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BY MESSENGER 

Dockets Management Branch 
Food and Drug Administration 
5630 F ishers Lane 
Room 1061 (HFA-305) 
Rockville, Maryland 20852 

Re: Comments to FDA Docket 2005N-0479 

Dear Dockets Management Branch, 

On January 12,2006 we filed the attached comments to FDA Docket 2005N-0479 by 
electronic submission per FDA’s Federal Register notice, 70 Fed. Reg. 73;775 (Dec. 13,2005). It 
is our understanding that Ms . Jenny Butler is out of the office until, at least, next Wednesday, 
January l&2006., We  also understand that Ms . Butler is the only person at Dockets with access to 
comments filed via email. Therefore we are providing these paper copies today with hopes they 
will be logged into your docketing system sooner to allow dissem~ati~n to the public as soon as 
possible. 

If you have any questions, please do not hesitate to contact me . 

JAGlcld 
Attachments 

2603 MAIN STREET 
SUITE 760 

IRVINE. CALIFORNIA 92814 
(9491553-7400 

FAX: (9491553-7433 

4QlQ EMPEROR BOULEVARD 
SUtTE 400 

DURWAM. NORTH CAROLINA 27703 
(9191313-4750 

FAX, tQlSt 313-4751 
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Division of Dockets Management 
Food and Drug Administration 
5630 Fishers Lane 
Rm. 1061 (HFA-305) 
Rockville, MD 20852 

Re: Docket No. 2005N-0479, international Drug Sch~dui~g; Convention on 
Psychotropic Substances; Single Convention on Nariotic Drugs . . , Buprenorphine . . . 
70 Fed. Reg. 73,775 (Dec. 13,2005). 

On behalf of Purdue Pharma L.P. and Schering-Plwgh Corporation, this comment 

responds to the call for information in the Federal Register Notice published on Tuesday, 

December 13,2005, by the Food and Drug AdministratiQn (FDA). FDA’s request comes in 

response to a questionnaire from WHO inviting “‘interested persons to submit comments 

concerning abuse potential, actual abuse, medical usetilness, traf%king, and impact of 

scheduling changes on availability for medical use of nine drug substances.“’ This 

comment concerns buprenorphine, a partial p-opioid-agonist that is currently controlled 

I 70 Fed. Reg. 73,755. 
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internationally in Schedule III of the 197 1 Convention. The responders, Purdue Pharma 

L.P. and Schering-Plough Corporation, each has an interest in buprenorphine as a medicine 

important in the treatment of pain and opioid dependence. 

According to Guidelines for the WHtJ review ofpsychoact~ve dependence-producing 

substances for international control (Guideiines),2 the !VHU Secretariat is to request 

information from governments concerning substances undergoing critical review for 

purposes of international control underthe 1961 and 1971 Conventions.3 The timeframe 

established by WHO and FDA for publio comment is entirely inadequate for a complete 

and well-drafted presentation of the relevant data. Moreover, the pro osed manner with 

which WHO would review buprenorphi~e violates the agency’s own Guidelines. We urge 

FDA to consider carefully the role it has taken in this proces3. The United States should 

not be a mere conduit for WHO actions that are palpably violstive of the Gzdidelities. We 

urge our government to address this matter with WHO and, if WHO will not respond 

appropriately, then our government should take the matter to the members of the Executive 

Board of the World Health Assembly when next it meets, Our government must object 

strongly to the breaches of established procedure and insist that proper procedure be 

followed when the Expert Committee on Drug Dependence (EC 

buprenorphine or any other substance. It is essential that the US take a strong position in 

support of the established procedures for international control. They must be followed if 

2 Guidelines for the WHO review of dependence-producing psychoactive substances 
for international control, (Guidelines) WHO~D~~S~20~~.5. Reprinted from 
document EB 105/2OOO/REC/ 1, ANNEX 9, with appendices. 

3 Guidelines, paragraph 16. 
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recommendations for international control are to be consistent with the intent of the 

Conventions. 

Following is a summary of the responder’s comments on three important issues: 

1) WHO’s violation of the Chidelines in proposing to make a “‘fin&l decision” on 

buprenorphine at this time; 2) the negative effect on medical ~vailabil~~ of buprenorphine 

that will result from placing buprenorphine under Schedule I of the Single Convention; and 

3) the lack of data demonstrating that nonmedical use of bupreno~hi~~ is a serious 

problem despite increasing use in opioid addiction treatment. 

