
in numerous populations of drug
abusers. However, buprenorphine's
partial agonist activity often results in
shallower dose-response curves with
reduced maximal amounts of euphoria,
drug liking and/or “good drug” effects
than many of the pure mu agonists that
have besn compared to buprenorphine.

Buprenorphine has been axtensively
diverted, trafficked and abused
throughout many countries although
those activities have ofien been fueled
by the lack of high purity heroin and
limited atory tontrols placed on
buprenorphine &voﬂe et al., 1601;

oy, 1988; Strang, 1095, 1901}
Tracqui ot al,, 1908; Kintz, 2000; Basu,
1998; Robinsun et al., 1893; Dore et al,,
1997, Singh ot al., 1892; Chowdhury et
al., 1998). Surveys in several countries
show that buprenorphine, along with
heroin, temazepam, and amphstamines,
ranks amon%tho top druge most
froﬂluently abused (Lavelle et al,, 1001;
Arditti ot al,, 1892; Lapeyre-Mostre ot
al., 1987; Thirion et al., 1694; Shewan
et al., 1988; Taylor et al., 1886; Coggans
et al,, 1991; Barnard et al., 1908).
Falsified prescriptions, theft, doctor
thopping and street buys have allbean
identified as sources for buprenorphine. (

Buprenorphine use is mocinto? with
maladaptive patterns of substance use.
In an analysis of 11,186 buprenorphine
pmcﬂtﬁ:iom (written in France
4 months hetwesn September through
December 1988), 12 percent of the
patients received prescriptions from
more than two prescribers and 18

ercent of the patients were judged as

aving devian! maintenance treatment
with more than two prescribers or more
*han 20 mg per day of buprenorphine
(Fhirion et al., 2002). Data provided in
a report generated by a
multidisciplinary task force (working
under an agreement with the Office of
the Junior Minister for Health, the
General Heelth Administration and
Sohering Plough Laboratories) on the
use of Subutex® in Fraince noted that
the sales of syringes in France remained
stable desﬂne the large numbers of
individuals in treatment with Subutex®.
At the same time, there was a significant
reduction in heroin trafficking and
heroin-related deaths. As so many
herofn addicts were in treatment and
being prescribed medjcations that are
not infectable formulations, the sales for
jnjection ‘muipmont should have fallen
off drastically. 'That did not oceur, (
Survey data re g buprenorphine
use indicated that between 12 and 31
percent of huprenorphine users crush
the bupranorphine tablets and inject i
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their own medication or diverted single ont‘i? product (Subutex®) when/ and, if available, are likely to be
edication, often in combination with  if aBpxov for use in the United States,  attractive to most opiate abusers. In

Yenzodiazepines (Ministry of Health of  This differsntial scheduling would addition, as an injectable produot,
france, 1808}, Benzodiszepines show the Jower abuse potential of the ~ Buprensx® misuse/abuse s associated
purmmdly enhance mirtolong the  combination product and would with possible behavioral riaks including
suphorigenic properties encoursge physiciens to preferentially  shared noodlulm es that contribute
buprenorphine. These in}sction prescribe the combination product. to the spread of HIV, hepatitis and other
practices are associated with the spread ~ Answer: The addition of naloxone to  communicable diseases {aleo review
of HIV and other communicable the buprenorphine high dose sublingual previous comment and answer). There

diseases as well as serious overdose
evuats, Over 100 deaths in France have
been associated high dose
buprenorphine injection in combination
with benzodiazepines (Tracqui et al.,
1998; Kintz, 2001). In another study of
1018 drug injectors in Glasgow during
1903 and 1994, 41 percent of the
injectors reportsd using buprenorphine
and, of those, 28 percent reported at
least ons overdose (Taylor ¢t al,, 1898).

A number of case reports involving
buprenorphine abuse demonstrate that
buprenorphine is associated with a
pathological pattern of use, tolerance
development and an oplate abstinence
syndrome (Quigley et al,, 1984; Singh et
al.,, 1892; Basu et al., 1890). Res org
who have compared the toxicologic and
Elychapathologic charscteristics of

uﬁmnorphine dependence with those

of heroin found no clinically significant
differences (Torrens ef al., 1893).

The availability and uss of high-dose

\"‘suhlingunl tablets is a relatively new

phenomenon, The ease with which
addicts can be detoxified after extended
use of buprenorphine at hi
maintenance doses has not been well
established nor is there informativu
regarding continued abstinence after
detoxification from long-term, high-dose
use/abuse of buprenorphine. The
dependence capacity of bt:gmnorphina
may be heightened under these
colx;dltiom. b hia 4
summary, bupreno e produces
low to moderate pﬂyaic:r dependence.
The withdrawal syndrome is of less
intensity and longer duration than most
narcotics in Schedule ! or IT of the CSA.,
Therapeutic intervention may be
necessary to help ameliorate some of the
withdrawal affects. Buprenorphine
abuse is associated with a loss of
control, escalation of dose, drug seeking
behaviors and maladaptive patlems of
substance use. The data suggest that
buprenorphine has a relatively high
ps&chological dependence profile
although it is generally losa reinforcing
thun heroln and other pure mu agonists,

Answers to ﬂ?p;ciﬁc Gom;imnh .
Regarding the Praposed Placeraent o
B;ggnnorphlm in Schedule Il of the
Comment: The buprenorphine/
naloxone product {Suboxone®) should
be placed in a lower schedule than the

tablets may be aversive in phy-lcallly
dependent opists sbusers but it wil
have little (may reduce agonist effects)
or no effect in all other populations of
abusers, It does not have significantly
less abuse potential. For more
information, see section on abuse
potential,

A physician with the appropriate
tnlnfng in narcotic addiction treatment
{as mandated by the Drug Addiction
Treatment Act of 2000) has, or will be
provided, information about the merits
of prescribing the combination product.
Should the buprenorphine sublingunal
tablets be approved for use in the
United States, the physician will,
ultimately, write a prescription for
Subutex® or Suboxons® based on an
informed decision about what he/she
feels is the best treatmen? for the
patient.

Comu:ent: Because Buprenex® has
been in Schedule V and has not been
associsted with widespread diversion or
abuse, there is no compelling reason to
reachedule this medication,

Answer: As s singls entity product,
Buprenex® has no other active
ingredient in its formulation that may
mitigate its ubuse potential. While no
significant abuse of Buprenex® has
occurred in the United States (which
both FDA and DEA believe is direotly
related to its limited use in the United
States) many countries have
experionced significant abuse of low
dose burrenorphine in tabletand
injectable formulations, Buprenex®
does not have less abuse potential than
other buprenorphine products,

Comment: Products containing less
than 1 mg/ml of buprenorphine should
be placed in Schedule V of the CSA,

nswer: Because buprenorphine is
significantly more potent than morphine
with much greater bioavailability by the
injection route of administration,
intravenous injection of 0.3 mg of
buprenorphine {1 dosage unit of
Bupnnex@)ﬂpmdunea physlological and
subjective effects equivalent to 10 mg or
more of intravenous morphine (Zacny et
al., 1867). Injection of 1 mg/ml
buprenorphine would be approximately
equivalent to the injection of 20~30 mg
of morphine (calculated by
extrapolation and considering the
shallower dose-response curve). These
doses produce significant opiate affects
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are no provisfons in the CSA to
schedule narcotic products based solely
on the concentration of active
ingredient,

Comment: Buprenorphine diversion

has been limited to use by out-of-
treatment, opioid-dependent, injection
drug users.

Answer: While buprenorphine has
been primarily abused by injection, data
indlicates that it has been abused by
other routes of administration and other
populations of drug abusers, Data fronn
France indicate that a significant

ercentage of treatment clients
prescribed high dose, single entity
product) abuse their own or diverted
medication (ses discussions on abuse
liability and dependence profile).

