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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 MVWQQJ

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

Chairman DeKrey: 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: I recommend a Do Pass on HB 1146.
Rep. Wrangham: Seconded.
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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 meo/ xéfr%

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

/7 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 are addicted to narcotics, We have not previously had this ability, We used to only
have Methadone Clinics (Mpls.)
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| Senate Judiciary Committee

’ Bill/Resolution Number HB 1146
/ﬂ\ 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 of’ cowboys used to slip the other guy

the “Mickey Fin", thig 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.

Testimony in Opposition of HB 1146

None
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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
:

None

Motion Made to DO PASS HB 1146 Sen. Trenbeath and seconded by Senator Dennis
Bercler

Roll Call Vote: 6 Yes, 0 No. 0 Absent

Motion Passed

Floor Assignment: Senator Carolyn Nelson

Senator John T. Traynor, Chairman closed the heaiing
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Harvey J. Hanel, PharmD, R.Ph,
e o
| Fargo, mmﬂ'-uu
OFFIOE OF THE EXECUTIVE DIRECTOR Gary W. Dewhirst, R.Ph,
PoBox 1364 Hettinger
Blemarck ND 883502-1384 Dewey Sohiittenhard, MBA, R.Ph,
Telephone (701) 328-0835 - Blomarck
Fax (701) 268-9312 Riok L. Detwiller, R.Ph,
Blemarck
www.nodakpharmacy.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. I
(" "Jwe 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,

Yot

Howard C. Anderson, Jr, R.Ph.
Executive Director
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- Division of Market Oversight or the

Federal Register/ Vo). 67, No. 184/Mondsy, Octobes 7, 2002/Rules and Regulations

and whaether they are

77 xempt or excluded from being required
) htndod foregoing

on ons of the
sntities, foreign trading terminals

sexemptions, and the '

Wmﬂm-wunﬂoﬁ?

the Director, Division of Market
t.Commodlm ty Futures Trading

Cantre,
11858 21st Street, NW.,

,DC
20881, A request for a Letter to
all other ting

Futures Tra Commission, Three
La ‘e Ccnge. 1188 z}\n :ﬁuntm ‘t:rw..
. 0881, a
Letter
the Act or Commission rules shall be
filed with the Director, Division of
Clearing and In Oversight,
Commodity Futures Trs
Commission, Three tte Contre,
1158 21at Street, NW., nﬂnﬂ. DC
20581, The request must be submitted
electronically using the e-mail address
dmole .gov (for request filed
wlgn citgl. Division of Market Oversight),
or

with the Division o Clo“:rlrn.md

uest must

Division of Clearing and Intermedfary
301'?:'&,“-” riate, wit:hln otf?ho
purposses of verification
elactronis subenission.
* ] * 1] [}

§140.100 [Removed]
6. Section 140.100 is removed.

Issued in Washington, DC, this 26th day of
Commission. Y

September, 2002, by the

Jaan A, Webb,
Secretary of the Commi{ssion,

[FR Doc, 02~25049 Filed 10-4-02; 8:45 am)
PLLING CODE 0081-41-M

ting to all other provisions of

requests filed

Intermediary Oversight), as sppropriate,
s pmporll:ipod r copy of the
p to the

DEPARTMENT OF JUSTICE
Drug Enforcement Administration
21 CFR part 1308

[DEA-228F]

Schedules of Controiled Substances:
Rescheduling of Buprenoiphise From

.. Schedule V to Schadule M

| AGENCY: Drug Enforcament

" Administration (DEA), Department of

Justice,
ACTION: Final rule,

The micrographic imeges on this

SUMMARY: This final rule is fssued by the
uty Administrator of the
et Administration )to
reschedule hine from a
Schedule V narcotio to a Schedule ITI
narcotic under the Controlled
Substances Act (CS8A). This action is
on 5 resched

based on 5
recommeadation by the Department of
Health and Human Services (DHHS) and
& DEA review indicating that
buprenorphine mests the oriteria of a
w)s IIT narcotic. The DEA
g‘tlxbudud & proposed rule to reschedule
p hine on March 21, 2002 (67
FR 13114). The comment period was
extended for an additional 30 days until
May 22, 2002 (67 FR 20072). The DEA
received ten comments but no requests
for hearings.
This final action will impose the
regulatory controls and criminal
sanctions of a Schedule II narcotic on
those persons who handle
buprenorphine or products containing
buprenorphine.
DAVES:; Effective Date: October 7, 2002,
Co::rlhm to some regulatory
requirements may be delayed as noted
in the Regulatory Requirements section
of this docuinent,
FOR FURTHERN INFORMATION CONTACT:
Frank Sapienza, Chief, Drug and
Evaluation Section, Drug
Enforcement Administration,
Washington, DC 20837, (202) 307-7183.
SUPPLEMENTARY INFORMATION:

Background
Buprenorphine is a semisynthetic
opioid. As a derivative of thebaine,
buprenorphine was controlled in
Schedule I of the CSA in 1970 and
remained in Schedule Ii during its
research and development for
ing. In 1981, buprenorphine
hydrochloride (Buprenax®) was
approved for mar in the United
States as an injectable ulation (0.3
mg/ml) for the trestment of moderate to
severe pain. The DEA proposed
placement of buprenorphine in
Schedule VofthoCSAafmroodvinsa
medical and scientific evaluation and a
Schedule V recommendation from the
DHHS. However, buprenorphine was
not in Schedule V of the CSA
until April 1, 1085 (50 FR 8104,
February 26, 1085) due to a bearing
requested by the manufacturer of
buprenorphine, Reckitt & Coleman (now
Reckitt Benckiser). Since 1985,
Buprenex® has remained in Schedule
V. As an injectable ic, this
roduct has had limited use outside
ospital and clinic settings and is the
only buprenorphine product prasently
marketed in the United States,

#1lm are accurate reproductions of records deliver
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‘ . {ar course of business.
vere f1lmed-in the regular NOTICE: 1 the filmed {mage shove is

(ANSS) for archival microfiim.
document being f1ilmed.

In December 2001, the DHHS
forwarded & recommendation

to
reschedule buprenorphine to Schedule
I of the CSA, This recommendation
was based on a reevaluation of
buprenorphine’s abuse tial and
profile in light of numerous
tparince vith s dmg. The DIHS
compared buprenorphine with other
drugs that share similar
phamaco properties
medical utility and considered both
foreign and domestic data sspecially in
regard to formulations of bup hine
that are Jikely to beco e availshle i’r
use in the United Staies. Two New Drug
Applications (NDA) have been
submitted to the Food and Drug

Admini:tn(ﬁon Wd:\o) fox hu)h dose
suhlingual tonguse) tablets,
Theee po sddiction treatment

ton
products in%lud:‘:‘ (1) Subutex®, :od mono
or single en renorphine product
(2 :Tllmgt:{htr.mdtz)wgm A
& combination product in a 4:1 ratio of
buprenorphine to naloxona (2: 0.5 and
8t 2 mg tablets), The Subutex® and
Suboxone® NDAs remain pending at
the FDA but lpir:nblo lettors have
been {ssued for both products snd they

are likely to receive marketing
in 2002. Low dose sublingual

:55:'& (0.1, 0.2 and 0.4 mg) have been ( h

available in numerous countries
throughout the world and, in recent
youars, dose su tablets (2
and 8 mg) have been introduced in
many countries for the treatment of
opioid dependence,

After considerstion of the DHHS
scientific and medical evaluation and
Schoc}ult:d m mmmondaﬁon. the DEA
comple cgmdmt t factor
analysis that included the fo.#:wlng
factois in accordance with 21 U.S.C.

81130{:
(1) Its actual or relative potential for
‘h“.gido
(2} Scientific evidence of its
pharmacolagical effects;
(3) The state of current scientific

kno o regarding th
(fﬁ&dghmry and cur:eg!tug:ttm of

buse;
(8) The scope, duration, and
sf s of abuse;
8) What, if any, risk there {s to the
public health;
(7) Its puyof\lc or physiological

dependence liability; and

&')n Whether the substance is an
immediate precursor of a substance
already controlled under this
subchapter,

On March 21, 2002, the DEA
ublished a proposed rule to place
uprenorphins in Schedule IIT of the

CSA (67 FR 13114), This notice will
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e cemmanal
Analize that proposed rule, Schedule Il lower risk of abuse and diversion of the  organizstion. This commenter requests
.. control res the DEA to make the combined formulation, Thay believe that the DEA consider dmmnm
N Hlowing v in sccordance with that differential scheduling would scheduling for the potential addiction
1U8.C 8120 cnomm&phyoicuu to appropriataly  treatment medications, Suboxone® and
1, Buprenorphine has s potential for  chooss the combination product for Subutex®, She believes thers is strong
sbuse less than the drugs or other treatment of addicted patients. No data  evidence to suppnrt differential
substances in Schedules J and I1, was provided in support of their scheduling: the combination product

A

.- 18 o listing of

3 Bupwhlm has a current!
mhm cal use in unuamtyin the
3. Abuse ol'bupmphm may lead

to moderate or low physical
or high psychological dependence,
Comments to the Proposed Rule

The DEA received comments from ten
interested parties, Two commaenters

were in suppoct of the proposed ruls,
seven commsnters were in o ton o

the proposed rule and one ual
requested that the DEA be mindful of
bla conflicts of interest by
viduals/organizations respo to
p tule. One commenter felt
that Schedule I more accurately
reflected the lbunllo. p«;t;:ﬁd ande
dependence profile of buprenorp
while another eom&:tnbt;r folt that the
evidence ts renorphine
should mdn.u“.;n Schedule V. Five
commentsrs support differential
scheduling of buprenorphine products
and contend that the buprenorphine/
one product under dwdgﬁmmt
loss abuse potential. The following
fm“mmnmmm and a brief
of their comments;
m:m‘l'l‘nryuodical Director of the
American Psychiatric Assoclation (APA)
commented on behalf of this
organization. He stated that the APA

supports the p rule to
nmdnlo this However, once
bupi hine has approved for
uss in opioid substitution treatment, the
APA recommends that the DEA study
and evaluate the actual abuse overa
three-year period to more accurately
determine whether placement in
Schedule Il {s dﬂmpdab.

2. The Presl of the American
Association for the Treatment of Opioid
Depandence (AATOD) submitted
comments on behalf of the Board of
Directors of AATOD in support of »
Schedule 1 narcotic classification for
bup w00 hine and its products.

3

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®)

.. shouMd they be approved for marketing.

They belisvs it is important to convey
the message to physicians about the

The micrographfc images on this f1im are accurate reproductions of records delivered to Modern Information Systems for microfiimi

ovd
were fiimed in the regular course of business, TYhe photoyraphic process meets standards of the imerican Nutfonal Stendards mﬁtm
(ANS1) for archival microfitm. NOTICE: 14 the filmed fmage sbove {s less legible than this Notice, it is due to the quality of the

Operator’s Signature & -7

document batng f{imed,

contentions,

4, A member of the Board of Directors
of the Amarican Academy of Addiction
Pe AAAP) commented on
behalf of this organization. The AAAP
contends that the available ltacature
and ressarch on buprenorphine do not
support the DEA recommendation and
Duprenorphine products. Becsuse

prenorp ucts, Because
Buprenex® hugun in Schedule V and
has not been associated with
widespread diversion and abuss, they
believe there is no uompdlha reason to
reschedule this medication, A
mhllovo there are substantial

rences between the two sublingual

roducts intended for addiction

trasnt. They contend that thie
bu nnorphinalnaloxon;ﬂroduct fo
being developed specifically to prevent
diversion and illicit injection use, They
believe that buprenorphine diversion in
other countries has been limjted to use
by out-of-treatment, opioid dependent,
injoction users. Should both
g.mduots be in Scliedule I, they

Heve that there will be na incentive
for physicians to differentially make use
of one product. They recommend
Schedule V for Buprenex® and
Suboxone® and Schedule ITI for
Subutex®. No data was submitted to the
DEA in support of thess comments.