I. WHO’s Breach of ~sta~ished Guidelines will Deny an Appropriate 
Scientific and Medical Review Qf ~~preno~~~ine 

A. WIIO’s Current Review of ,~~prenor~~i~e Violates -the Gctidelines 

WHO’s current request for information on bup~eno~hine asks only the following: If 

buprenorphine is transferred from Schedule III of the Convention on Psychotropic 

Substances, 197 1, to Schedule I of the Single Convention on Narcotic Drugs, 196 1, would 

its availability for medical use will be affected, and how would its availability be affected?” 

Yet, in a letter to Dr. William Steiger of HHS, WHO characterizes the planned review of 

buprenorphine in March 2006 as a “‘final decision.“5 We do not understand what this 

means. The report from the last -ECDD meeting, where bu~reno~hin~ was given a critical 

4 70 Fed. Reg. at 73,778. 
5 Letter from Dr. Vladimir K. Lepakhin, Assistant Director-General, Elealth 

Technology and Pharmaceuticals, to Dr. William R. Steiger, Special Assistant to the 
Secretary for International Affairs, Office of Global Health A s Wov. 16,2005). 
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review, concluded with a decision. not to,chanrre the schedule.” The procedure dictated by 

the Guidelines makes no reference to ‘Yinal decisions.” Nor is there any provision that 

allows the WHO legal department the authority to prescribe decisions as “a legal matter,” 

as is asserted in the WHO letter to Dr. Steiger. 

The usual procedure by which EGDD is to make r~~omm~ndat~ons is that there be a 

pre-review, then a critical reviey. Specifically, the Guidehes state: 

Critical Review 
1.5. Critical review is conducted by the Expert Committee in &y of 
the following cases: (1) there has been no@cation from a Party to 
the 1961 or the I971 Convention concerning the scheduling of a 
substance; (2) there has been an explicit request from CAD to review 
a substance; (3) pre-review of a substance has rem&d in a 
recommendation for critical review as indicated in payagrapb I3 
above; (4) information is brought to WHO’s attention that a 
substance is clandestinely manufactured, of especialcly serious risk to 
public health and society, and ufno recognized therapeutic use by 
any Member State. If therapeutic use of the substance is contmed 
subsequently by any Menaber State in respect of case (4), the 
substance shall be sub&ted to a pre-review. 7 

The Guidelines say noth abo‘ut a ‘“final decision” procedure, Further, as we 

review paragraph 15, we find no justification under the conditions of that paragraph for 

there to be any fitrther review ofbuprenorphine at this time. There is no provision for a 

kind of rolling decision-making process-for scheduling in which one ECDD can delegate 

6 WHO ECDD, Thirty-Third Report at lli (2003), available ai 
http:Nwww.unicri.it/min.san.bdllettino/alke/915-en.pdf. 

7 Guidelines, paragraph 15. 
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decisions, based on the deliberations of that ECDD, to a future ECDD, The reason the 

rules do not grant this authority is obvious: the medical and scientific data used by a prior 

committee are outdated by the time the next ECDD meets. As noted below, this is 

especially true in the case of bupyenorphine. Good science does not low the kind of 
decisions upon which the ‘“final decision” procedure would rest. 

There is no reasoned basis for why WHO has posed the single, two-part question 

act of a scheduling:change- without requesting data on the most current 

medical and scientific information available concerning bupr~~~~hine. Even the answer to 

the questions about medical availability will to some extent be affected by the degree of 

necessity, etc. that attends buprenorphine as a medicine. For example, since the critical 

review in 2002 WHO itself has sought to have buprenorphine accorded essential drug 

status. Surely WHO does not wish to have decisions made in 2006 based on data from 

2002; that would not include full ~onsi~ratiQn of the reasons for bupreno~hine’s 

placement on the essential drug list and the impact of changes in control on the availability 

of an essential medicine. That would be inconsistent with good medical and scientific 

practice. 