Comment: Once buprenorphine has
been approved for use in oplofd
substitution treatment, the DEA should
study and evaluate abuse over a three-
year ) uriod in order to more accurately
determine whether placement in

Schedule 11 is appropriate.
Answer: Whenever a is placed
under control in the CSA, the DEA is

responsible for monitoring the use of
that drug. In addition, the

Addiction Treatment Act (DATA) has
mandated that DEA monitor the use of
Schedule. ITII-V narcotic treatment drugs
utilized uader DATA. .

Commoent: The DEA hag disregarded
data on the development of the
naloxone combination product that
show significantly less potential for
diversion and abuse.

Answer: The DEA is aware that the
combination product was specifically
develnped to deter injection abuse by
physically dependent opioid injecting
drug abusers, In addiion, DEA wants to
support and encourage manufactursts to
develop products that will reduce the
diversion and abuse of Jegiimate
pharmaceuticals. This combination
product will inhibit injection by non-
buprenorphine dependent addicts and
this {s a positive outcome, However,
after careful examination of all the
relevant data regarding the abuse
potential of this product fn all
populations at-risk for abuse (see
section on abuse potential), the DEA has
concluded that the combination produat
does not warrant lesser control than
other buprenorphine products.
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_ Comment: The DEA hay disreyarded
“\o additional controls that would be
iposed on Subutex® and Subaxone®
oy the Drug Addiction Treatment Aot of
2000 (DATA).

Answer: As part of the review process,
both the DEA and the DHHS carefully
considered the use of these narcolic
treatment drugs within the context of
i:‘ ug;i;r DbA‘ A. l;lA'rA wn‘novar

tended to be a solitary atol
piece of Jegislation and d?hsugs mx
under this Aot muat first meet the
findings of a Schedule ITI, IV or V
substance as defined in the CSA (21
U.8.C. 812(b)). DATA does not have an
impaet on the criteria necessary for
scheduling under the CSA. The
scheduling criteria and procedures
remain unchu:ﬂod and continue to
dictate the requirements for the
scheduling of buprenorphine as well as
any other controlled substanco.

mment: The potential for
buprenorphine to be abused,
particularly when marketed in high-
dose tablets, is consistent with the abuse
potential of other Schedule I
substances. The partial sgonist activity,
including safaty in overdose, {s not
supported and, aven if true, does not

warrant a o from the conclusion
““at buprenorphine has a high potenifal
I ar abuse,

.. Answer: Under certain conditlons and
in various populations, buprenorphine
ll;u a high omﬁm.

uprenorphine as
morphine-liks in many drug
discrimination studies and produces
sffects similar to morphine over a wide
range of doses. This data suggests that
buprenorphines, {f available, would be
very attractive to most narcotic abusers
(see section on abuse potential
especially in regard to doses of 2 mg or
more). [However, the exient to whi
buprenorphine {s able to produce
suphoria, “good drug” effects, and
respiratory depression is limited by its
partial agonist properties, That is,
almost uniformly, pure mu agonists are
capable of producing greater lavels of
a?hoﬁa and other positive subjective
effects than buprenorphine, This is an
important issue for a drug-tolerant/
dependent narcotic abuser (those likely
to be prescribed or have access to high-
dose buprenorphine tablets).
Buglmnorphlne may alleviate
withdrawal, but may not produce the
lavel of “fes)-good” effects that the
abuser is seeking, Although
buprenorphina is abused by heroin
iddicts, it is rarely prefsrred over high

...~ quality heroin even when

buprenorphine is co-administered with

benzodiazepines, The low availability
and high cost of high purity heroin

compared to the high availability and
low cost of bn&morphino have heen
factors in the high incidence of
buprenorphine abuse in many countries,
Currently, the availability and purity of
heroin across the United States is very
hifh while the price of heroin is
relatively low in comparison to the .
pr%mi cost of bx‘nrrenorphlnc tablets.

» DEA cited safety in overdoss as
an example of buprenorphine'’s partial
agonist activily and as a mitigating
fuctor differentiating the abuse potential
of buprenorphine from inu agoniste in
Schedule I of the CSA, Factor (6) under
811(c) requires that the DEA consider
what, if any, risk there is to the public
health. The commenter argued that this
margin of safety exists only when the
dmng is taken in a carefully controlled
clinieal setting without concomitant use
of other drugs. In fact, narcotic addicts
are likely to abuse benzodiazepines with
buprenorphine and often by the
injection route—all risk factors for
buprenorphine-related deaths, The DEA
agrees that the increased safety with
respect to diminished respiratory
depression may be negated under these
circumstances, Data from France
regarding buprenorphine-related deaths
also supports this conclusion, However,
for the initiate to opioid abuse or the
non-depondent opioid abuser using
buprenorphine, the concurrent injsction
use of buprenorphine with
benzodiazepines is less likely to occur.
In addition, accidental death or serious
overdose by a child or other family
member who {ngests the medication of
an individual prescribed bt‘}ir'onorphina
is also ess likely 1o ocour. This is an
advantage over s like morghine.
oxycodone and methadone and a
relavant factor that carries considerable
significance when welighing public
health risks and the nsed for regulatory
scrutiny.,

In reviewing all the data relevant to
the abuse potential, including the
evaluation provided by the DHHS as
well as all the comments, the DEA
coucludes that buprenorphine has an
abuse potential Jess than narcotics in
Schedule I or 11 of the CSA but greater
than Schedule IV narcotics, It should be
noted that a Schedule Il substance can
have a relatively high abuse potential,
The law (21 U.S.C, 812 (b)(3)) does not
have an absolute descriptive term (1.0,
high, low) relating to the abuse potential
of Schedule ITl substances, However, the
abuse potential must be less than
Schedule 1 or II.

Comment: The DEA failed to consider
that the illusion of safety may result in
greater potential for abuse.

Answer: Priot to completing the fina)
scheduling review document, the DEA

received the FDA revisw document and
s scheduling recommendation from the
DHHS. The FDA specifically cited this  (
concern in their document and the DEA
considered this possibility.
Buprennrphine has often been touted as
s dfua with minima) abuse potential
and great safety in overdose. In many
countries, theso misconceptions have
led to less regulatory oversight and freer
prescribing practices by physiciana
resulting in easier acceas and greater
availability of buprenorphine for abuse
purposes, See sections on the abuse
otential and dependence profile of
uprenorphine. The narcotic abuser
may view buprenorphine “safety” as a
good reason to select buprenorphine
over another narcotic or to use greater
amounts of buprenorphine without
regard to possible overdose.

Comment: Scheduling under the CSA
is & relative analyeis and depends on
aligning a drug with the closeat set of
contparators. Buprenorphine most
closely resembles Scheduls I narcotics.

Answer: Scheduling is a relative
analysis, The effects produced by
buprenorphine were compared to many
Schedule 11 substances and found,
under certain conditions, to be similar,
However, buprenorphine is a partial
agonist and shares some very important
properties with other partial agon{sts in
Schedule IV (i.e. pentazocine smd
butorphanol). These partial agonist
properties play an important role when
comparing buprenorphine effects with
purs mu agonist effacts. Continued use
of all narcotic agonists results in
tolerance development, dependence and
possible addiction, For the narcotic
abuser, escalation of dose, to achieve
enhanced effects or to compensate for
drug tolerance, will, at rome point, be
compromised with a partial agonist: the
dose-response curve of buprenorphine
is more shallow and less linear than mu
agoniats, This means that
buprenorphine may not gmduce the
enhanced effects sought by the chronic
drug abuser, In addition, the current
data indicatos that buprenorphine
produces moderate physical
dspendence and relatively high
psychological dependence, not the
severe depondence of Schedule II
narcotics, Both the DHHS and the DEA
have determined that the available data
on bupronorphine regarding the abuse
potmtial and dependence profile are
moat closely aligned to, or defined by,

a Schedule JTT narcotic, For review,

please see previous sections on abuss :

gote&ﬁd and dependence profile found (
erein, L

Comment: Buprenorphine is a
gatoway drug compounding its public

ealth risks,
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Anawer: Generally, substances like

believes appropriate weight was placed

Comment: Whether buprenorphine
O.L..d'ﬂ..