5. The dent of the American
Society of Addiction Medicine (ASAM)
cegenteation, Tl views sl ropresent
o on. His views also represen
those of ths Cheirmen of ASAM's
Moedication Development Committes
and the Opjoid Treatment
Committes. They contend that placing
all buprenorphine-containing products
into the same schedule {s not consistent
with the pharmacology and the
jntended clinical use of the
buprenorphins/naloxone sublingual
tablets, believe that sulticient
svidence currently exista to aaﬂmt a
lower parentersl sbuse potsntial of the
combinstion product ss compared to the
mono product. They feel that
differentially scheduling these addiction
medications would encourage
physicians to prescribe the naloxone
combination product in preference to
the mano-product. No data was
submitted to the DEA in support of
these comments.

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

will lsad to Jower abuse la and
less parenteral abuse by individuals
who are currently dependent on oploids
because the naloxons will precipi
withdrawal. The mono-product will not
precipitate withdrawal. No data was
submitied to the DEA in support of

thess commaents,

7. The President of Reckitt Benckiser
pot-pow Yk reonp i
n s o
NDAs for buprenorphins products in
the treatment of A

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

(a) Little diversion or abuse of
buprenarphine has besn noted in the
United Statec in the 15 years the
product has been mark-* +d,

(b) The DEA has dis. nrded data on
the development of the naloxone
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 I control for all
formulations of buprenocphine would
the comblamian, produet,if sppeored, i

com 0 uct ro
the primary modgntion tiutmﬂd be
nﬂl&od for addiction treatment. By not
differentially scheduling thess products,
the DEA is removing the incentive for
physicians to p: be the combination
product rather than the single entity
product.

The company feels that Buprenex®
should be left in Scheduls V, and the
addiction medications, if u';:lpmod.
shauld be placed in Scheduls IV, Or, as
an alternative, the substance,
b:mnmphino. should be placed in
Schedule I (which would include
Subutex®), Suboxone® should be

laced in Schedule IV and

uprenorphine products with less than
1 mg/ml should be placed in Schedule
V. No data was provided to the DEA in
cugport of thess 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
Schedule IT based on their contention

that:
(a) Buprenorphine has s high

potential for abuse consistent with the

wale3
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tial of Schedule I N information that the FDA and the DEA  Warning Network (DAWN), DEA
.mpuﬁdwmqonm activity, M‘ﬁﬁg relied upon in order 1o reach a declaloa  forensic laboratory dats, literature cited
foty in overdoss, is not supported and, 1o proposs Schedule Ilf placsment for in FDA and DEA review documents on (
amum.donuotwmunh:ﬂ;. buprenorphine, they contsad that: by motshmmd’c&:chw. d
from the conclusion that buprenorp a) The DEA has not presented an « The dh;ctorou Edmond
hasa potsntial for abuse, adequate basis for the proposed Romc‘!‘l.ﬂ mmdah'u ou,‘ Mcdm

() in overdose is not a relevant rulemaking, Dependency hlliquor&ctm
factor in deciding if a drug has lees {b) The proposed rule has not Madical Conter in mm m\y‘d
sbuse potential odmdmihrdm&. sdequately describad the pharmacology hm?mlmm J

(c) The DEA failed to consider that the of the drug substance buprenorphins or  interest o ou‘a!uﬁm
{llusion of safety may result in greatsr  the drug products that would be affected ::!wmeob::muo:m&%
potential for abuse, by thisrule. , . m‘fm‘c?m prenorp W_

(d) Scheduling unders the CSA s a (¢) Many facts cited by the DEA and o
relative analysis and depends on FDA in their conclusions have been DEA Responss 1o Comments
aligning a with the closest set of rmowdhomw;orunhuﬁﬂo The DEA bas y roviewed
comparstors. and Hartson belisve context. This is arly evident in analyzed and Mihe
that the closest set of comparstors are the description of buprenorphine and in co tss condmdohud nse (o the
Schedule II, the baais for the DEA conclusion that wmmen mlmﬂoplwo respo

(o) Buprenorphins s 3 gatsway drug  buprenorphine may cause high z"w""“‘dmﬂ o M of m"gz‘"’“’u‘”
which ublic health risks. ndence, tors av: that the DBAM.

() The to give adequate d) The DEA snd FDA have not tomml lor d m“th'.dt ] | ‘“WM
weight to the fact that buprenorphine is lained why data genersted since the buprenorphine has a lowse {or )
administered by many routes o o nub«iullng action for abuse potentisl/d than
administration and in combinstion with buprenorphins in 1985 would alter the Schedule I subet In
other dmg original conclusions that buprenosphine instances, no data was pmvlmdadt 0

(P‘l‘hc EA has not been consistent  has a low potential for abuse and low support contentions. TWo -
in its decision &M; :l:’m and haa  potential for physical and psychological commaenters, howeves, provided data
failed to meet the non agency .
action requirements, The that o) The DEA and FDA have that they reliad upon in opposing the
buprenorphine has a potential for abuse mdoqutdadmdbod the conditions gy mdmmntou weee avalable to
less than Schedule I or I substances fs  of use of Subutex® in France and the and considered by DHHS and DEA in
arbitrary and capricious and not impact of such use on either the deliberations the to

N roposal

, rnppoz«dbytlunnd«lyin; mortality associated with heroin . seschedule buprenorphine. In ssveral

' . administrative record. addiction or the frequency of sbuse of casos, the same medical, sclentific and

" (h) The DEA position that buprenarphine, It is asserted without other data citad by FDA and/or DEA in

bu hins most closely resembles  supporting data that the conditiona of sched review documents are
' ule I substances with respect to mmtwﬂmym&boxmmmd interp differently by the
hysical and psychological dependence Subutex®, they be w:Bprmrocl for . menters.
zeon to the evidence (even if trus, uss in the United States, will inevitably Fundsmental to all of the comments
DkAm\ut;ivofnahrmighttotho lead to significant abuse of in opposition to the propossd rule is the
abuse potential). buﬁom:mphino. There is no dlmmion bon%t buprenorphins and/or

(1) The DEA erred in considering that  of how the proposed use of Subutex®in 4.0 containing bu hine
buprenorphine be svailable for o the United States may differ from the guve an abuse mdmmm
based use as it is not a relevant factor 1186 of this product in France. There is rofile other than Schedule I, The
in the schaduling analysis. aot an acknowledgment in the proposed  § 13, is a brief of the data

)Phcmmto!hfmml&imin rule that ons of the products under used by the DEA to concluds that ths

ule I to maks it av s for development, which is not availablein o, sppropriste placement for
office based care will have s significsnt  France, contains naloxone which is buprenorphine and products containing
impact on opioid treatment programs. ox‘;bochd to deter intravenous abuse, buprenorphine is fn Scheduls I of the
The DEA is required to analyze this The additional controls that would g lesyifiad as & narcotic. Following
issue and follow the mandats of the be provided by moving buprenorphine .. summary (undee the headings of

The CSA requires DEA to makea  rationale is provided for the assertion Dependence Profils of Buprenorphine),
ressonable predictive judgment sbouts  that the Drug Addiction Trestment Act specific questions or commonts raised
drug snd should not taks a reactive will not provide adequate safeguards for by the commentars are addressed.
posture by stating “should significant  the public health. »
abuse or diversion of buprenorphine u’)’ The overwhelming scientificand  Abuse Polentisl of Bupresorphine
occur, DEA will initiate sctions to medical evidence demonstrates that The evaluation of the abuse potential
increase its regulatory control,” buprenorphine should not be of any substance considers & number of
In support of these comments, Hogan &  rescheduled. If buprenorphine fa factors inaluding (but not Hmited to) fts
Hartson referred to various legal rescheduled it should not be placed any  chamistry (including ease of synthesis
citstions and statements made by DEA  higher than Schedule IV. and avidencs of clandestine |
and FDA in the scheduling review Hyman, Phelps & McNamara relied on ~ production), pharmacology {including
documents on buprenorphine, No new  data from the World Health routes of administration, profile of ( ‘
sclentillc data was submitted. Organization (WHO), United Netions effects under various conditions and

9. Tha law offices of Hyman, Phelps
& McNamars, P.C. commented on behalf
of Purdue Pharma. After reviewing the
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the more u‘: oplate/oploid fs morphine-

percsnt when the extent of s tion of

o sublingual solution is compared to an

for abuse purposes. Recent increases in
the use of Buprenax® may be related to
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The subjective effects (altemtions 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:weed. High-ose,
Yya may lead to orcement of  such as morphine (Johnson & McCagh,  su tablets intr aded for narcotic
- behavior and abuse 2000), treatment and utilivod outside the
a » 1891), The abuse potential Although poorly avsilable 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 If req axtensive matabolism in the small that thess products will be diverted,
substances to have s high abuse intestine and liver, buprenorphine can trafficked and sbused. Simply stated,
potential and Schedule I, IV and V be taken mbllnmull‘ alter ot ol,, roviding an abusable substance to
substances vely lower  1998). A4 a drug of , tablets have wn drug abusers imparts enhanced
sbuse potsatials, This neceesitates the  been crushed and snorted, smoked and  yigks, While Jittle diversion and abuse of
comparison of the abuse potential of the Llwod in asqueous solutions and the injectable formulation, Buprenex®, ;
substance under review with other jocted (for example: Sirang, 1985, has occusred in the United States, the :
substances. Morphine, s Schedule if 1091; Gruer of al,, 1909; Kinlz, 2001). circumscribed use (few prescriptions ;
substance with high abuse potsntial, is  The abeolnte bioavailability o and prisoary use in hospital settings) hes !
often used as & standard for com sublingual tablets ia approximately 30 Jimite ./ the availability of this substance

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

: sbused, squecus alcoho) enhances sub) National Dissess and utic Index
¢ Buprenorphine is a semi-synthetic absorption: the bioavailability of the data and DEA fisld office reports

% oploid derived from thebaine. It has tablet is about 50 percent that of a indicate that many doctors are illegally
; at, and slow dissocistion from opial containing equivalent amounts of :d{nﬂﬂnxﬁnndon. The Addiction i'
( tors (for review see Johnson & buprenorphine (Nath ef al.,, 1099; Schub  Traepment Act of 2000 (DATA) does not
contribute to its pro occupancy at  bicavailability of -ublln%:d aqueous approved by the FDA for use in narcotic
opioid receptors. alcohol solutions and sublingua) tablets i ¢iaent.