In fact, the Guidelines are quite specific concerning the nature of the data used for 

ECDD’s decision-making. In pamgraph 17, WHO is instructed: ‘“[t]o help ensure that all 

material submitted to the Expert Committee is up to date, the Secretary of the Committee 

will circulate the agenda of the next meeting to . . . collaborating i~for~~ation sources.“8 

Further, the ECDD is instructed: “[i]f, for any reason, the Expert Committee bases its 

8 Guidelines, paragraph 17. 
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assessment on limited data, it would nee to provide full justification for reaching 

conclusions on incomplete data,“’ In thi? case, there can be no justifitiation for ignoring the 

current data relating to buprenorphine. Tke inexplicable failure to ask the proper range of 

questions concerning buprenorphine will, for that reason alone,, make it impossible for the 

ECDD to consider buprenorphine properly at the March 2006 meeting. 

The workings of the ECDD have been considered by the Executive Board of the 

World Health Assembly; the Guidelines are the result of that consideration. If WHO is free 

to ignore the direction of the Executive Board, then deleterious uncertainty will be injected 

into the process, and member states will.no longer value the decisions that are made by 

WHO and, ultimately, the Commission on Narcotic Drugs (CND). 

B. A Scheduling Decision on ~u~~e~orpbi~e Based on the 20@2 Critical 
Review will be Deficient 

1. The 2002 Critical Review Misinterpreted the Guidelines and the 
Conclusions of the 25ih ECRD 

If the 34th ECDD only considers the 2002 Critical Review and other information 

provided to the 33rd ECDD, their decisions will be based on inaccurate and incomplete 

information concerning the Guide~lines and findings of the 25& ECD 

The 2002 Critical Review, as considered by the 33rd ECDD, mistakenly stated that 

1) the Guidelines do not require that control under the I96 1 Convention is considered first 

and separately from control under the 1971 Convention and, 2) the 2Sth ECDD 

misinterpreted the GuideZines a&d erred in its evaluation of b~pre~Qrpbine. The 2002 

9 Guidelines, paragraph 20, 
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Critical Review presented the committee the following incorrect i~te~~~tation of the 

Guidelines: 

As indicated in section I F, the main question for the Expert Committee to 
address is whether buprenorphiae should be reelasstfied us a narcotic drug 
or it should remain a psychotropic substance as judged by the 1988 
Committee. The scheduling requirement under the 1961 Convention is that 
the substance is “liable to simihzr abuse and productive ofsimi/ar ill eflects” 
as those already under its control, The Guidelines re-stute this as “‘rnorphine- 
like “, “‘cocaine-like ” or “%amabis-like “! In the case of buprenorphine, 
therefore, the question boils dowlvl to ‘%ow similar to Ilzorphine does 
buprenorphine have to be for it to be judged ~~o~~hi~~-~~ke’?” Since no 
speciJic guidance is available in the Guidelines, there is a need to work out 
an interpretation guideline to address this question. 

If any substance that cardnot be scheduled under the 1961 Convention could 
be scheduled under the 1971 Convention, the a~~~~cab~~~~ of the 1961 
Convention to a substance could be determined i~de~e~de~tly, without 
considering the applicabi&y of the 1971 Convention. This was apparently the 
view of the 1988 Committee which, without considering the applicability of 
the 1971 Convention, chose to apply the 1971 Convention to buprenorphine 
after concluding that the drug w’as vlot “~o~~hi~e-hike”. 13 reality, however, 
the 1971 Convention also specifies the nature of the substame that can be 
controlled as a psychotiopic substance in terms of CM5 effeects and 
dependence liability or similart& to psychotropic substances already under 
control. Therefore, the 19988 Committee wan not cqrvect in. its process of 
considering the question. &a other words, whether a substance is ‘morphine- 
like” or not is a relative question. to be judged in relation both to its similarity 
to a narcotic drugs as well as to a psychotropic substance, when the drug 
under review has considerable similarity to both narcotic drugs and 
psychotropic substances. Jrt is therefore necessary to examine the applicability 
of the 1971 Convention to buprenorphine, and re-examine the applicability of 
the 1961 Convention to it.‘” 

10 WHO, 33rd ECDD, Critical Review of,Psychoactive Substances (c”2002 Critical 
Review), QSMYECDD33/4, Annex 3, page 2 (Sept. 2002). 
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Thus, the 33rd ECDD was incorrectly informed that for certain classes of 

psychoactive substances (i.e., those that have considerable similarity to both narcotic drugs 

and psychotropic substances) the determination of which Convention is appropriate for 

purposes of international control is a relative question based on the similarity of the 

substance to both narcotic drugs and psy-chotropic substances, historically, the 197 1 

Convention was intended to control those psychoactive substances that did not meet criteria 

for control under the 196 1 Convention, but nonetheless wanted intqnational control. 