. ~~alcohol, nicotine and marijuans are on this lusue, will be eligible for offi
& niversally accepted an gateway druge Comment: DEA’s conclusion that undee recently enacted federal
secause data shows that they are often  buprenorphine most closely resembles a  legislation is not a relevant factor in the
the fizet drugs used by adolescents and  Schedule Il drug, with respect to oduling analysis and DEA errod by
& correlation axists between early hysical and psychological dependence, considering it.
experimental use of these substances # contrary to evidence, Answer: In the March 21, 2002,
and an escalation to serious drug abuse Answer: comment was followed Federal notice on the praposed
toblems. One of the at-riak populations by a number of citations that were taken  rule for buprenorphine sched the
for buprenorphine sbuse is naive from the buprenorphine schedulin DEA madbs the following statement
(inexperienced) opioid abusers (sse review documents of both DEA an under a section on consequences of this
ssction on abuse potential), Barly FDA {those reviews that were conducted proposed rule: ““The DEA recognizes the
sxperimentation with buprenorphine E"“" to the proposal to place need to expand narcotic treatment and
may lead to serious drug abuse uprenorphine in Schedule I1I), These  this factor was a considaration in
problems. comments, for the most part, were taken gmpouing Schedule I placement for
Comment: The DEA has not been out of context, interpreted differently or  buprenorphine,”
o proposed placement of

consistent in its decision making
process and has failed to meet the “non-
arbitrary agency requirements.” The

weighted ditl‘omntlY than hy DEA and/
or FDA. For example, the statement that
buprenorphine produces “marphine-

bupreno: phine in Schedule Il was not
made on the basis of making
buprenorphine products available for

; 1ike plysical depsndence” does not
ﬁfﬁ.’ff?ﬁ‘iﬁmﬁh&ﬁﬁhm 1 mean that morpﬁna and buprenorphine offics-based narcotio treatment. Taken
or I substances is arbitrry and have the sanue physical dependence out of context, we rec o that this
capricious and not supportsd by capacity. It does mean that the statement could possi y lsad to that
underlylng admintstrative record. ghydologlc‘l chnndgu produced by interpretation. This statement was

Answer: The DEA has not been uprenorphine and morphine are meant as a preamble to express DEA's
arbi or caprlaious in the declsion  timiler and thay share similer concerns regarding the use of
" akti:ry Coce .!: the abuse withdrawal signs, The statement that  buprenorphine within the context of
8 regarding “under most conditions, office-based narcotic treatment, The

potential of buprenorphine,
Buprenorphine has a very unique

buprenorphine’s phystologica) and
pl}r,chol:gical efffctz m:ﬂent!ally the

DEA does recognize the need to expand
treatment. As part of our schaduling

pharmacological profile and producesa 0" S0 " :
rphine or hydromorphone”  review, DEA did consider the impact of
“:g‘ n‘:fl"p“::]d .;E::: ?&Lt ‘;{:l‘“h means thet buprenorphine is capable of buprenorphine treatment produots used
. 4 ago P producing effects (i.e., miosis, within the context of office-based
§ wartial agonists depending on dose, ir d i ol dru i
Y jattern of uss, and population taking ~ [oehiralory depression, analgeals, drug  practice,
P ihis drug Most single entity bure ma euphorie, drug liking and sedation) on The factors for determ the-
. tosod | Sﬁ’ e a par with morphine and placement of a substance within one of
;!3“;‘:;“ CSA whils nartial anontats. . hydromorphone “under most the schedules of controlled substances
o1 thie LSA, walle p agonists, conditions”, A more appropriate caveat  are specifically laid out in Title 21

AT RN

butorphano) and pentazocine, are
controlled in Schedule IV, After
reviewing all the relevant data, the DEA
concluded that buprenorphine’s abuse
potential is moat closely defined by
Schedule HI (see section on abuse
potential and answers to previous
comments).

would be “under many conditions".
This was a st :tement taken out of
context and does not mean that these
drugs produce the same dependence
profile, It is important to note that, in
making scheduling decisions, all the
available informa‘ion regarding a
substance must be synthesized and

U.S.C. 812(b). The manner in which a
substance will be used and its
availability to the public are among the
eloments that must be considered in
determining a substance's actual or
relative potential for abuse (see section
on abuse potential). The DEA did not
consider the need to expand narcotic

; Gommont: One of the strongest signs  waighed, The section on dependence treatment as a specific factor in
that a drug has a high potential for profile found herein does not contain all determining the placement of
abuse is evidence that it is abused the data DEA relied upon but does buprenorphine under the CSA.
through multiple routes of provide a stunmary of some important  Certainly the anticipated uss of

administration, and that it is used with
other drugs of abuse. Among other
things, this shows that drug abusers not
only like the drug, they are trying to
enhancs its affects. DEA's finding on the
abuse potential of buprenorphine failed
to consider and give adequate weight to
the evidence on this point,

Answer: The DEA did consider
various pharmacological parameters
rolating to the use of buprenorphine by
various routes of administration (see
section on abuse potential), Dru

data and the rationale used by DEA in
concluding that buprenorphine
produces moderate physical
dependence and relatively high
psychological dependence.
omment!In the absence of sufficient

data on physical and psychelogical
dependence, the DE/ must give weight
to its abuse liability assessment.

Answer: While some data was lacking
regarding the dependence profile of
long-term use/abuse of high doss
huprenorphine, sufficient data is

buprenorphine for addiction treatment
was a point of consideration in terms of
its possible impact on the relative
potential for abuse, however, it was not
a determining factor,

Comment: To the extent that DEA
considered the placement of
buprenorphine under Schedule 111, in
order to expand access to narcotic
treatment (67 FR at 13115), DEA was
required to do a complete analysis of the
impact of its proposal undsr the -
Regulatory Flexibility Act (5 U.S.C. 601

abusers frequently abuse more than one  avallable for making a determination ot seq.). Among other things, DEA was
‘rug. The reasons for this are varied. regarding buprenorphine dependence  required to conaider the impact of the
: ibusers may be trying to enhance the  (see ﬂgmviom section on dependence decision on small businesses, including
- effents of the drug they ars using and/ profile). In addition, DEA did notfind  methadone treatment p