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

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

an antagonist Nﬂchrr at the kappa- offects. Dats generated using animal 'm e most rigorous lsboratory
i apioid receptor (Richards and Sades,  models suggest that buprenorphine may P e ures for assessing the

b ”\mm Sedes o al., 1982). Mureceptor  have relatively high bioavallabllity in | Substitutability of paychoactive

g vation is associsted with analgesia,  humans by the intranasal route .tlr provide valuable information.shout
. eemiosls (p constriction), (Brewster ot al., 1981; Lindhardt of al., subjective effects produced o

i m dqm!”‘ .uphom' zm). dmg (Sdlulhr & Iﬂhm' 1088). In
uced gastrointestinal motility and 'The more ways a drug can be discrimination studies,

! dependence. Kappa receptor sctivation  sdministered by various populstions of  buprenorphine generally substitutes for
{ roduces m‘;ldgn , miosis, sedation,  abusers increases its li tobe MU agonists across several animal

h horia mimetic effects  abused. Individuals that ouly abuse speciee including humans (for example:

lnyn:lpuding disorientation and/or

pharmaceuticals by swallowing tablets

Leander, 1883; France et al., 1084;
Young of al, 1084; France & Woods,

depersonalization. As a partial agonist  or liquids (like most abusers o _
, at the mu receptor, buprenorphine hydrocodone products) would be less  1685; Hoffmelster, 1088; Picker &
; produces effects similar to pure mu aly to abuse buprenorphine, At the  Dykatrs, 1989; Negus of al,, 1900;
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 Jikelihood ~ Preston, 1882 Paronis & Hollzman,

: “cefling effect” on both physiojogical that buprenorphine will be abused ina  1994; Walker ef al., 1004). These studies
and psychological properties: 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 ef al., 1984, 10085). heroin addicts and experienced narcotic  (like butorphanol an that

5 Various effects Lrod y abusers have been the primary abusers  axe in Schedule IV of the CSA). For
i buprenorphine have different of buprenorphine, date from England,  example, Preston & Bigelow (2000)
£ doses. At clinically relevant doses, the  Prance, Scotland, and Ireland conducted s drug discrimination stud
! “ceiling” for some effects produced by  demonstrate that, if available, in adult males with histories of opiof
i buprenorphine sdministration maynot  buprenorphine is sbused 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 act more like a pure  1981; Forsyth et af,, 1993; Frischer, hydromorphone (a Sche.duls I pure mu
g mu agonist (depending on dose, affect  1092; Hammersaley of al., 1990; agonist) from placebo (¢ rline), Of the
| m and individual O’Connor ¢t al., 1968). partisl agonists tested (biprenorphine,
variability) and may produce significant  The DEA has no evidence that butorphanol, pentazocine xad -
; dose-related suphoria, drug liking, bupm;:?hino is clandestinely nalbuphine) only buprenorphine fully
) recpinto? 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 thoas who would choose to abuse it. hydromorphone-appropriste responses,
unique pharmacology results in greater  Like all substances with abuse potential, Pentazocine showas an {nverted U-
safety (less respiratory depression at the greater the availability of shaped dose-response curve while

very high doses), less physical

buprenorphine (greater use dus to new

butorphanol and nalbuhine did not

courate reproductions of records delivered to Modern Information Systems for microfiiming and
-m‘rcﬂfﬂmﬁi:h:ﬁmlm tc'un.r:e' t;"&:c:n:su:. rhm\otognphic process meets stendards of the Amer{can National st:ndnrd:‘:m:;tm
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substitute fcr hydromorphone at any value than herofn, In syl naloxons combination, should it occur
. mdnhlmdondaﬂymbm fa directly related to the hine/
sub/sctive effects of buprenorphine (8 mg), intramuscular  naloxons dose and the Jeve) 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 offects example, individuals maintained on 30~
wide nmo of conditions including (8 ot al,, 1997). Co vely, thess 60 mg of methadoue (Strain ef ol., 1088
study s , lose nmi‘mtn of data suggest that buprenorphine has Maﬂdwn of al., 1997) or 60-120 mg
.dnrnhmuoomdumln. tervals. In .m:somudhamb spectrumof  fntramuscular hine (Mondelson o
addition, opiate or naloxone challnge  individuals, Vulnerable populations al., 199¢; Fudala :Jal.. 1998; Schuh of
lvx:rl;up.wmupul;ﬁ:; mn.hiudmy Mclhngm Mudm’ndp\;o ti.ndividumaw al, wui. opiste doses likely to produce
,‘ s 8 , OPIAt® &X [
; Dcmh the methodological differences viduals and opiate dependent ww p.gydmlnwdm?dmum“.
; in studies, certain conclusions can individuals, withdrawal syndrome after injection of
‘ hmmm.tbubunpowudd Many of the comments to the low doses of naloxone or
bupren (with or without proposed rule for buprenorphine buprenorphine/naloxone. Mendeleon of
» u&m in lifferent populations of reached expressed concern sbout o), (1999) studied the effects of thres
t users, The following represents a placing the buprenorphine/nsloxone intravenous and
‘ sampling of those s A combination product in the same naloxone combinations on agonist
: Studisy conducted in non scheduls as s entity products. They affects and withdrawal signs in 12
; :l::;m (for example: l;l:?n;t.:; al., ﬁ::hnd thet ttlio fombibu:.t.lou rodu:lct opia t subjects. Following
: H smwh' [/ " H mﬂm o8s &
MacDonald et al., 1969; Fullerton etal., warmn 1...!: control. Hg:tovor. the mb,:,lﬁ:.?:m dail M.:m:'
1001; Zacny of al,, 1007) indicate that  data naloxones snd were challengsd with hpy‘fm’m
i uces dose related impairment of in various populations of users does not  ¢omvinaiion with naloxone in ratios of
peychomotor performance, euphoria,  support a lower achedule. 211, 4:1, and, 8:1 (1, 0.5, and 0.26 mg of
miosis, mpi:tgry dopn;io:;dl “ m:lmm;.t:i itl‘ 13 opioid u:alhgonist that ml;)xm;o) Bupm‘orph'lm alons m a0t
somnolsnce nauses. In studies w acts com vely at o recsptors, It :
y & vontral precipitats withdrewal hi.:od uoed

non-depeadent, opioid-experienced is used to reverse opio: wilar
subjects, the most consistent finding depression, including respiratory m. 5,,,:.... withdrawal

with buprenorphine administration depression (the leading cause of death
(sublingual, tniravenous, Inramuacula, in wavrotia overdoses) And has basn iy o artoios el
,~~=gubcutaneous) is s dose-related increase given iutravenoualy to &rodpimo nglmm combinations. At the 4: ratlo
I 1 “drug liking" and “good drug effects” withdrawal stoms in the disgnosis (that which has been chosen for the (
_..over a wide range of doses {for example: of opioid depen . It is generall marketing of the combination product),

N e N i

laent

Jasinskd of al., 1978; Preston ef )., 1992; injected and has a short duration o
{Voinhold et ol., 1093; Pickworth ot al,, lc’tion. Taken subli y, nuloxone opmb:u.t.z:“ ‘M::l” attenuated
1993; Preston and Bigelow, 1994; Foltin  has littls bioavailahility. . 8 percent h‘unph-mtao

and Fischman, 1996; Greenwald of o). The bupreno naloxone
1009; Strain of al., 2000; Comsr ot o)., " combination r?dunt was specifically  IiDUtes. 7}““ data suggest that
2002). In opioid dependent subjects,  dsveloped to inhibit intravenous abuse {:j;wm o th-eombin-ﬂ;‘nodm has

bupreno can substitute for heroin. beroin addicts. In theory, the
cu'x’uw mtn indicate that when gmon of bupreno. hln?/mioxona loss abuse potential in non-
equipotent doses of buprenorphine and  combination in opioid-dependent 1’“ renory oplate-dependent .

methadone are used, buprenorphine is  subjects should precipitate a moderate
as effoctive as methadone in to severe withdrawal syndrome similar _ In New Zsaland, the only couatry that
ressing °ﬂ:,id withdrawal (Bicksl  to sbrupt withdrawal from opioids. This has markoted s bnpmotp{lm/uloxm
o

et al., 1088; { on ef al., 109%). withdrawal syndrome develops within  combination gmduc!. extonsive
Jasinski et al. (1078) reported that minutes of injection and subsides in one intravencus of the 0.2 mg
buprenorphine tablet am

chronds subcutaneous administration of to two hours. However, a substantiid ong opisle
8 daily dose of 8 mg of buprenorphine  percentage of individuals currently abusers led to the 1¢91 reformulation of
producec morphine-like subjective abusing heroin or other opiates do not buﬂnno?phim to include 0.17 mg of
effects and euphoria equivalent to 30 mg show any evidence of wi wal when ». Robinson et al. (1993)

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

Uimes daily. In a sample of experienced  and 61 percent of patients applying for ~ n- ~otic addicts m fcfrr d:utmmt
o

T A e AR ML TR T T A g e S ey,
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detoxifiod opiate abusers, et al methadons maintenance may have b« .ure and after

(1998) the abuse lisbility of  minimal or no resporuse to intravenous  naloxor.s combinstion product, In 1900,
: .8 mg of buprenorphine, 16 mg or intramuscular naloxone in doses 81 percait of the patients reported
i morp and 30 mg pentazocine. ranging from 0.2-1 2 mg (Blachly, 1873; {intravenous hine abuse {n the
* Buprenorphine produced cant Judson et al,, 1980; Kannf ef al., 1991; proviouis 4 weuks, 50 percent
! ou hor&:‘;nd was jdentif lin “tul?oilith Ponc;:y w.l!;ill Lei dllmih Ziim u;:d Sellers, exclusive use mm&p&i‘m and 1:8
: re pentazocine, In a study w 1878). s addicts that seek trestment percent tested ve drug.
opiate-dependent heroin sbusers, may have very high levels of 1901, 47 t reported intravenous
; ~ intravenous administration of 2 mg of p.ychologtc:? dependence, this data abuse nf the combination tablet and 43

: buprenorphine produced potent opiate  suggest that they may not have high percent tested positive for the
..__.-agonist ;Km (Mendelon ef al., 1908).  levels of physical dependence on8 combination, One third of the patients (
Seven of ei?ht subjects estimated that  nercotics, that used the combination produst
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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reported exclusive use (by injection)of  products will likely produce an therapeutic index (nfot&) fueled
buprenorphine/naloxone unilouant withdrawal when injected  decisions that allowed the initial

‘!pcricncod no adverse withdrawal by heroin-dependent subjects. However, marketing of bupreno hine without
bcts, The authors concluded that the  this combination drug product will not  any dindiamt restrictions or regulatury
.ombination product did actas e be a serious deterrent to injection by controls. Its easy accessibility and
deterrent for some drug abusers but did  marginally or non-physically dependent acceplability by a wide spectrum of
fection practices. In addition, users or by individuals stebilized on drug abusers, including heroin addicts,

pot nto&oin
the authors noted that the injection of
the combination product would not
produce withdrawal aymptoms (act as a
deterrent) in individuals who were not
physically dependent on narcotics or
those who were physically dependent
on buprenorphine.