Therefore, as the Guidelines clearly indicate, the applicability of the 1961 Convention is 

considered first. The possible applicability of the 1971 Convention is- considered only after 

it has been decided that the 1961 Convention does not apply; the Guide&es state: 

33. The Expert ‘Committee, when deciding whether to recommend 
international control aftter completion of its discussions, first decides, with 
regard to the I961 Convention, whether the substance has morphine-like, 
cocaine-like, or cannabis-like eflects or is convertible into a scheduled 
substance having such e$%cts. If so, it then determines, in accordance with 
Article 3, paragraph 3(iil;) of that Convention, if the substances (I) is liable to 
similar abuse and productive of similar ill-efects as the substances in 
Schedule I or Schedule If; or (2) is convertible into a substafice already in 
Schedule I or Schedule II. 

37. If the Expert Committee finds that the psychoactive substance does not 
meet the criteria described in paragraph 33 and cannot therefore be 
appropriately contrailed under the 1961 Convention, it makes its 
recommendations in terms oythe 1971 Convention.‘J 

11 Guidelines, paragraphs 33,37. 
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The advice given to the 33rd ECDD in the 2002 Critical-Review was erroneous when 

it said that the 25th ECDD “was not correct in its process of considering the question.“‘2 In 

fact, expressly following paragraph 37, of the Guidelines, the,25’h ECDD report states the 

196 1 Convention “categorizes substances having certain specific characteristics, and 

substances that act dissimilarly cannot be scheduled under it.“13 The 25* ECDD report 

goes on to state that: “‘[t]he Committee carefirlly examined the texts of the two existing 

international conventions for drug control and analyzed the pharmacological characteristics 

of six agonist-antagonist substances.“14 The 25fh ECDD report also makes clear that it 

considered the applicability of the 196 1 Convention to bupreno~~ne. The report states: 

The Committee concluded, on the basis of informatiorz currently available, 
that none of the six agoni&antagonists opioids conskfered~at the meeting 
was appropriate for control und& the terms of the &ngte Convention on 
Narcotic Drugs, 1961. Is 

In making its recommendations concerning bu~reno~h~ne, the 2Sth ECDD was 

clearly aware of the development of buprenorphine as a: treatment for spioid dependence. 

The Committee reported “the degree of seriousness of the public health and social problems 

associated with the abuse of this g was not found to be great in terms of the numbers of 

individuals involved and the impact of the abuse on their well-being.“‘6 However, it was 

also clearly aware that ‘“problems of considerably greater ma~ni~de may develop as its 

12 2002 Critical Review, Annex 3, ptige 2. 
13 WHO, ECDD Twenty-Fift% Report, at 2 1 (1989). 
14 uat 16. 
15 & at 21. 

16 uat23. 
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reinforcing effects and ability to suppress opioid withdrawal symptoms become better 

known to those already abusing opioids such as heroin.‘“t7 It was, in fact, the potential for 

such problems that led the committee to conelude that bupreno~hin~ warranted 

international control. Nonetheless, the committee reiterated its view that “on the basis of 

current understanding of opioid p armacology as outlined in section 4.1.2, the differences 

between the partial mu agonist buprenorphine and such prototypic mu agonists as heroin, 

morphine and methadone warrant the use of the Convention on Psychotropic Substances, 

197 1 for the control of buprenorphine.“*8 

The guidance given. to the 33rd ECDD should not be used again. The decision 

making process of the 25th ECDD was correct. 

2. There have been S~~~~~can~ Devel~~~eu~s in Medical Use of 
Buprenorphine Since 2002 

The WHO questionnaire does not request any new i~fo~at~on on the medical use of 

buprenorphine or whether there have been any indications of abuse. Again, if the 34th 

ECDD relies on the 2002 Critical Review, the committee will consider incomplete data on 

buprenorphine. 