ot trying to ameliorate some of the
unwanied side effects. The DEA

that buprenorphine has an abuso
poteatial consistent with Schedule II,

Answer: As stated pre ounly.. the
DEA did not propose plucement of
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~pmephine o Sdelae Wi gri ot todr DATA wilbgn o el il e A b
satment; it was DEA’s analyss of the c;: u::.d ¢ departiss from the more  included summaries °1Inm,u°"d'“ DEA
sators laid out in Section u’;tc) that  of uf: past ’3’33:‘: B.’:..‘i’.i‘&.‘i.‘“‘"‘“' "‘t:ﬂ&‘ ‘:‘:..‘n“a‘i"":;? 'h?n'b“?' (
resulted in the determination that products be approved, the f(‘ AR T ’
y will be uprenorphine. How ke
FEnRATAL,  mEhmnbnh. S
e perience ia ] about studies cannot be given.
o dmactrente LA EERD £t S B,
the placement of buprenorphine into v ' y S0 souse. commentator sia t DEA's
ort their medications, This activity,  statements buprenorphine’
me odule I as having a direct sconomic - under DATA, will occur in the sbesnce ~ potancy with respect to norphine and
narcotic treatment Y of enforceable minimal standards of fact that bupmnorphin:fn 2
Schedule M1 controfltl:f!mmimc. treatment, DEA beliaves that these derivative of thebaine have no bearin
: buprenorphine will be equally availsble conditions inarease the likelihood of on buprenorphine's abuse potentia),
to traditionnl NTP progrsmy as well as diversion and abuse of these products. & derivative of thebaine, buprenorphine
office-based treatment providers. The In ght of these uncertaintes end Iy ¥es originally clsaified undr tha CSA
migration of stabilized patients feora consideration of al] the data relevant to 88 @ niarcotic, This statement was not
's to office-bazed treatment buprenorphine’s shuse potential and made to imply anything with respect to
s will be driven move by the dependence capacity, the DEA has nbuse potential, Many substances (/.e.
Riffarances in the p requirements concluded that Sohadule 11l placement  OPiate antagonists) are derived from
and characteristics, The offica-based 23 e consirainte placed on thebaine and have no sbuse potantial,
programs may be more attractive to the phystcians under the Drug Addiction Potency, however, is an slement that
D e e T riny,  Treatment Act of 2000 (Pub. L, 106-310)  directly affets the sbuse potential, As
by its certification that p w; ment of will be sufficient to curb significant :_nentlonod in an earlier comment, 1 mg/
buprenorphine in Schedule I willnot 3018 problems. 1 wever, if our ml of buprenorphine produces
have a significant economic impact on assessment s not correct, the DEA will substantial euphoria. If buprenorphine
& substantial number of small business <5, APProRriste actlons. fs marketed in 2 aud 8 mg tablets, thoss
entities. Comment: The DEA has not presented tablets can be dissolved in water and
. Gomment: In its concluding statement 80 8doquate basis for the propased thared gﬂ'”“"l opiate sbusers
5 (of the praposed rule), DEA notes that  fulemaking. Many of the studies cited  (dopending on level of narcotis
‘ __ buprenorphine’s abuse potential and by DEA and FDA are not described jn  0Jerance). The implications of this
: < dependence profile suggest that there sufficlent detail. Moreover, some activity speuk directly to the abuse
Lo may be significant abuse and diversion  important information from these potential and the possible public health
f ‘of the tablets in the United States, DEA studies has not been considered by risks associated with shared injection
therefore intends to initiate action to DEA. wgi‘fmont (
\ increase regulatory control, should that Answer: The proposed rule outlines ¢ DEA did revisw and consider the
; scour, This approach, how'evu, is the basic facts, It provides a brief infﬁrmntIon ’ﬁ‘ the literature cited, as
i fundamentally at odds with the description about the action being lw ell as countless other scientific papers,
| bproah voquired uader the CSA, The  Propossd, describes bupronorphin s &  busee and Jaw nforeerent dosuroen
; (‘»S?li x:ﬁquire_o DEA to make a reasonahle d’g‘"““ of thebaine, a partial agonist  hat “’,:: " :&:ﬁ od rcement documents
fo"‘ po p;:&mﬁt:m: gﬂk& and ;:‘Ng: 9?;:‘;&' lu: :: l;n ﬁc (w'léltxh far  Comment: The g‘roposod rule has not
j Congross recognized. the raks. s Bwo ND?\; for {u . °"gm a)::od o adequately describod the pharmacology
assoclated wi dmg’ e 00 reat  pending at FDA ‘P nm‘Pu 8 “‘ﬁotﬂ of the drug substance buprenorphine or
from a law enforcement and public:srea respect to being h;:l:’(‘i!:ua“xbli:gual &‘tﬁﬁ‘ gull):oducu that would be affected
; ::ﬂ& pearspective to take a reactive %l:catl :imend:l‘ii for narcotic treatment, Answor: The section herein on abuse
| Answor: Sublingual tablets of R ooy NDA e o\ e oo o Potantial reviows the pharmecologicel
: buprenorphine have not been availsble  treatment dru p(r}uoo:s ?\r ° proposed profile of buprenorphiae. G ¥
)‘ % tka llJnited States. Both the DEA and  experience m%sha\? :cei:nuufl;:agm gfg;:&%pﬁﬁob?mrgg;c&i rul
. N b 8 e.
SR T I i o e
oun : )
comly e mieedhbde, el T paf cmlid - bpmorin s s for
labuaa and addiction are universal  reviewed the ;Dj\ ::hﬁmmerflolwlrli{w 12::;:::::5 t0 sevors pein
g:‘;c 0%12;; ﬁha:n:::f:ggailt’y :1{ i’,ﬁ;ﬂ' docment (i;:nx?atters of sclenc and Two New Drug Applications (NDA)
purity heroin in the United States will omx:Dg:)o"I‘ll))o DsEfl:hdilrlxs:oﬁ;t?;;ﬁi 28 Lmra be!e’ﬁ mb:f {2& y FT?,A for high
likely alter the types of abuse problems  final review and, outlined in th ddiotion tea ota. Those potential
experlenced with high dose propoged W B Suttined in Ex addiction treatment products include:
buprenorphine tablets when/if they ate  considered in making the fi'e ision t l(:) Subutex®, a mono or slngls entlty
a{,pmwd for marketing, That is, ons of  propose Schedule mstor e d cision lﬁ ugrenorphino product, and (2)

e motivators involved 4 prenorphine  Suboxone®, a combination product in s
bupreno hine in :::ny c%utl;m:: has f bu :;lzlxg m&.;m;&::m,, 411 ratio of buprenorphine to naloxone,
been therﬁck of affordable, high purity thil: pmprglod :;uemarl?x‘gt L?pl;anm for P.h:ﬁ:‘;fﬁxdz an;iiubpgxne&blll’)ﬁa (
heroin and fewer, more restrictive vquest, the DEA did provide the F g atthe FDA, When/l

) ' DA these sroducts are d &
controls placed on potent narcotic and DEA review d e o 5 approved for
analgesics, At the same time, narcotic interested pax:ies. couments to E?:‘:fuu:“ they will also be atfected by
The micrographlc imeges on this film are accurate reproduct ions of records delivered to Modern information Systems for microfilming and
were filmed In the regular course of business. The photographic process meets standards of the American National Standards Institute
{s less legible than this Notice, ft {s due to the quality of the oy

NOTICE: 1f the filmed image uhove

Operator’s Signature -

4

(ANSIY Jor archival microfitm.
document being f§imed,

Walo

Date




{ S 9

W

N R,

(

i
Federal Register/ Vo, 87, No. 194/ Monday, October 7, 2002/Rulcs rind Regulations 62363
Comment: Mm&fwu cited by the In reviewing this dats, the science,at  and use of other pharmaceutical
~~OKA and FDA in their conclugions have that time, relied heavily on preclinical  narcotics,
‘sen removed from their proper studies that indicated that Comment: The DEA and FDA have
«clentific context. This la particularly  buprenorphine had minimal abuse inadequately described the conditions
svident in the description of pofonﬁtl and dependence producing of use of Subuiex® in France and the
buprenorphine and in the basis for the c.rracl.tf. While Jasinski’s (1678) jmpact of such use on eithe; the
DEA conclusion thet buprenorphine original olinical abuse lisbility study mortality associated with heroin
may cause high psychological was available und considered, mare addiction or the frequency of abuse of
dependence, weight was placed on the fact that buprenorphine. It i asserted without
Answer: Concluding statements rarely  buprenorphine's partial agonist activity -upporﬁnmdm that the conditions of
rovide detail and, by theirnature, are  mitigated the development of any use that will q:sl to Suboxone® and
rief statementa rog conclusions  serious abuse problems and the belief ~ Subutex®, should they be approved for
that are made regarding all the available that this was an oxmodingy safedrug  use in the United States, will inevitably
data. The section on buprenorphine’s in overdose. Clinical use in foreign lead to significant abuse of

dependence profile herein and previous
comments/answers regarding this issue,
g:ovido a detedled discussion of the

sis for DEA’s conalusions regarding
dependence potential.
mment: The DEA and FDA have

not explained why data generated since
the original scheduling action for
buprenorphine in 1888 would alter the
original conclusions that buprenorphine
has & low potential for abuse and low
potential for physical and psychological
dependence,