Injection of buprenorphine/naloxone

in opioid naive indtviduals, non-
dependent opioid abusers or
buprenorphine maintsined addicts will
likely result in opioid sgoniat effects.
For example, intramuscular
administeation 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-
phfml y d‘:})endmt oploid abuser
volunteers (Weinhold et a], 1882). In
subjective measures of drug effucts,
buprenorphine alone produced doss
dependent increases in “drug liking",
“high”, and agonist ratings.
Administration of 0.4 mg
buprencrphine in combination with 0.4

. ... mg naloxone produced positive

1bjective opiate affects greater than 0.4
g of buprenorphine alone and a greater
percentags 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 buprenorphine)
significantly reduced opioid agonist
0 wul
In another study with opioid-
dependent volunteers stabilized on 8
my/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 et al.,
2000). Buprenorphine’s high affinity for
oploid recoptors prevents naloxone from
placing buprenorphine already
bound to these sites. In some
populationa of buprenorphine-
majatained clients, extreniely high
intravenous doses of naloxone are
required to even partially displace
buprenorphine from opioid receplors
(Koston et al., 1980).
In non-dependent opioid abusers,
sublingual administration of
uprenorphins/naloxone (1/0.25, 2/0.5,
", 8/2, 16/4 mg) produced oploid

--agonist-like offects (Strain et al., 2000).

The data suggest that the
bupienorphine/naloxons combination

this medication for addiction treatment
(those individuals that will probabl
have the greatest access to this drug) or
by inJocun addiots who are abusing
and dependent on buprenorphine. In
addition, this combination produet,
taken subling nally, is not a deterrent for
abuse by most pomu]nﬁom. Studies on
snorting and smoking this combination
are not available,

One of the many objectives of oploid
replacement therapy for addiction
treatment is to deter addicts from the
continued use of heroin or other opiates.
Chronic buprenorphine dosing produces
cross-tolerance to other apioids (Jasinski
et al., 1978; Bicke) et al., 1088) and ma
limit the magnitude of effécts produc
by -ugglomuntﬂ challenges of other
oploids.

In subjects maintained on a
sublingual dose of 8 mg/dayof
buprenorphine, acute supplemental
{ntramuscular doses of buprenorphine
(4, 8 and 16 mg) or hydromorphone {0
and 18 mg) administered 18 hours after
the buprenorphine daily dose produced
oploid agonist effects although there
was a lack of graded dose-effects for
hydromorphone (Strain et al., 1897).
The addition of naloxone to the
maintenance dose of buprenorphine
does not impart greater blockade (Strain
et al., 2002),

In a study to determine what dose of
buprenorphine wauld effectively block
the reinforcing effacts of intravenous
heroin (Comer et al., 2001}, both 8 and
16 mg of sublingual buprenorphine
maintenance dosing failed to block the
effects of 12.5 mg or 26 mg of heroin.
These aata indicate that buprenorphine
maintenance (even at relatively high
maintenance doses) ma{ not serve as a
deterrent for patients who chose to
continue their illicit use of heroin or
other opiates.

Buprenorphine has been diverted,
trafficked and abused in many countries
throughout the world, Starting in the
late 1970s, low-dose buprenorphine
sublingual tablets and injectable
solutions were approved for marketing
{n many countries, High-dose
buprenorphine for narcotic treatment
gained marketing approval in France in
1006 and has since been approved in
several other countries.

Buprenorphine abuse was detected in
many countries soon after it was
approved for mnhung!; The initial
profile of low abuse liability and high

sns of records del fvered to |
the micrographic {mages on this film are aecunte’;:p;‘m:m‘c s meats ered to A

were filmed §n the regular ciurse of businuss.

(ANS1) for archival microfilm, NOYICEs

docunent heing filmed. .

14 the filmed image above is Less legible than

R D)

resulted in substantial abuse (for

example: Levelle et al,, 1081; Rainey, ‘
1986; Strang, 1895,1991; Tracqui et al., v
1998; Kintz, 2001; Baau, 1998; Robinson

ot al., 1683; Dore et al., 1987, Singh et

al., 1982; Chowdhury et al., 1998),

Auastria, Australia, Belgium, Germany,

France, India, 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 IT1

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, easy
accessibility, high purity and substantial
morphine-like effects have contributed
to its pog:]arity on the illicit market.
Doctor shopping and forged
prescriptions are important sources of
this drug and, according to the
International Narcotics Control 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 factors,
including the lack of regulatory controls
placed on buprenorphine and the
scarcity of high putity heroin, have
played a role in contributing to this
abuse, Bt:ironorphine'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 limits
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
Puaxﬁnorpéxino)(& & consequence ‘?'f “'i'
‘celling effect”) imparta greater nafety in
overdose than other pharmaceutical
narcotics oontrollo& Schedule IT.

In reviewing all the data relevant to
the abuse potsntis}, 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 ths CSA
but greater than Schedule IV narcotics.

Dapsndence Profile of Buprenorphine

In addition to having abuse potential,
most controlled under the CSA
are capable of producing dependence,
either physi (ﬁhydologiml) or
psychological. Physical dependence
refers to the physiological chnndgr:
produced by repseated use of a drug that
neceasitates the continued
admin{stration of the drug to prevent a
withdrawal syndroms, Psychological

dependence refers to the need or craving

for a drug that compels an abuser to
continue drug use.

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

. Jasinski et al,, 1978; Kosten et al., 1988,
*~1980; San et al., 1992; Eissenber ot ol.,
1896). The extent of physical
... dependence, as measured by an
abatinence syndrome, has heen
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 rzﬂgﬂod as
ass intense and may not req
pharmaceutical intervention for relief of
adverss withdrawal effects.

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

roduce morphine-like subjective,
havioral and physiologiml effects and

morphine-like physical dependence.
The abstinence syndrome obssrved 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’ {nsomnie, sensitivity of the skin,
lacrimation, rhinorrhea, perspiration,
gooseflesh, nausea, leg aches and
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backaches. Thess effects were variably

As reviewed earller, buprenorphine

reported as mild to moderate and clients produces significant morphine-

requested an opiste 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 by an additional 18 days of
daily or every other dn{ dosing of 8 mg
(Fudala et al., 1990&. Abrupt
discontinuation in ug'ronorphino
dosing preduced an abstinence
syndrome starting within the first 72
hours, peaking within 3 to 8 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), clinicians describe a
buprenorphine abstinence syndrome
¢imiler to sbrupt withdrawal from

methadone, characterized by 2 to 3 days

of no symptoms followed by 10 days of
unszo-unt symptoms, Abrupt
withdrawal of buprenorphine produced
effects approaching that of methadone
withdrawal but with psrinds that were
very difficult to bear due to the
continual switching between a normal
state and a state of withdrawal,

Ons of the clearest indications of
buprenorphine physical dependence

otential is data gathered on neonates of

uprenorphine maintained mothers
(Fisher ef al., 2000). Buprenorphine
neonatal abstinence syndrome (NAS)
was also reporied in &oatmarketin data
from Franco. The withdrawal syn
including tremor and autonomie
hyperreflexin, is generally mild to
moderate in severity. Between 1896 and
the first six months of 1889, 66 reports
of NAS were reported to the
manulfacturer,

The extent of psychological
dependence produced by
buprenorphine Is Jargely dependent on
its ability to produce pleasurable effects
and the desire or nesd to cantinue the
use of this 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 negativa
consequences. In reviewing the

sychological dependence profile of

uprenorphine, the DEA conusidered a
number of factors including: drug
effects, evidence of diversion, traffickin,
and abuse of buprenorphine, pattarns o
drug use and physical or paychological
problems associated with continued
abuse of this drug.

me,

effects 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 been compared to buprenorphine.
Buprenorphine has been extensively
diverted, trafficked and abused
throughout many countries although
those activities have often been fueled
by the lack of high purity heroin and
limited atory controls placed on
buprenorphine &voﬂe et al., 1901;
oy, 1988; Strang, 1695, 1901}
Tracqui ot al,, 1908; Kintz, 2000; Basu,
1998; Robinson et al., 1893; Dore ot al,,
1097, Singh ot al., 1992; Chowdhury et
al.,, 1998}, Surveys in several countries
show that buprenorphine, along with
heroin, temazapam, and amphstamines,
ranks among the top drige moat
uently abused (Lavelle ot o)., 1001;
Arditti et al,, 1892; Lapeyre-Mestre of
al., 1987; Thirion et al., 1694; Shewan
et al., 1998; Taylor et al., 1096; Coggans
et al., 1991; Bamard et al., 1988).
Falsified prescriptions, theft, doctor
shopping and street buys have all been
identified as sources for bupmn‘cn)hiné. (
Buprenorphine use is associated with .
maladaptive patterns of substance use,
In an analysis of 11,186 bupmno?him
prescriptions (written {n France during
4 months hetwesn September through
December 1888), 12 percent of the
patients received prescriptions from
more than two prescribers and 18
Eercont of the patients wers judged as
aving devian! maintenance treatment
with more than two prescribers or more
*han 20 mg per day of buprenorphine
(I'hirion ef 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 France noted that
the sales of syringes in France remainad
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 medications that are
not infectable formulations, the salas for
jnjection aquipment should have fallen
off drastically. 'That did not ocour. (
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 divertad single entity product (Subutex®) when/ and, if available, are likely to be
edication, often in combinstion with  if aBpxov for use in the United States,  attractive to most opiate abusers, In

‘Yenzodiazepines (Ministry of Health of  This differential scheduling would addition, as an injectable product,
france, 1968}, Benzodiazepines show the Jower abuse potential of the  Buprensx® misuse/abuse is associated
purportedly enhance mirtolong the  combination product and would wi& poasible behavioral riaks including
suphorigenic properties encoursge physiciens to preferentially  ghared 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 {also review
of HIV and other communicable the buprenorphine high dose sublingual previous comment and answer). There

diseases as well as serious overdose
svuats, 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
1893 and 1894, 41 percent of the
injectors reported using buprenorphine
and, of those, 26 percent reported at
least one overdose (Taylor ¢t al,, 1698).

A number of case rsports involving
buprenorphine abuse demonstrate that
buprenorphine is associated with a
pathologica) pattern of use, tolerance
development and an oplate abstinence
syndrome (Quigley et al., 1884; Singh ot
al., 1892; Basu et al., 1690). Res org
who have compared the toxicologie and
Elychapathologic charscteristics of

uﬁmnorphine dependence with those
of heroin found no clinically significant
differences (Torrens et al., 1893),

The availability and wss of high-dose

“sublingual tablets {s 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 informatiu.
regarding continued abstinence after
detoxification from long-term, high-dose
use/abuse of buprenorphine. The
dependence capacity of buprenorphine
may be heightened under these
colx;djtiom. b i 4
summary, bupreno e produces
lows to moderate pﬂyaic:r dependence.
The withdrawal syndrome is of less
intensity and longer duration than most
narcotics in Schedule I or IT of the CSA.
Therapeutic intervention may be
necassary to help ameliorate soma of the
withdrawal affects. Buprenorphine
abuse is associated with a loss of
control, escalation of dose, drug seeking
behaviors and maladaptive pattems of
subatance use, The data suggest that
buprenorphine has a relatively high
ps&chological dependence profila
although it is generally losa reinforcing
than hereln and other pure mu agonists,

Answers to u?p;aiﬁc Com;;cnh .