Answer: The DEA has reviewed all the
documents pertaining to the original
placement of buprenorphine in
Schedule V of the CSA. In 1881,
buprenorphine hydrochloride

- (Buprenex®) was approved for use in
he United States as an analgesic. In
1982, the Assistant Secretary of Health
recommonded that buprenornhine be
placed in Scheduls V of the ESA. This
recommendation was based on findings
that buprenorphine had an approved
medical use in the United States and
that its abure potential and dependence
capaoity was low and consistent with

edule V placement. The DEA
gublilhod a proposal to place

uprenorphine in Schedule V in 1882,

s rulemaking was finalized on April
1, 1985 (50 FR 8104) following a hearing
requested by Reckitt & Colman (now
Reckitt Benckiser), the patent holder
and manufacturer for buprenorphine
worldwide, The company’s objection to
the proposal was based on their
contention that buprenorphine did not
have sufficient potential for abuse to
warrant Schedule V placement in the
CSA and that buprenorphine should not
be classified as a narcotic as defined by
the CSA. Data was provided from
several countries including West
Germany, Australia and New Zealand
(whers buprenorphine had been
available for a limited period of time)
showing buprenorphine abuse,
diversion and trafficking. In addition,
FDA provided testimony at the

administrative hearing on

buprenorphine regarding the basis for
their decision to recommend Schedule
vl

Tthe micrographic images on this £1lm are acc

CANSD) for archival microffim, NOTICE:

document being £1lmed,

urate reproduct{ions of
fhess, Th:p photographic process me

course of busine
were #1imed in the regular cours 1 the filmed

w )

countries, where it had already been
:lﬂmvod for marksting, was limited but

indicate that buprenorphine had
somé sbuse potential, However, as &
low-dose, injectable formulation for the
treatment of moderate to severe pain,
widespread use and availability was not
anticipated.

Since that time, the use, abuss and
available data have increased. Clinical
experience with verious dosage forms
for both pain management an
sddiction treatment is now available, In
addition, the anticipatad use of high-
dose buprenorphine tablets with the

ossibility that they could be prescribed

y physicians and used in an office
based setting for the treatment of optoid
addiction prompted FDA to re-evaluate
the status of buprenorphine undor the
CSA., In reviewing all the available data,
both FDA and DEA have concluded that
placement in Scheduls 111 as & narcotic
is the most appropriste schedule for
buprenorphine and products containing
buprenorphine,

omment: DEA and FDA rely heavily

on data concerning abuse of
buprenorphine in loreign countiries that
occurred prior to the international
control of huprenorphine in 1989 under
the 1871 Pagchotropio Convention,

Answer: Both DEA and FDA reviewnd
all the available data that addressed the
eight factors that are used as a baais for
making a final gcheduling decision.
Published litorature regarding the use,
misuse, abuse, diversion and trafficking
in buprenorphine was gathered and
assessod, Published data about the
abuse of any drug often provides a
wealth of information including: who is
abusing it, how it {s being abused,
source of the drug and possible street
prices, extent or seriousness of the
abuse, drug sffects, concurrent use of
other drugs, and reasons it is sought and
abused. Much of this information is
timeless and speaks to the ability of a
drug to produce certain effects that
some humans find pleasurable, Both
DEA and FDA considered
buprenorphine abuse data within the
context of regulatory controls, heroin
availability and purity, and availability

fmage above is less Legible

than this Notice,

bugronotph!no. There is no discussion
of how the proposed uss of Subutax® in
the United States may differ from the
use of this product in France. There is
not an acknowlsdgment in the proposed
rule that one of the products undee
development, which is not available in
France, contains naloxone to deter
{ntravenous abuse.

Answer: Buprenorphine was first
marketed in France in 1987 as a low
dose sublingual tablet (Arditti et ol,,
1992). Betweon 1992 and 19893,
buprenorphine was identified as the

rd most commonly appearing drug in
falsified prescriptions in southwestern
France (Baumevielle ef al., 1897). In
December 1992, tha French government
instituted spectal dizpensing and
prescribing procedures similar to those

overning narcotic drugs:

gupmm;;phina was monitored by the
French Medical Association;
prescriptions were required to be
written on a voucher taken from
counterfoil prescription book that wae
specifically desigued for narcotic drugs;
and prescriptions could be filled by any
pharmmacy, but had to be retained by the
pharmacist for three years,

In 1896, general practitioners were
permitted to prescribe buprenorphine
sublingual tablets (Subutex®, 2 and 8
mg) for treating opiate dependence for
up to 28 days per prescription. This
system of treatment is a considerable
depariure from previous pnlicy. Prior to
1998, France provided very limited
treatment with methadone in stats-run
clinics (on a per capita basls, France had
the lowest narcotic treatment of any
European country), The spread of HIV
and other communicable diseases by
intravenous drug users and the
acceptance of various types of narcotic
replacement treatment in other
countries (methadone, morphine, heroin
and low-dose buprenorphine),
combined with data suggesting that
high-dose buprenorphine wans a safer
treatment drug, set the stage for France's
new policy, When Subutex® was first
launched, the strest price of an 8 mg
sublingual tablet was 100 francs
(Auriacombe et al,, 1997), More racently
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{Dru, 1999}, the strest price for o Young shusers, not yetaddicted to  concomitant use of CNS depressants
.~~~ buprenorphine in Paris was 10 to 15 narcotics, were using buprenorphine as  (especially benzodiazepines) and high-

’ ‘francs and was reported as bain%;iuily a “getoway" dru:‘gl;o res to which  dose bupreno formulation were
sccessible on the illicit market. This this ocours was own), risk factors in M‘Emorphtnmcocmod
redustion in street pricing for Recent data regarding Subutex® uss  fatalities. He or concluded that ths
Imsnnorphinn s 1§ lyl:g: result of in France is provided by Thirlon et al. total number of buprenorphine-related
widespread availability, by licit and (2002), who conducted an analysis of deaths in France {s pioba ,
illicit means, Bacause of continuing underestimated due to: (1) The is

reports of abuse and diversion, in
September 1999, restrictions on
dispensing of buprenorphine were
tightened to a 7-day supply per
v iLiper regarding the use of
rmation the wse o
Subutex® in France comes from a
variety of sources. One of tho first and
most comprehensive reports was
enerated by a multidisciplinary task
rce (working under an ment with
the Office of the Junior Minister for
Health, the General Health
Administration and Schering Plough
Laboratories) and rted on the early
use of Subutex® in France, Data
presentad in the report suggested that
trafficking in heroin and heroin

overdose deaths ngnlﬂmntl declined
in France since Subutex® bzmmo

available (an estimated 75 percent
reduction), Howaever, data also showed
that Subutex® use is associated with
nifnm;mnt public health risks. The
follo

force:

——
~
¥

wing points were made by the taek

- o The use of benzodiazepines in

combination with buprenorphine
products is frequently encountered

th self-reports of addicts and studies
have verified the fraquency of this
combination: about 20 to 44 percent of
addicts treated with Subutex® also
administer benzodiazepines). From
February 1996 to October 1847, health
officials were aware of 17 deaths
associated with this combination,

¢ Sales of syringes remained siable
despits the large numbers of individuals
in treatment with Subutax® (50,000

buprenorphine-treated patients in 1897),

Addiots reported that they continue to
inject, often vrushing, dissolving and
injecting their buprenorphine tablets as
well as other drugs of abuse.

» Survey data indicated that general
practitioners were unabls to obtain
paychiological services for their patients,
as few psychiatrists want to treat
intravenous drug users (less than 1
percent of the psychiatrists were linked
to addiction treatment or had
experience in treating addicion).

o Subutex® was diveried and abused
by a significant percentage of
individuals receiving buprenorphine
prescriptions: 12 to 31 percent injected
thelr own medication and 2 to 9 percent
received multiple preacriptions from 2
or more physicians,

““““““
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11,1388 buprenorphine pmcrtig‘t‘l,om
(written between September through
Decomber 1299) la dstermine how
buprenorphine was being used by
French practitioners, Righty five percent
of the buprenorphine prescriptions were
wriiten by general practitioners who
often prescribed for only one or two
patients, The mesn dose was 11,8 mg/
day. Twelve percent of the patients
received prescriptions from more than
two prescrihers and 43 percent of the
maintained patients had an associated
benzodiazepine prescription, often on
the same rmcripdon form. Sixty ons

arcent of the patients had regular

ollow-up, 21 percent had occasional
consultations and 18 percent had
deviant maintenance treatment (more
than two Fmorlbm or more than 20 mg
per day of buprenorphine). The authors
concluded thet the essy access to
maintenance treatment in France is
assoclated with a high risk of

buprenomphine abuse.
number of studies have examined
buprenorphine-related deaths in France.
In a compiiation of the case reports and
analysis Involving buprenorphine
m ‘(,i‘e non-fFaet;l and 20 fatal 4
wean Pebruary 1996 an
October 19097 at the honpi‘ttalyt and
forensic laboratorios in Strasbourg,
France), Tracqui and colleagues (1998)
speculated that the high dosage of
Subutex® tablets is likely to play a role
in the occurrence of accidents in spite
of the theoretical “ceiling effect,”
However, almost all cases involved
diverted medication and the use of other
g:ychoactive drugs, especially
nzodiazepines. Intravenous injection
of the crushed tablet also appears to be
a risk factor and was associated with 8
deaths and 10 non-fatal overdoses.
Kintz (2001) reparted an additional
117 deaths involving buprenorphine,
These fatalitles wera observed at the
Institute of Legal Medicine of Strasbourg
from March 1898—July 2000 (39 cases)
and at 13 other French forensic centers
from mid 1996—March 2000 (78 cases),
Eighty iwo percent of the cases involved
males. Neodle marks suggesting recent
intravenous injection(s) were ohserved
in about half of the subjects, Al} but one
case involved concomilant intake of
other psychotrapic substances,
Benzodiazepines ware most commonly
found in combination with
buprenorphine (91 cases). The author
concluded that intravenous injection,

difficult to snalyze (low concentration
and no readily available immunoassay
in France); (2) only some forensic
centers responded to the yuestion of
fatalities involving buprenorphine; and
(3) in numeraus cases, an obvious
overdose (known drug addict, presence
of syringe ot pac of Subutex®), no
‘nudt:psy is requestsd by the police or a
udge,

If approved for use in the United
States, the prescription of Subutex® or
Suboxone® in an office based setting
will be a dignificant departure from
years of regulated narcotic treatment
practice. 'While physicians who want to
prescribv these ¢ for narcotic
treatment must bs certified by CSAT
and can only trest up to 30 opiate-
depenient patients at any given time,
other rgulatory requirements are less
rostrictive than those in France,

The tbove data show a pattern of
in:reasad regulatory control measures as
a consequence of increasing levelsof -
diversion and abuse. Injection of the (
Subutex® tablets is & common practice
among treatment clients and
prescription data indicates that they are
also using benzodiazepines. Addiction
is a medicel disease associated with
predictive behaviors that transcend
natioral boundaries, Even in the best
treatment programs, recurrent relapse
occurs. As stated previously, providing

rescriptions of narcotic suhstances to
own drug abusers for the treatment of
opiate dependence, in the absence of
any enforceable treatment standards, is
likely to be rolated with the diversion
and abuse of these medications.

Comment: The additional controls
that would be provided by moving
buprenorphine to Schedule IIT ars not
described and no rationale io provided
for the assertion that the Drug Addiction
Treatment Act will not provide
adequate safeguards for the public
health,

Answer: The regulatory controls for
those who handle Schedule III narcotics
are described later in this final rule.
There are some additional regulatory

ufrements beyond what is required of
Schedule V narcotics: prescription
refills are limited to 5 refills in 6 (
months, a permit is required to export
this drug, and both manufacturers and
distributors must file reports with the
DEA. For individuals involved in {l}ieit
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Schedule 111 of the CSA. The sections on
abuse potential and dependence profile
and answers to previous comments
address this issue,

Conclusion

Relying on the scisntific and medica)
evaluation and scheduling
recommendation of the DHHS in
accordance with Section 201(b) of the

_—~Act (21 U.S.C. 811 (b)), and after s
" areful consideration of all comments
Jhd a final, independent review by the
. .ng' the Deputy Admainistrator finds

at:

1, Buprenorphine has a potential for
abuge less than the or other
substances in Schedule 1 and 1.

2. Buprenorphine has a currently
accopted medical use in treatment in the
United States.

3. Abuse of buprenorphine may lead
to moderate or low physical dependence
or high psychological dependence
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Ragulatory Requirements
Persons who manufacture, distribute,

dispense, import, export, store or engage

in research with bupronorphine must
comply with the following regulatory
requiremenis:

1. Registration, Any person who
manufactures, distributes, dispenses,
imports or exports buprenorphine or
engages in rescarch or conducts
instructional activities or chemical
analysis with respect to this substance
must be registered to conduct such
activities in accordance with 21 CFR
part 1301, Those individuals who are
cusrently reglstered to handle
buprenorphine in Schedule V may
continue activities under that
registration unti] approvnd or denied

such registrant has filed an application
for registration in Schadule I with DEA
on or bafore November 8, 2002, Any
persotis not currently registered and
proposing to engage in such activities
mb): 3:1 cond';;lot wtivl,ﬁu ”:‘vi'th :a'm

1) ce until properly te
Schedule I1.

3. Security, Buprenorphine must be
manufactured, distributed and stored {n
accordance with 21 CFR 1301.71,
1301,72(b}, (o), and (d), 1301.73,
1301.74, 1301.75(b) and (c) and 1301.786,

3. Labeling an ‘Qaknging. Products
manufactured, distributed or dispenved
before October 7, 2002 and labeled as
Schedule V mﬂ be distributed snd
dispensed until April 7, 2002, Products
manufactured, distributed or dinrmed
after October 7, 2002 shall comply with
the requirement of 21 CFR 1302,03~
1322£7. lory. Reglatrants iog

. Inventory. trants possess.
buprenorphine ar required to take
inventories pursuant to 21 CFR 1304.03,
1304.04 1304.11.

8. Records and reporis. All ragishants
must keep records and provide reports
pursuant to 21 CFR 1304,03, 1304.04,
1304,21-1304.28 and 1304,33.

8. Prescriptions. All prescriptions for
buprenorphine or prescriptions for
products containing buprmorphine ars
to be issued pursuant to 21 GFR
1306.03-1308.07 and 1306.21—1308.26.

7. Importation and Exportation. A)l
importation and exportation of
buprenorphine shall be in compliance
with 21 CFR 1312,

8. Griminal Liability. Any acﬁ\zriog'
with buprenorphine not suthorized by,
or in violation of, the CSA or the
Controlled Substances Import and
Export Act or the Narcotic Addict
Treatment Act of 2000, shall continue to
be unlawful on or after Octobor 7, 2002,
except as authorized in this rule. -

Regulatory Ceriifications

Regulatory Flexibility Act

The Dotguty Administrator hereby
certifies that this rulemaking has been
drafted in a manner consistent with the
principles of the Regulatory Flexibility
Act (5 U.S.C. 605(b)§. It will not have a
siq;iﬁcant economic fmpact on a
substantial number of small business
entities. Duprenorphins is already
controlled under the CSA. Individuals
who are currently engaged in activities
with buprenorphine are already
registered to handle controlled
substances and are subject to the
regulatory requirements of the CSA.