Regarding the Proposed Placeraent o

B;ggnnorphlm in Schedule I of the
Comment: The buprenorphine/

naloxone product {Suboxone®) should
be placed in a lower schedule than the

tablets may be aversive in phyulcallly
dependent opist: abusers 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 nl')}noprlnto

ng in narcotic addiction treatment
{as mandated by the Drug Addiction
Treatment Act of 2000) has, or will be
provided, information about the merits
of presoribing the combination product,
Should the buprenorphine sublingual
tablets be approved for use in the
United States, the physician will,
ultimately, write a prescription for
Subutex® or Suboxons® hased on an
informed decision about what he/she
fesls is the beat treatmen for the
patient,

Comument: Because Buprensx® bas
been in Scheduls V and has not been
associated 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 fts ubuse potential. While no
significant abuse of Buprenex® has
occurred in the United States (which
both FDA and DEA believe is direstly
related to its limited use in the United
States) many countries have
experienced significant abuse of low
dose burrenorphine in tablet and
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
mote of intravenous morphine (Zacny et
al,, 1867). Injection of 1 mg/ml
buprenorphine would be approximately
equivalent to the infection of 20~30 mg
of morphine (calculated by
extrapolation and considering the
shallower dose-response curve). These
doses produce significant opiate offects

are no provisions in the CSA to
schedule narcotic produats 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
indicates that it has been abused by
other routes of administration and other
populations of drug abusera. Data from
France indicate that a significant

ercentage of treatment clients

prescribed high dose, single entity
product) abuse their own or diverted
medication (see discussions on abuse
liability and dependence profile),

Comment: Once buprenorphins has
been approved for use in opiofd
substitution treatment, the DEA should
study and evaluate abuse over a three-
year | eriod in order to more accurately
determine whether placement in
Schedule I 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 Drug
Addiction Treatment Act (DATA) has
mandated that DEA monitor the use of
Schedule. ITI-V narcotic treatment drugs
utilized uader DATA. .

Commerit: The DEA has disregarded
data on the development of the
naloxone combination product that
show signiticantly leas potential for
divereion and abuse.

Answer: The DEA is aware that the
combination product was apecifically
develnped to deter injection abuse by
physically dependent opioid injecting
drug abusers, In addition, DEA wants to
support and encourage manufacturers to
develop products that will reduce the
diversion and sbuse of legiimate
pharmaceuticals. This combination
product will inhibit injection by non-
buprenorphine dependent addicts and
this is a positive outcome, However,
after careful examination of all the
relevant data regarding the abuse
potential of this product {a all
populations at-rik for abuse (see
section on abuse potential), the DEA has
contluded that the combination product
does not warrant lesser control than
other buprenorphine products.
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Comment: The DEA hay disregarded  compared to the high availability and received the FDA review document and

“va additional controls that would be

iposed on Subutex® and Subaxone®
vy the Drug Addiction Treatment Act of
2000 (DATA).

Answer: As part of the review process,
both the DEA and the DHHS carefully
considered the use of these narcotic
treatment drugs within the context of
tu:o ug;i;r DI,; A. l;lATA wn‘nmr

tendsd to be a solitary atol
piece of Jegislation and d:ls:' 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
impact on the criteria necessary for
scheduling under the CSA. The
scheduling oriteria 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 IT
substances. The partial egonist activity,
including safety in overdose, is not
supportsd and, even if true, does not

warrant a e from the conclusion
““"“<hat buprenorphine has a high potential
I sr abuse.

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

uprenorphine as
morphine-lika in many drug
discrimination studies and produces
effects similar to morphine over a wide
range of doses, This data suggests that
buprenorphine, {f available, would be
very attractive to most narcotic abusers
(see section on abuse patential
especially in regard to doses of 2 mg or
more). {owever, the extent to whi
buprenorphine is able to r})mdum
suphoria, “good drug” e , and
respiratory depression is limited by its
partial agonist properties, That is,
almost uniformly, pure mu agonists aro
capable of producing greater lavels of
a?hoﬁa and other positive subjective
effects than buprenorphine. This i 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
level of “foel-good” effects that the
abuser is seeking, Although
buprenorphine is abused by heroin
iddicts, it is rarely preferred over high

- quality heroin even when
buprenorphine is co-sdministered with
benzodiazepines, The low availability
and high cost of high purity heroin

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 bt‘lrrenorphlnc 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 huprenorphine from mu agonista in
Schedule IT of the CSA. Factor (6) under
811(0) 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
clinlcal setting without concomitant use
of other drugs. In fact, narcotic addiots
are likely to abuse benzodiazepines with
buprenarphine 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 injection
use of buprenorphine with
benzodiazepines is Jess 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‘;%rlenorphina
ia also less likely 10 ocour. This is an
advantsge over 8 like morghine.
oxycodone and methadone and a
relovant factor that carries considerable
significance when weighing 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
concludes that buprenorphine has an
abuse potential less than narcoties in
Scheduls 1 or 11 of the CSA but greater
than Schedule IV narcotics, It should be
noted that a Schedule 111 substance can
have a relatively high abuse potential.
The law (21 U.S.C. 812 (b)(3)) does not
have an sbsolute descriptive term (1.0,
high, low) relating to the abuse potential
of Schedule 1T substances, However, the
abuse potential must be less than
Schedule I or 11,

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

. -chadulln%ncommondmon komthe
DHHS, The ¥DA specifically cited this
concern in their document and the DEA
considered this possibility.
Buprenonrphine 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 physicians
resulting in easier acceas and greater
availability of buprenorphine for abuse
purposes. See sections on the abuse
gotonthl and dependence profile of
uprenorphine. The narcotic abuser
may view buprenorphine “safety” as
good reason to select buprenorphine
over another narcolic or to use greater
amounts of buprenorphine without
regard to possible overdose.

Comment: Scheduling under the CSA
is a relative analyeis and depends on
aligning a drug with the closeat set of
comparstors. Buprentorphine most
closely resembles Scheduls II narcotics.

Answer: Scheduling is a relative
analysis. The effects produced by
buprenorphine were compared to many
Scheduls 11 substances and found,
under certain conditions, to be similas,
However, buprenorphine is a partial
agonist and shares some very important
properties with other partial agonists in
Schedule IV (i.e. pentazocine snd
butorphenol). These partial agonist
properties play an important rols when
comparing buprenorphine effects with
pure 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, ba
compromised with a partial agonist: the
dose-reaponse curve of buprenorphine
is more shallow aud 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 indjcatos that buprenorphine
produces moderate physical
dependence and relatively high
psychological dependence, not the
severe depundence of Schedule I
narcotics, Both the DHHS and the DEA
have determined that the avsilable data
on bupronorphine regarding the abuse
potmtial and dependence profile are
most closely aligned to, or defined by,

a Schedule J17 narcotic, For review,

please see previous sections on abuse

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
eovgnodm\;u

. ~~-alcohol, nicotine and marijusna are on this lusue, will be eligible for offi
7 \niversally accepted as gateway druge Comment: DEA’s conclusion that under recently enacted federal
secause data shows that they are often bugronorphino most clossly resembles a  legislation is not a relevant factor in the
the fizet drugs used by adolescents and  Schedule IIl drug, with respect 1o eduling analysis and DEA errod by
& correlation exists between early hysical and psychological dependence, considering it.
experimental use of these substances s contrary to evidence, Answer: In the March 21, 2002,
and an escalation to serious drug abuse Answer: This comment was followed Foderal notics on the proposed
roblems. One of the at-risk populations by & number of citations that were taken  rule for buprenorphine sched the
bor buprenorphins sbuse is natve from the buprenorphine schedulin DEA made the following statement
(inexperienced) opioid abusers (sse review documents of both DEA an under a section on conssquences of this
section on abuse potential), Barly FDA (those reviews that wers conducted proposed rule: “The DEA os the
sxperimentation with buprenorphine gﬂ‘” to the proposal to place need to axpand narcotio treatment and
may lead to serious drug abuse uprenorphine in Schedule INT). These  this factor was a considaration in
pmilm.. coraments, for the most part, were taken gmpouing Schedule I placement for
Comment: The DEA has not been out of context, interpreted differently or uﬁonorph!no."
consistent in its decision making we ;oc}?dmomle ‘h';“ b& 33"\ ‘inlg/ L b 6 proposed ngﬂﬁ' t;;r
0Coss AN “nan. 0f FDA, For example, the statement that  bupreno: phine in Schedule ITf was not
P and has fafled to moet the “acn buprenorphine produces “marphine- mal:la on ?ho basis of making

arbitrary agency requirements.” The

1ike plLysical dependence* does not

buprenorphine products available for

ﬁmﬂrﬁiﬁﬂnﬁh&ﬁh&hm { mean that morphine and buprenorphine office-based narcotic {reatment. Taken
or I substances is arbitrry and have the sanie 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
, arbitrary of capricious in the decision similar and they share similar concerns regarding the use of
: making orace .5: the abuse withdrawal signs. The statement that  buprenorphine within the context of
"1 tentis) of Dunrenor dim . “under most conditions, office-based narcotic treatment, Ths
g oronrohin fh“ :g o nnlaua buprenorphine’s physiologica) und DEA does recognize the need to expsnd
o oaioa] prol ar:n oS cogs PPychological effects are essentially the treatment. As part of our schaduling
Fm o of oolid o};’ch tca) of both 4 as morphine or hydromorphone”  review, DEA did consider the impact of
urg et P nists and tgtot tcal means thet buprenorphine {s capable of buprenorphine treatment produots used
NN 280 P producing sffects (i.e., miosis, within the context of office-based
§ wartial agonists depending on dose, ir d 1 ) dru i
Y )attern of use, an ulation takin reapiratory depression, analgeels, drug  practice.
P v i p ™ 8 suphoria, drug liking and sedation) on The factors for determ the-
- this d:“us o8 :ro :d°i“ Sﬁ’mm}‘ a par with morphine and placement of a substance within one of
530?1& gAconm m?al i 810 hydromorphone “under most ths schedules of controlled substances
o1 this LA, while p sgonists, conditions”. A more appropriate caveat  are specifically laid out in Title 21

e N T AN A

butorphanol and pentazocine, are
controlled in Schedule IV, After

would be “under many conditions",
This was a st :tement taken out of

U.8.C. 812(b). The manner in which a
substance will be used and its

reviewing all the relevant data, the DEA  coniayy and does not mean that thess  availability to the public are among the
concluded that buprenorphine’s abuse 4,04 produce the same dependance oloments that must be considered in
potential is most closely defined by profile. It is important to note that, in ~ determining a substance's actual or

Schedule HI (see soction on abuse
potential and answers to previous
comments),

making scheduling decisions, all the
available fnforma*ion regarding a
substance must be synthesized and

relative potential for abuse (see section
on abuse potential), The DEA did not
consider the need to expand narcotic

; Comimont: One of the strongest signs  weighed. 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 abuseq the data DEA relied upon but does buprenorphine under the CSA.
through multiple routes of provide a stunmary of some important  Certainly the anticipated use of

administration, and that it is used with
other drugs of abuse. Among other
things, this shows that drug sbusers not
only like the drug, they are trying to

enhance {ts affects. DEA’s finding on the

abuse potential of buprenorphine failed
to consider and give adequate weight to
the svidence on this point,

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

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

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 psychological
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

that buprenorphine has an abuso
poteatial consistent with Scheduls If,

buprenorphine for addiction treatment
was a point of consideration in terms of
{ts 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
lreatment (67 FR at 13115), DEA was
required to do a complets analysis of the
impact of its proposal under 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 wa
‘rug. The reasons for this are varied. regarding buprenorphine dependence requ?md to congaidar the impact of K:
ibusers may be trying to enhance the (see ﬂgmviona section on dependence decision on small businesses, including
- efferts of the drug they are using and/ profile). In addition, DEA did not find  methadone treatment p