Executive Urder 12866

In accordance with the provisions of
the CSA (21 U.S.C. 811(a)), this action
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is & formal rulemaking “on the record  any state to enforce its own laws. based com, in domestic and
after op nwtm & hoar bearing,” Suglio hA‘wor:idul A Mmmﬁmu g does m:lt export markets, _ ( :
are ursuan ve m cations warranting
\iu provisions of 8 U.8.C, sgo and 587,  the agpnuuon of Executive Order List of Subjects in 31 CFR Part 1208 ;
The Deputy Administrator certiffes that 13132, Administrative practice and ;
m a mm#mhxom Unfunded Mandales Reform Aot of 1995 ledu‘:'l’m M'Pm": o atrol, :
principles in Executive Order 12866 d rule wi esult in -
Bection 1(b). DEA has detorained thal (he exponditure by Sy, Jootl and - Atoreeny e suhorlly vested e the .
this is not & significant tribel governments, in the 10,0r  the GSA (21 U.8.C. 811(s)), and |
sction. re, this sction hasnot by the private sector, of $100,000,000 or  dg o the A¢ministrator of the
been reviewed by the Office of more in any ons year, and will not m;lﬂ the De I ‘
Mansgement and Budget. significantly or u{iqt;oly affect small nht{on: (21’6;'{“ (',";'0‘3)"".?“ |
Buprenorphine is already controlled overnments, Therefors, no ctions were redslegated b the Db Administrato f
under :lho CSA. hc}invim:i wh&l&t od nnmnr{‘undar the provisions pm.:.‘:g 10 3% CFR o?mt‘y’ the Depu ' ,
mno{pm already r:;mmd jo 0fthe Unfunded Mandstes Reform Act  Administrator heteby amends 21 erR (
handle controlled substances and are > 19'95. , y part 1308 as follows: :
subject to the regulat wirements of Smal Nusiness Regulatory Enforcement ;
nn?’ (78}\‘.o ory reqiirem Falma;s Act of 1096 PART 1308-—AMENDED]
Executive Order 12088 This proposed rule is not a major rule __1:The suthority citation for 21 C¥R "
This propossd Honrestsihe 08 defiond Y Section 804 of the Small P2t 1308 continues to read as follows: |
npplicnglo standards set forth in Business Regulatory Enforcement Autharity: 21 U.S.C. 811, 812, 871) i
Sections 3(a) and 3(b)2) of Bxacutive  Faimess Act of 1996, This rule willnot  unless otherwlse noted.
Order 12988 Civil Justice Reform. result {n an annual effect on the 2. Section 1308,13 is amended b :
. economy of 5100,000,000 ot more; a rovising paragraph (e) to read as follows: :
Executive Order 13132 major increase in costs or prices; or |
This proposed yulemaking does not  significant adverse effects on §1308.13 Schadule M.
preempt or modify any provision of eo:dpetiﬁon, employment, investment, * * ¢+ ¢ ¢ :
state Jaw; nor does it impose productivity, innovation, or on the (e) Narcotic drugs. Unleus specifically
enforcement responaibilities on any ability of United States-based excopted or unless listed in another
. state; nor does it diminish the powarof  companies to compete with foreign- schedule:

.\ . 7’
1) Any material, compouzd, mixture, or preparation conlaining any of the following narcotic drugs, o their salts caloulated as tha free Q :
snhydrous base or nlhlolm. 1a limited quantitiss as set forth below: ‘

(1) Not rore than 1,8 sx 0f codeine per 100 milliliters or not more than 90 milligrame per dosage unit, with in equal or

t' q\lmﬂ &.n u‘mnn. ‘lhlold of op‘um O Y T Y Y L O T e e T L L I L T ari s ma
m‘Not more then 1.8 grams of codeive per 100 milliliters or not more than 80 milligrams per dosage unit, with ome or more ,
.mw. mmmﬁc w‘mb ln rw?‘m m“p‘uﬂo mou”" ERGETOO IR Cd b AR LR B AT FERD BRSO BRI DIDF A2 EDIBINIBSFIIDIIRRIYIINIRIS0R NN IRII RO M :
(ifi) Not more than 300 milligrams of dihydrocodeinone (l;{;i:ocodona) pee 100 milliliters or not more thun 18 milligrams per ?
M‘ unlt‘ w‘th . bmld “ wm&.mu!’ M .n i lln. .ndoid nf np‘“m P L T T T Y TN TN TR T FRY TR T Y YAV Y uw i
(iv) Not more than 300 milligrams of dihydrocodeinons (hydrocodons) per 100 milliliters or not more than 18 1 per
dossge unit, with one or more uctive nonnarcotic ingredisnts in recognized therapeutio AMOWMS wuviusinssmnmmtismsrisimitssin i 0808
{v) Not more than 1.8 grams of dihydrocodeins per 100 millifiters o not more 90 milligrams per dosage unit, with one
u W .cﬂv. nmmuﬂ w‘n“ in wiﬂ thml”u“o ‘mwnu LU T Y TP Ty T R T L Ty N P TR TN IR YT LAY Y ST YR YT YOI ) uo’
‘) Not more than 300 milligrams of ethylmorphins per 100 milliliters or not more than 15 per dosage unit, with
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(vii) Not raore than 500 milligrams of epium per 100 milliliters or per 100 grams or not more than 25 milliyrams per dosage
uni" Mth m. “ m .dv’. mmm‘o inmiﬂ“ in Wiz thmpuuc m“nt. FERIAMIREIBRpbe el i ians b MY LLIIIRITRITYTY] m

(viii) Not more than 50 milligrams of morphins per 100 milliliters or per 100 grams, with one or more active, nonnarcotio in-
Mim“ m mi“d 'hmmun mmu L Ly L T L Y T YT Ty Ty T Ly Ty r Ty R R RN T R R R TR AN TR YT YT TIYYYIYITY
{2) Any material, compound, mixture, of preparation contatuing any of the following narcotic drugs or their salts, as sst forth balow:

(i) Bup“m?hm. LTy Ty Ly Y Ty Ty T LTy Ty Ty L T T Ty T Ty Ty Ty Y Ty PR N YT T I T T TP TSR PR T TN T TP TINITY

9810

9064

(ii) [Reserved.) (1) [Reserved] DEPARTMENT OF TRANSPORTATION
* * * * * * * * * *
Federal Highway Adminisirat!on
3. Section 1308.15(b) is revised i» Dated: October 1, 2002,
read as followa! John B, Brown, I1, 23 CFR Part 450
Deputy Administrator,
§1906.15 Schedul V. [FR Doc. 02-256263 Filed 10-4-021 8:45 am]  [FHWA Docket No, FHWA~2001-10888]
BILLING CODE 4418-00-P
(b} Narootl'fn] drugii Ux:ilesa npo&iﬁcally RIN 2128-AE92
excepted or unless listed in another :
ichedule, any material, compound, “';"’W"“” Transportation Planning {
. ixture, or preparation cuntaining any and Programming
AGENCY: Federal Highway

of the followininarcotic drugs and thelr

salts, as set forth below: Adm{nistration (FHWA), DOT.
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DEPARTMENT OF JUSTICE

( /"“Wug Enkrosment Adminlstration

I
¥

41 CFR Part 1308

[ORA-2004]
RN 1117-AAS

Schedule: of Controlied Substances:
Placemeaint of Dichloraiphenazone into
Schedule IV ,

AGENCY: Drug Enforcement

Adminisixation (DEA), Departiment of
Justice.

ACTION: Final rule.

SUMMARY: With the {asuance of this final
rule, the Acting Administrator of the
DEA specifically lists the substance
dichloralphenazone, including its salts,
lsomers, and salts of isomers in
Schedule IV of the Controlled
Substances Act (CSA, 21 U.S.C. 801 et
s8q.). As a result of this rule, the
regulatory controls and orfminal
sanctions of Schedule IV will be
;ﬂpllcablo to the manufacture,
tribution, dispensing, importation
and exportation of dichloralphenazone
m;lhfrodum containing
dichloralphenazone.

" BCTIVE DATE: Effective August 16,

£001.