Answer: As stated pre oucly.. the
DEA did not propose plucement of
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_bu
b mx:o!al;laf .ﬁ es;;l:o;i&lg. ng.i:grdot tr:n:x;ont l:lm}l” DATA willbe a In this final rule, the DEA has
o e e the ¢ tr: " u::.d o departurs from the more  included summaries of the data DEA
ctors laid out in Section “S;‘c’ that :I the past ?l,ggg: gr:m‘::ozmm. “l:::tr ‘::t‘lndd"'n? s th;ll.bu;“ (
resulted in the determination that products be & ' *However, like mos
pproved, they will be uprenorphine. Howevar, like
g\‘}g‘r&zﬁ:pgno should be placed in Emcrlbod by physicians, who may not  reviow d?cummh, lpooiﬁg dot?llo:t
With reapect to the issue of possible w‘:;’:: &t:m Ive experience fa dealing sbout all the studies cannat be given.
ool anbot, DEA doos not vib with, patient pogulaﬁon. and used  Citations, however, are Y:ovidod.
the placement of f:upmorphlne into addiots, who are likely to sbuse/ e e e
e viin s einto divert their medications. This activity,  #tatements regarding buprenorphine’s
impact on the antivities of traditional uadee DATA, will oocue n Use shesncs fﬁmg{ oot 10 oot nd
impact an the aoti ditio of enforceable minimal standards of o fact that bupmnorphin:ﬁ-
| arcotlo trs controflm‘umimco treatment, DEA believes that these derivative of thebaine have no bearin
\ e o] o el cvstiable  onditions inorease the likelihood of ~ 0n buprenarphine's abuse potential,
g e e 'y avellable  diversion and abuse of thess products, derivative of thebaine, buprenorphine
e s trstme‘nmmt  viders. The In light of these uncertainties and fn ~ Was originally classfied under tha CSA
o Mﬂon of stabilized patients om consideration of all the data relevantio 88 & narcotio, This statement was ot
O s ang boatooe buprenorphine's shuse potential and ~ made to imply anything with respect to
 officebated troatment dependence capanity, the DEA has abuse potential, Many substances (/.e.
B e in the . Pequirements concluded that Schedule 1Tl placement  9piate antagonists) are derived from
md moﬂ.uc“ o ofﬂwh"d and tha con"nint. phc‘d on th@bdnﬁ md hlvo no .b“..‘ potanﬂll.
. olur: o atmcaies o the phystoians under the Drug Addiction  Fotency, however, is an element that
e e oA sy Tesatment Act of 2000 (Pub. L 106-310)  Zecty aects 1ho abuse porostia, As
B Bt o oy 4% will b sulficlont to curb aigaificant  enfoned b an farter somment, 1 g/
buprenorphine in Schedule 1T will not abuse problems. I swever, If our HE S A g %mducu
have s significant sconomic impaoton  “tacesment is not cortect, the DEA wil]  Substantial suphoria. 1 buprenorphine
& substantial number of small business take appropriate sctlons. o e B i e
Sntitios. Comment: The DEA has not presented 'ablots canbe dissolved in water and
. Comument: In its concluding statement 50 ddequate basis for the proposed thared (ll:ivnsoveml opiate sbusers
5 (of the proposed rule), DEA notes that  Fulemexing. Many of the studies cited  (dopend'ng on love’ of narcoli
: D ne's sbuse potontal and by DEA and FDA are not described in tolerance). The implications of this
« . dependence profils suggest that there  2uificient detail, Morsover, same Botivity Spok directly 19 he shuuse
P e P e B e, important information from these potentia) and the possible public health
_‘ e et Stots Tioa  shudies has not been considered by risks associated with shared injection |
therefore intends to initiate action to DEA. oq%ig:mont. (
t increase regulatory control, should that Answer: The proposed rule outlines e v e conalder the
'.: g A atrol, shouls the basio facts, It provides a belef information in the litexature cited, as
33 e eentalErat ach, howevet, description about the sction being wall as countless other scientific papers,
: approach required under the CSA. The proposed, describes buprenorphine as & balawmontommont and drug abuse data
f; Cs?u x;oﬁquim DEA to make a reasonable d"g“ﬁ“ of thebaine, a partial agonist  (ha} ‘;::dnl:tu‘r:ﬁ:fdommont documents
| ?omm t :,: .];txic‘i’gdn;o;t :m: gn'x‘g. and ;:‘Ng: Of)ﬂ;:iy lu: :: ;n ﬁc (w'léltxh far  Comment: The proposed rule has not
: to act proactively to sddres . s geos \mﬂ e Y orphins). The adequately describod the pharmacology
. o NDAs for buprenorphine products  of the drug subst b
associated with drug abuse are too great pending at FDA are mentiuned with 8 subslance buprenorphine or
from a law enforcement and publia respect to being high-dose sublingual &ﬂgﬁi gu[l):o ducts that would be ffected
: ::ﬂ& parspective to take a reactive %l::u :intend:lcii for narcotic treatment, Answor: The section herein on sbuse
_ sure. Sublingual sblets of kot l;?mce h%lA n:: an FPA ul;eview as potential reviews the pharmacological
) }’;l?hmlgnrghiélg have notth betgn available  treatment dmgs?crm:r?:um:é’mpomd 53;11 :n:fl?\:lg:::ghl?:: p?om v
“ o United States. Both the DEA and  experience and new scientific data B h
i the Linited 5 uprenex®, will be affected by this rule.
experionge withv:‘tll{a:: ;ﬁg:ta and no &r:tm rg::(llt:; g‘idﬁlrl}ffs'm:ﬁvegﬂlm" m\;‘ﬁauuso};rggx&tjgna:ﬂ wt;/l:::i f
coun as market ovex ¥
naloxtgl hax sarke kie:nnphr:gl}:x::s&m e m:mﬁzt;%n.ﬁ'rbo DgA considered  buprenorphine. It is approved for use
labuna u::nd addiction are universal  reviewed the FD?\ ::hﬁmmerf;lyiye'w 12::;:::::;: t0 severs paia
g:o;c o:l’z;;h a:ﬂ::::]:giﬁy :1{ iﬁ;ﬂ' docment l()iiln:?atters of scienct‘, and Two New Drug Applications (NDA)
purity heroin in the United States will omx:Dg:)o"I‘ho DsEfl:hdilrlls:oﬁ;t?;;ﬁi 28 32:: b:!e)ﬁ mb:l1 it;sligl " FTll)xA Ao
likely alter the types of sbuse problems  final review and, outlined in th o noatmont s Iocluder
experieniced with high dase proposad notice, the facto DEX B rgotment products Mnclude:
buprenorphine tablets when/if they are  considered in makin thefi’ is e o o eiugle entlty
{on to buprenorphine product, and
approved for marketing, That is, one of  propose Schedule mstot bu o hi y ’ e and (2)
e el prenorphine  Suboxone®, a combination product in a
bprenorshine in many cx; utl;m::;z ::f I::: :;1111 Em&ncu ;gsmm}ng 4:1 ratio of buprenorphine to naloxone.
geenitherﬁck of affordable, high purity thiI: pmprglog :ﬂemaﬁ?x‘gt L?pl;anm for P&aﬁﬁ%ﬁ?ﬁﬁ?tﬁ"ﬁﬂnﬁmﬁ’ (
eroin and fewer, mo ; . Y or
tonols placat on pontmurends  and DEA roviow daoumons 1o masseiing they will coe be o
analgesics. At the same time, narcotic interested parties. thi.: r:de.s ey will sleo be affected by
The micrographlc images on this film are accurate reproductions of records delivered to Modern Information Systems for microfiiming end
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Comment: Many facts cited by the In reviewing this dats, the sofence, at  and use of other pharmaceutical
~" QKA snd FDA in their conclusions have that time, relied heavily on preclinical  narcotics,
(" “sem removed from thelr proper studiss that indicated that Comment: The DEA and FDA have
«clentific context. This ia particularly huat;nomhino had minimal abuse inadequately described the conditions
evident in the description of potentia] and dependence producing of use of Subuiex® in France and the
buprenorphine and in the basis for the  capacity, While Jasinski’s (1678) impact of such use on eithe: the
DK‘;\ conclusion that buprenorphine original olinical abuse liability study mortality associated with heroin
may cause high psychological was available und considered, more addiction or the frequency of abuse of
dependence, weight was placed on the fact that buprenorphine. It §: asserted without
Answer: Concluding statements rarely buprenorphine's partial agonist activity  suppo. data that the conditions of

rovide detail and, by their nature, are

mitigated the development of any

use that will a]:ssy to Suboxone® and

rief statements rog conclusions  serious abuse problems and the belisf  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 overdase. Clinical use in foreign lead to significant abuse of

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

countries, where it had already been
;ﬂmvod for markating, was Hmited but
indicate that buprenorphine had

bugronotph!no. There is no discussion
of how the proposed nss of Subutax® in
the United States may differ from the

sis for DEA’s conclusions regarding  some sbuse potential, Howaver, as a use of this product in France. There is
dependencs potential. low-dose, injectable formulation for the not an acknowledgment in the proposed
mment: The DEA and FDA have treatment of modserate to severe pain, rule that one of the products undee
not explained why date generated since  widespread use and availability wasnot  development, which is not available in
the original scheduling action for anticipated. France, contains naloxone to deter

buprenorphine in 1688 would alter the
original conclisions that buprenorphine
has a low potential for abuse and low
potential for physical and psychological

Since that time, the use, abuss and
available data have increased, Clinical
axperience with verious dosage forms
for both pain management an

{ntravenous abuse.