POR FURTHER INFORMATION CONTAOT:
Frank Sapienza, Chief, Drug and -
Chemical Evaluation Section, Drug
Enforcement Administration,
Washington, DC 20537, (202) 307-7183.

SUPPLEMENTARY INFORMATION:
What Is Dichloralphenazone?

Dichloralphenazone (also known as
dichloralantipyrine) is a compound
containing two molecules of chloral
hydrate (2,2,2-trlchloro-1,1-ethanediol)
and one molecule of phenazone (1,2-
dihydro-1,5-dimethyl-2.phenyl-3H-
B‘ynml‘a-ono): CAS No. 480-30-8.

chloralphenazone is a sedative
typically used in corabination with
isometheptene mucate and
acetaminophen in formulating
prescription pharmaceuticals for the
relief of tension and vascular headaches.
When dichloralphenazons is
administered or placed in an aqueous
solution (a liquid preparation of any
substance dlssolved in water) it
dissoctates to form chloral hydrate and
phenazone.

Why Is DEA Issuing This Rulemaking?
! Sahedule IV controlled substances are

“wee—listed in 21 CFR 1308.14, Sectlon

1308.14(c) lists 40 depressants,
including chloral hydrate, that are

The microgragha tneges on this £11% 18 CCCat, Fhatoprapnto process meats st

were ¢1lmed tn the regular courss of
(ANS]) for urch;wl wicrofiim.

NOTICE?

Schedule IV controlled substances. The
first sentence of 21 CFR 1308.14(c)
states that the at:!gory of Schedule IV
depressants Includes “any material,
compound, mixture, or preparation

which contalns any quantity of* the
substances listed in the section, Since
dichloralphenazone is a compound
containing chloral hydrate, it Is likewise
a Schedule IV depressant.

Since dichloralphenazone has not
been recognized as a compound
containing chloril hydrate and
confusion has existed with regard to its
control status, the DEA published a
proposed rule in the Federal Register on
December 11, 2000 (65 FR 77328) to
expressly list dichloralphenazone as a

edule IV depressant. This proposed
rule provided 60 days for comments.

Woerc Thers Any Comments Regarding
the Proposed Rzm

The DEA received two comments
regarding the proposal, The Healthcare
Distribution Management Association
(formerly the National Wholesale
Drugglsts’ Assoclation), whose members
operate over 200 distribution centers
throughout the U.S., requested an
additional 30 days from the date of
publication of this final rule to comply
with security, inventory, recordkeeping
and reporting, and importing and
exporting requirements for the handling
of dichloralphenazone, They felt that
moving dichloralphenazone from an
uncontrolled status to a controlled
status required s{atem and operational
changes that could not be implemented
immediately upon publication of this
final rule. The DEA has no objection to
the additional 30 days and s
Incorporating this change into this final

rule.
Elan Pharmaceuticals, manufacturer

of Midrin® (a prescription product
containing isometheptene,
dichloralphenazone and acetaminophen
marketed {n tha U.S. for over 30 years}
commented that federal and state
authorities have not regulated
dichloralphenazone as a Schedule IV
substance, physicians and pharmacists
have not treated Midrin® as a controlled
drug product and major drug
compendiums (Physician’s Desk
Reference, Merck Index, Drug Facts and
Comparisons) have not {dentified
dichloralphenazone or Midrin® as a
controlled substance. In addition they
noted that the DEA 1ntemmtlon that
Midrin® is a scheduled drug would
likely affect pmoribin% practices and
raise DEA registration, labeling,
recordkeeping and reporting issues and
create confusion among practitioners
and patients. Further, Elan poses that
there s little evidence that Midrin® or

any other dichloralphenazone product
has been misused, abused or diverted.
'The DEA received a formal request from
Elan Pharmaceuticals for an exemption
for Midrin® as an exempt non-narcotic
g.mcrtpuon product, That n&l’oﬁt will
evaluated according to 21
1308.31,

The DEA is aware that
dichloralphenazone and products
containing this substance have not been
identified or treated as controlled
substances. The determination that
dichloralphenazons is a controlled
substance is based, in part, on its status
asa oom{:und containing chloral
hydrate. In addition, numerous drug
abuse emergenoy room episodes have
fnvolved Midrin®. The DE.\ has made
every effort to reduce any confusion on
the part of handlers of
dichloralphenazone or products
containing this substance and chose to
expressly list this substance in order to
eliminate confusion. The DEA invites
any other company to submit a formal
request for an exemption from Schedule
IV regulation for any _
dichloralphenazone product, The data
submitted under 21 1308.91 are
evaluated to determine if such an
axemption s warranted,

What Regulato uirements Will Be
Sr lied to n.ﬁfuq of
oralphenazonet

leonom i:'xho manufacture, distribute,
spense, import, export, store or engage
in research with dichloralphenazone
must coniply with the following
regulatory requirements:

1. Registration. Any person who
manufactures, distributes, dispenses,
imports or exports dichloralphenazone
or engages in research or conducts
instructional activities or chemical
analysts with respect to this preparation
must be registered to conduct such
actlvities fn accordance with 21 GFR
part 1301, Any person who is currently
engaged in any of the above activities
must submit an application for
registration by September 17, 2001 and
may continue their activities until the
DEA has approved or denfed that
apgltcatlon.

. Disposal of stocks, M:r ferson who
elects not to obtatn a Schedule IV
registration or is not entitled to such
reglstration must surrender all

uantities of currently held

ichloralphenazone in accordance with
procedures outlined in 21 CFR 1307.21
on or before September 17, 2001, or may
transfer all quantities of currently held
dichloralphenazons to a person
registered under the CSA and
authorized to possess Schedule 1V
control subatances on or before
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‘ 11, “Inventory of Controlled Substances bave a significant economic impacton o clearly. If you have suggestions as
Surrendered for Destruction.” DEA & substantial number of small business )y 10 {mprove the clarity of this
Form 41 and instructions can be entitiss. Most handlers of l‘l\llluon call or write Patricia M,
| obtalned from the nearest DEA office. dichloralphenazone or prescription Good, Chief, Liaison and Policy Seation
f 3, Security. Dichloralphenazone must products containing this substance are (3¢ 00 of Diversion Control Drug g
be manufactured, uted and stored  already registered to handle controlled /e i ant Administration, -
1301 .72@), (n)n and (d)p 1301.73, Whtory Nquu’ﬂmﬂl’lu of the CSA. 307-7207 ! '
1301.74, 1301.75(b) and (c) and 1301.76 Executive Order 12866 '
aler Sofdmmbu }7, 2001, 0 er List of Subjects i 31 CFR Part 1308
4. Labeling an paal‘a*lng. A The Acting Administrator further dministrative practice
commercial containers o certiftes thnnt'thh rulemaking has been A y Dr:ll:‘Mo oon.t?;.
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Howard C. Anderson, Jr, R.Ph.
Executive Director

House Bill 1146
Senate Judiciary Committee
Wednesday ~ March 12, 2003 - 10:00 AM - Fort Lincoln Room

Chairman Traynor, members of the Judiciary Committee, for the record I
am Howard C. Anderson, Jr, R.Ph., Executive Director of the North
Dakota State Board of Pharmacy.

Thank you for the opportunity to appear before you today. This bill was
introduced at the request of the State Board of Pharmacy and contains
.f"fh two drugs which have been rescheduled by the FDA and the DEA. We
-+ are now including these in the North Dakota statute to place them in the
same schedule in which they have been placed federally.

Page 1 Line 24 places buprenorphine in schedule Ill of the Controlled
Substances Act. I have attached the Federal Register, which explains the
federal scheduling.

Page 3 Line 12 places dichloralphenazone in schedule IV of the
Controlled Substances Act. I have again attached the Federal Register
indicating the federal scheduling.

Thank you,

Howard C. Anderson, Jr, R.Ph.
Executive Director
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