Answer: Buprenorphine was first
marketed in France in 1987 as a low
dose sublingual tablet (Arditti et al.,

dependence, sddiction treatment is now available, In  1992). Between 1992 and 1893,
Answer: The DEA has reviewed all the addition, the anticipatad use of high- buprenorphine was identified as the
documents pertaining to the original dose buprenorphine tablets with the third most commonly appearing drug in

placement of buprenorphine in
Schedule V of the CSA, In 1881,

that buprenorphine had an approved
medical use in the United States and
that its abure potential and dependence

ossibility that they could be prescribed
y physicians and used in an office

buprenorphine and products containing

buprenorphine,
omment: DEA and FDA rely heavily

falsified prescriptions in southwestern
France (Baumevielle et al., 1897). In

buprenorphine hydrochloride based setting for the treatment of opioid December 1892, tha French government
e (Bu%renaxO) was approved for use in addiction prompted FDA to re-evaluate instituted special dispensing and
( he United States as sn analgesic. In the status of buprenorphine undor the  prescribing procedures similar to those
: 1082, the Assisiant Secratary of Health  CSA, In raviewing all the available data, goveming narcotic drugs:
recommeonded that buprenornhine be both FDA and DEA have concluded that uprom;;phina was monitored by the
placed in Scheduls V of the GSA. This placement in Scheduls 11l as a narcotic ~ French Medical Association;
recommendation was based on findings  is the most appropriste schedule for prescriptions were required to be

written on a voucher taken from a
counterfoil prescription book that wae
specifically desigued for narcotic drugs;

capacity was low and consistent with on daia concerning abuse of and pmm'lgtions could be filled by any
edule V placement. The DEA buprenorphine in foreign countries'that  pharmacy, but had to be retained by the
occurred prior to the international pbarmacist for thres years,

gubliuhod a proposal to place
uprenorphine in Schedule V in 1982,

s rulemaking was finalized on April
1, 1985 (50 FR 8104) following 8 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 dfd not
have sufficient potential for abuse to
warrant Schedule V placoment in the
CSA and that buprenorphine should not
be classified as a narcotic as defined by
the CSA. Data was provided from
saveral countries including West
Germany, Australia and New Zealand
(whers buprenorphine had been
available for a limited period of time)
showing bupreno?hjne abuge,
diversion and trafficking. In addition,
FDA provided testimony at the

administrative hearing on

buprenorphine regarding the basis for
thel;r docril:ion tomrsocnmmend Schedule

control of buprenorphine in 1988 under
the 1871 Psychotropic Convention,
Answer: Both DEA and FDA reviewnd
all the available data that addressed the
eight factors that are used as a basis for
maldng a final scheduling decision.
Published literature regarding the use,
misuse, abuse, diversion and trafficking
in buprenorphine was gathered and
assessed. Published data about the
abuse of any drug often provides a
wealth of information including: who is
abusing it, how it ia being abused,
source of the drug and possible street
prices, extent or seriousness of the
abuse, drug effects, 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
soms humans find pleasurable, Both
DEA and FDA considered
buprenorphine abuase duta within the
context of regulatory controls, heroin
availability and purity, and availability

In 1896, genera) 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
1996, France £:0Vid9d very Hmited
treatment with methadone in state-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 varfous types of narcolic
replacement treatment fn other
countries (methadone, morphine, heroin
and low-dose buprenorphine),
combined with data suggesting that
high-dose buprenomphine was a safer
treatment drug, set the stage for France's
new policy, When Subutex® was first
lsunched, the strest price of an 8 mg
sublingual tablet was 100 francs
(Auriacombe et al., 1897). More recently
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(Dru, 1mk‘the strest price for o Young abusers, not yetaddicted to  concomitant use of CNS dapressants

TN bupmoxs ne in Paris was 10 to 15 narcotics, were using buprenorphine as  (especially benzodiazepines) and high-

’ ‘francs and was reported as bein%;iuily a ‘gatoway*’ dru:‘gl;o ree to which  dose buprenorphine formulation were
sccesaible on the illicit market, This this ocours was own), risk factors in buprenorphine-associated
redustion in street pricing for Recent daia regarding Subutex® use  fatalities. He further concluded that the
Imsnnorphinn is likely the result of in France ia provided by Thirion efal.  total number of buprenorphine-related
widespread availability, by licit and (2002), who conducted an analysis of  deaths in France is pioba

illicit means, Because of continuing
reports of abuse and diversion, in
September 1969, restrictions on
dispensing of buprenorphine were
tightened to a 7-day supply per
preacription.
Information the use of
Subutex® in France comes from a
variety of sources. One of tho first and
most comprehensive reports was
enerated by a multidisaiplinary 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® fn France, Data
presented in the report suggested that
trafficking in heroin and heroin

overdose deaths ngnlﬂmntl declined
in France since Subtutex® bzmmo

available (an estimated 75 percent
reduction), Howaever, data also showed
that Subutex® use is associated with
niWcmt public health risks. The
ffg lowing points were made by the taek
force:

~ @ The use of benzodiazepines in

combination with buprenorphine
products is frequently encountered

th nlf-x:goru 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 18417, health
officials were aware of 17 deaths
assoclated with this combination,

o Sales of cyringes remained siable
despite the large numbers of individusls
in treatment with Subutax® (50,000
buprenorphine-treated patients in 1897).
Addicts reportad 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
practiioners were unabls to obtain
paychological services for their patients,
as fow 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 diverted and abused
by a significant percentage of
individuals receiving buprenorphine
prescriptions: 12 to 31 percent injected
their own medication and 2 to 9 percent
received multiplo prescriptions from 2
or more physiciana,

——
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11,1388 buprenorphine pmcrtig‘t‘l,om
(written between September through
ber 1880) ta determine how
buprenorphine was being used by
French practitioners, Eiﬁnty five percent
of the buprenorphine prescriptions were
wriiten by general practitioners who
often prescribed for only one or two
patients, The meun dose was 11.5 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 rmcdpﬁon form, Sixty one
ercent of the patients had regular
ollow-up, 21 pércent had occasional
consultations and 18 percent had
deviant maintenance treatment (more
than two Fmorlbm or moye than 20 mg
per dsy of buprenorphine). The authors
concluded thet the easy access to
maintenance treatment in France is
assoclated with & high risk of

buprenorphine abuse.
number of studies bave examined
buprenorphine-related deaths in Franca,
In a compiiation of the case reports and
analysis Involving buprenorphine
overdases (26 non-fatal and 20 fatal
between February 1096 and
October 1997 at the hospitals and
forensic laboratories in Strasbourg,
France), Tracqui and colleagues (1098)
spaculsted that the high dosage of
Subutex® tablets is lkely 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 {nvalving buprenorphine.
These fatalitles were 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 1998—March 2000 (78 cases).
Eighty two 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 concomilent intake of
other psychotropic substances,
Benzodiazepines were most commonly
found in combination with
buprenovphine (91 cases). The author
concluded that intravenous {njection,

underestimated due to: (1) The drug is
difficult to analyze (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
autopsy is requested by the police ora
judge,

If approved for use in the United
States, the prescription of Subutex® or
Suboxone® in an office based setting
will be a significant daparture from
years of regulated uarcotic treatment
practice. 'While physicians who want to
prescriby; these drugs for narcotic
treatment must bs certified by CSAT
and can only trest up to 30 opiate-
dependent patients at any given time,
other ragulatory requirements are less
rostriciive than those in France,

The rubove data show a pattern of
in:reasad regulatory control measures as
a conséquence of increasing levelsof
diversinn and abuse. Injection of the (
Subutex® tablets is & common practice
among treatment clionts and
prescription data indicates that they are
also us pines. Addiction
ie & medical dissase associated with
predictive behaviors that transcend
national boundaries, Even in the best
treatment programs, recurrent relapse
occurs. As stated previously, providing

rescriptions of narcotic substances 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 he provided by moving
buprenorphine to Schedule IIT ars not
described and no rationale is provided
for the assertion that the Drug Addiction
Treatment Act will not provide
ad:i;t?\ale safeguards for the public

a .

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

uirements beyond what s required of
Schedule V narcotica: preseription
refills are imited 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 {1}4cit
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activities, trafficking penalties and fines medications in Southwestern France, The use of opiolds and by dru
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DEA's scheduling responsibilities under 10A8), A trial of bupwenorphine: (1984), Discriminative stintulus effects of
the CSA. The sohed criteria and Comparison with msthadone in the reversible and irreversihle opiate sgonistst

¢ CSA. The sc teria an detoxification of heroln sddlcts, Clin Morphine, oxymorphazone and
procedures remnain unchinged and Pharmacol & Ther, 43:73-78, bu J P Bxp Ther,
continue to dictate the requirements for  Bedi, N8, Ray, R,, Jain, R. and Dhar, N.K. as&':s 87,

the scheduling of buprenorphine as well  (1908). Abuse lability of buprenorphine- & France, C.P. and Woods, |.H, (1988), Opiats
a8 any othot‘:gntxollmb?m study among experienced drug usess, agonist-antagonist ln:u!-cc(lsmm h Ople

Comment: The overwhelming Indian journal of Physiology and Application of a three-key drug
Pharmacology, 42:98-100, discrimina , ] Pharmacal
e T LS O TN L S
should uat be uled. If s . v : pryv
buprenorphine is rescheduled, it should dwwm snogrey gn ?m:aiv Iojectiog drug use tn Glusgow. Br)
po, Addiclion, 87:235—43,
not be placed any higher than Schedule  Blachly, P.H. (1973), Naloxons for diagnosls  pudula, p%" Jaffs, J.H., Dax, E.M, of al,
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: an: d’pﬁnd’na pmﬂl‘ co ‘t‘nt With Wl‘.. Du umphﬁ " MJ-. Md“vy’ MoAu F\ld\:ll. PJ. Y.u R M.ﬂadd.n w
i Schedule I of the CSA, The sections on  (1981), ‘The systemic bloavailability of Boardman, G, Chisng, CN. (1853). Effects
: abuse potential and dependence profile  buprencrphine by various routes of of buprancrphine and naloxons i
and auswers to previous comments administration. ] Pharm Pharmeco).
addrees this lssve 33(8):500-. morphine-stabilized oploid addlcts. Drug
: ’ Chatterjee, A, (1998). Drug sbuse in Nepal: a Alcohol Depend. so{t}u1-8.
- mclu‘hn id t md B“u.“n . F‘lum. Tn, nmm » E.G.. Kohu. G‘B..
; ; TOpIC Msessment sLucy. on Bertino, ].S. Jr. (1991). Prolonged nausea
: Relying on the scientific and medica) (m':mﬁy’. f';‘cgz;v dhury, 5, (1990) and vomiting associated with
! evaluation and scheduling Bugsacophing abuse, Britleh 7 Addiction, buronorphlno. Pharmacotherapy.
}‘ mm&tfff ;ofc‘tlil:x:) ;g:g:ﬁf the mumda: " s.{so, Chowdhury, S, (1998) G!il“l!}%;:'ﬂ) Naloxone reversal of
‘ swihury, A, & . (1998), » Bl .
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"‘\ i d t Vi t L ‘ or) up. [ N
b that: jans, N., Shewan, D., Henderson, Mi BT Aol g ence:
¢ 1. Buprenorphine has a potential for viss, ].B. (1991), The impact of school- ml!l ction. 84: 13791374,
abuuse 1oas thas the drugs of other based drug education. Br | Addic Grosawald M.K. Johansor C & Schuse,
13 substances in Schedule I and 1. ) 009- lins heroin-dependent volunteers during
i cam. S Du Col s B.Du mhm. Man X
; 2. Buprenorphine has a currently (2001). Buprenoephins sublingual tablets: outpatient buprencephine maintenancs,
; accopted medical use in treatment in the  effecta on IV heroin self-administration by _ Drug Alcohol Dependence, 56; 101-208,
i United States, humans, Psychophannace), 184{1):28-87,  Grues, L., Cameron, )., Elliot, L. (1068).
) 3. Abuse of buprenorphine may lead  Camer, $.D., Collins B.D., Fischman MW, Building a city wide service for axchanging
i to moderats ot llm.v physical dependence  (2002). l::;vm:ua ::?dr:lnod hln&ulf‘ m;;:&m" BMJ.
. » administration 820, ‘
:: high psychological dependence ;:um. ] Pharmacol Exp Ther. 301(1):266~ H-(;‘{.!go-;nnl;m ;;nv:ll“gﬁ; ; z‘myth. .:‘-m
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‘ Nasset, D. Jouglard, J., Thirlon, X, (1802). (1977). Agousat and antagonist properiies  Harper, 1. (1683). Teragesic abuse, New
Buprenorphins sbuse in & group of 50 of buprenorphine, a new antinociceptive Zealand Medical ], 98:777,
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uprencrphine, Drug Alcohol Depend.
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LAAM, nalrsxone and slow release ocal withdrawa) in humans, JPET. 276:440-450, Hoffmeister, F. (1088), A comparison of the
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Barnard, M., Forsyth, A,, McKeganey (1866), opiold-dupendent pregnant women with administration paradigm: Tests of
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Scottish school children, Drugsieducation,  Foltin, R.W. & Fiechman, MW, {1006}, wprenorphine, tlidine, and different
prevention and policy. 3(1):81-80. Effects of methadone or buprenorphine doses of codeine, Psychopharmeacol, 94:

u, D, Varma, V.K, and Malhotra. AK. malntepance on the subjective and 316-320,
i 990). Bubprenorphine dependence: a reinforeing effects of intravenous cocaine  Jasinsld, D.R .(1891), History of abuse
. _4ew addiction {n Indla, Disabilities and in humaans, J Pharmacol Exp Ther, lability testing in bumans, Br ] Addict,

Impairments, 3:142-146 276(3):1153-84, 86(12):1560-62,
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Ragulatory Requirements
Persons who manufacture, distribute,

dispense, import, export, store or engage

in research with bupronorphine muat
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
currently registered to handle
buprenorphine in Schedule V may
continue activities under that
registration unti] approvod or denied

4. Inventory. Registrants possess
buprenorphine arv required to mlng
inventories pursuant to 21 CFR 1304.03,
1304.04 1304.11.

8. Records and reporis. All ragishants
must keep records and provide teports
pursuant to 21 CFR 1304.03, 1304.04,

8. Prescriptions. All prescriptions for
buprenorphine or prescriptions for
products containing bupimorphine ars
to be issued pursuant to 21 CFR

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

8. Criminal 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 Octobar 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 (8 U.S.C. 605(b)§. It will not have a
significant economic impact on a
substantial number of small business
entities. Buprenorphine s 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.5.C. 811(a)), this action
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62370 Federal Register/Vol, 87, No. 194/Monday, October 7, 2002/ Rules and Regulstions
is & formal rulemaking “on the record  any state to enforce its own Jaws, based com, in domestic and
-~ after opportunity for e hearing.” Suglio hA‘wor:idul A thumndﬁm:!m; does m:lt export markets, _ ( :
ara conducted pursuan ve m cations warranting
\iu provisions of 8 U.8.C. sgo and 387,  the agpnuuon of Executive Order List of Subjects {n 21 CFR Parl 1208 ;
The Deputy Administrator certifies that 13132, Administrative practice and ;
m n mﬁ::;”ﬁ"hh:;.m Unfunded Mandates Reforin Act of 1995 le.r’m MW: °°! ntrol, :
rinciples in Executive Order 12866 in - ' )
Ectlon i(b DEA bus dtenaiond st e expunciare by S Jora, d - At Coserl by oo o .
thisisnota cant tribal governments, in tha aggregate, or  the GSA (21 U.S.C. 811(a)), and !
sction, re, this action hasnot by the private sector, of $100,000,000 or  de o the A¢ministrator of the
been reviewed by the Office of more in any one year, and will not pgl,:'ﬁ the Depariment of Justics f
Manegement and Budget. significantly or uniquely affect small .u.g{m,. mpm 0.100),and 5
renorphine is alveady controlled overnments, Therofors, no sctions were redelogsted 1o the Depu ;:minhtnwt 5
undec the GBA. Individuals wha are od 1. undsr the provislons  pursusat 1o 26 CFR 0103, the Depu ,
ourrsutly sugaged in sctivitieswith  ofth Uinfunded Mandstes Reform Act & by aras
buprenorphine are already registered to 11998 Administrator hereby amennds 21 i
hendle controlled substances and are ~ ° 9; ' ; y part 1308 s follows: f
subject to the regulat uirements of Smal’ Musiness Regulatory Enforcement ;
nn?’ (78}\‘.o ory reqirem Falma;s Act of 1096 PART 1308-—AMENDED]
Executive Order 12088 This proposed rule {s not a major rule __1:The suthority citation for 21 C¥R "
This bro Honmselsthe A8 defiond Y Section 804 of the Small P2t 1308 continues to read as follows: |
.p,,u.,.ﬁl.’...,, set forth in Business Regulatory Enforcament Authority: 21 U.8.C, 811, 812, 871h) i
Sections 3(a) and 3(b}2) of Rxecutive  Falmess Act of 1098, This rule will not unless otherwise noted. ;
Order 12988 Civil Justice Reform. result in an aunual effect on the 2. Section 1308,13 is smended b 1
. economy of 5100,000,000 ot more; a rovising paragraph (e) to read as follows: :
Executive Order 13132 majoc increase in costs or prices; or !
This proposed rulemaking does not  significant adverse affects on §1308.13  Schouule 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 powerof  companies to compete with foreign- schedule:

{

.

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

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

t' q“mﬂ &.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 codeine per 100 milliliters or not more than 80 milligrams per dosage unit, with ome or more ,
.mw. mmmﬁc w‘mh 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 milligrars 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 op‘“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 mors uctive nonnarcotic ingredisnts in recognized therapeutio AMOWMS wviusinssmmmmistismsrisimtssin 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 mm”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
on. “ mm mv’. nwmuﬁ mwimu in mw thm”u.‘c .moun“ LI T T Ry R LRy I Y YA LA N YRR TN EY ATV Y] G‘os
(vii) Not raore than 500 milligrams of opium per 100 milliliters or per 100 grams or not more than 25 milliyrams per dosage
uni" Mth m. u m .dv’. mm‘m‘o inmiﬂ“ in Wiz mmpuuc 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 'hnmuu mmh 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 9.10
{2) Any material, compound, mixturs, o¢ preparation contatuing any of the following narcotia drugs or their salts, as st forth balow:
9064

(i) Bup“m?hm. LTy Ty Yy L Y Ly Ty L L Ty T T Ty Y Ly T T Ty T Ty T Y Ry Y Ty PR N YT IO T Y TP TR Y PR T TN T TP TINITY

(ii) [Reserved.) (1) [Reserved] DEPARTMENT OF TRANSPORTATION
* * * * * * * * * *
Federal Highway Adminisirat!on
3. Section 1308.15(b) is revised in 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~2001-10886]
DILLING CODE 4418-00-
(b} Narootlt::n] drug;i Ux:ilass npo&iﬁcally RIN 2128-AE92
excepted or unless listed in another :
ichedule, any material, compound, “';"’W"“” Transportation Planning (
. ixture, or preparation containing any and Programming
AGENCY: Federal Highway

of the followininarcotic drugs and their

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

( /"Wrug Entorosment Adminlstration

I
Y]

41 CFR Part 1308

[ORA-2004]
AN 1117-AABS

Schedule of Controlied Substances:
Placemaiit of Dichioraiphenazone Into
Schedule IV ,

AGENCY: ) Enforcement

Adminhlxn:‘t’l‘on (DEA), Department of
Justice.

ACTION: Final rule.

sUMMARY: With the issuance 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
s6q.). As a result of this rule, the
regulatory controls and criminal
sanctions of Schedule IV will be
;ﬂpllcablo to the manufacture,

tribution, dispensing, importation
and exportation of dichloralphenazone
and products containing

_dichloralphenazone.
“urECTIVE 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 Dichloralphenazona?

Dichloralphenazone {also known as
dichloralantipyrine) is a compound
containing two molecules of chloral
hydrate (2,2,2-trichloro-1,1-ethanediol)
and one molecule of phenazone (1,2-
dihydro-1,5-dimethyl-2-phenyl-3H-

yrazol-3-one); CAS No. 480-30-8.

chloralphenazone is a sedative

typically used in corbination with
isometheptene mucate and
scetaminophen in formulating
prescription pharmaceuticals for the
relief of tension and vasoular headaches.
When dichloralphenazone is
administered or J)lacod in an aqueous
solution (a liqutd preparation of any
substance dlssolved in water) it
dissoctates to form chloral hydrate and
phenazone.

Why Is DEA [ssuing This Rulemaking?
! Schedule IV controlled substances are

“w—{isted in 21 CFR 1308.14, Sectlon

1308.14{c) lists 40 depressants,
{ncluding chloral hydrate, that are
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Schedule IV controlled substances. The
first sentence of 21 CFR 1308.14(c)
statos that the at:!gory of Schedule IV
depressants includes “any material,
oomgund. mixture, or preparation
which contains 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 fzed as a compound
containing chloral 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 80 days for comments.

Wero Thers Any Comments Regarding
the Proposed Rtylhf

The DEA received two comments

ing the proposal, The Healthcaxe
Distribution Management Assoclation
(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 1s
lmi:orporating this change into this final
rule,

Elan Pharmaceuticals, manufacturer
of Midrin® (a prescription product
containing isometheptene,
dichloralphenazone and acetaminophen
marketed in the U.S, for over 30 years)
commented that federal and state
authorities have not regulated
dichloralphenazone as a Schedule IV
substance, physicfans and pharmacists
have not treated Midrin® as a controlled
drug product and major drug
compendiums (Physiclan’s Desk
Reference, Merck Index, Drug Facts and
Comparisons) have not identified
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 {ssues and
oreate confusion among practitioners
and patients, Further, Elan poses that
there is little evidence that Midrin® or

11 the filmed image sbove s less

any other dichloralphenazone product

has besn misused, abused or diverted.

The DEA received a formal request from

Elan Pharmaceuticals for an exemption

for Midrin® as an exempt non-narcotic
resaription product. That n&l’o;t will

evaluated according to 21

1308.31,

The DEA is aware that
dichloralphenazone and products
containing this substance have not been
fdentified or treated as controlled
substances, The determination that
dichloralphenazone {s a controlled
substance is based, iu part, on its status
asa oom{:und containing chloral
hydrate. In addition, numerous drug
abuse emergency room episodes have
fnvolved Midrin®, The DE.\ has made
every effort to reduce sny confusion on
the 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 1308.31 are
evaluated to determine 1f such an
exemption is warranted.

What Regulato uirements Will Be
gr lied to Hmrcil::q of
oralphenazone?

leonom i;ho manufacture, disteibute,
spense, import, export, store or engage
in research with dichloralphenazone
must coniply with the following
regulatory roguhements:

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

. Disposal of storks. An ferson who
elects not to obtatn a Schedule IV
reglstration or is not entitled to such
registration must surrender all
gummlea of currently held

ichloralphenazone in accordance with
procedures outlinad in 21 CFR 1307.21
on or before September 17, 2001, or may
transfer all quantities of currently held
dichloralphenazone to a person
registered under the CSA and
authorized to possess Schedule IV
contro] substances on or beforo
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September 17, 2001, drafted in & manner consistent with the  Plain Language Instrictions
__._ Dichloralphenazons to be surrendered  principles of the Regulatory Flaxibility The Drug Enforcsment
*""“to DEA must be listed on s DEA Form  Act (5§ U.S.C. 601 et seq.). It will not Administration makes every effort to (
| 11, “Inventory of Controlled Substances bhave a significant sconomic impacton e clearly. If you have suggestions as
Surrendered for Destruction.” DEA 8 substantial number of small business 1 5 1o {mprove the clarity of this
Formi 41 and instructions can be entitiss. Moat handlers of regulation, call or write Patricla M.
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r 1/, : defined by Section 804 of the Small
{ 9. Griminal Liability. Any actlvity Bfn;lmbieguh?ory Bn?orce:nent (DEA-1E4FF)
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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
o 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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