For example, since 2002 there has been an increase in the medical use of 

buprenorphine in the United States following the approval .ofbupr~~~~hin~ for substitution 

treatment for opioid dependence. Specifically, the approved use of buprenorphine in 

office-based treatment has resulted in an increase in the number of patients who seek out 

17 Id, at 24. 
18 Id. 
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treatment. As discussed more fully in Section III, this increased use has not led to a 

significant problem of abuse or misuse, .~~her,d~rno~strati~g that buprenorphine is 

different from morphine and other narcotics in regard to the potential for abuse, 

3. The 2002 Critical R&ew does not Consider the Xmportance of 
Bupreuorphine in the Prevention and Treatment of HIV amo@ 

The 2002 Critical Review makes no mention of the role of bupr~norphine in control 

of HIV/AIDS. In its 1995 report INCB expressed concern that nonmedical use of 

buprenorphine was contributing to the spread of HIV and AIDS in India, Bangladesh and 

Nepal. l9 This concern was a major reason for the INCB to recammend moving 

buprenorphine to Schedule I of the 1961 Convention. The spread of HIV is a critical public 

health issue. However, bupreno hine, along with methadone, is, in fact, central to the 

effort to control HIV/AIDS in opioid dependent populations. It is for this reason that 

HIV/AIDS was prominently mentioned in the decision by the 14th 0 Expert Committee 

on the Selection and Use of Essential Medicines to add these drugs to the WHO model list 

in 2005. 

It is unacceptable, therefore, for the 34* ECDD to consider the 2002 Critical Review 

document which did not attempt to evaluate the role of bupre~o~h~e in the treatment of 

drug users who have contracted or are at risk for HIV/AIDS. Such an omission makes it 

impossible for the ECDD to recommend control of ,bupreno~hin~ in either the 196 1 or 

197 1 Conventions. Both Conventions require consideration of the public health impact of 

scheduling decisions. Given what is known about the impact of international drug control 

19 Report of the International -Narcotics Control Board for 1995, E/INCB/1995/1, at 
paragraph 285 (199,5). 
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on the availability of medicines, it is not possible to control bupreno 

consideration of the practical impact of control of bupreno~hine on the spread of 

HIV/AIDS. 

II. Transferring Buprenorphine from Schedule III of the 1971. Convention to 
Schedule I of the 1961 Convention will Adversely Affect its Availability for 
Medical Use in the Unite 

Transferring buprenorphine from its current position in Schedule III of the 1971 

Convention to Schedule I of the 196 1 Convention will have a serious negative impact on its 

availability for medical use. There are several reasons for this. 

A. The Controlled Substances Act (CSA) Limits the~Drugs Available for use in 
Substitution Treatment in Primary Care .in the United States. 

Because of the critical unmet medical need for treatment of addiction in the United 

States, the U.S. Congress passed the Drug Addiction Treatment Act.~f2~00 (“‘DATA”) 

which allows specially trained and certified physicians to treat a limited number of addicts 

in office-based treatment - but only for drugs in Schedule III - V.20’ Thus, drugs such as 

morphine or methadone, that are controlled in Schedule II, are not available for use in such 

treatment under the DATA. The Drug Enforcement Administration (DEA) rescheduled 

buprenorphine to Schedule III of the CSA,2* which ensured that it would be available for 

use under the DATA. Such action is consistent with its current level of international 

20 Codified at 21 U.S.C. $ 823(g). 
21 Schedules of Controlled Substances; Rescheduling of Bup~n~~hine From Schedule 

V to Schedule III, 67 Fed. Reg. 62,354 (Oct. 7,2002).. 
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control - in Schedule III of the 1971 ,Convention. Thus, bupreno~hi~e is the first and 

only agonist drug eligible for office-based use as Congress intended. 

Rescheduling-buprenorphine to the Single Convention could result in a requirement 

that the US place all buprenorphine products in Schedule II-which would completely 

eliminate use of Subutex and Suboxone om office-based addiction treatment. 

B. Differential Scheduliq oE&uprenorphine and Drugs Containing 
Buprenorphine would be Necessary to Protect. the ~va~la-~ji~~ of uprenorpbine in 
the US 

DEA has stated that rescheduling of Subutex, Suboxone and B.uprenex will not be 

required for the US to meet its obligations under the 1961 Convention.22 However, DEA 

has acknowledged that rescheduling of b~pr~no~hin~ to the .196 1 Convention would at a 

minimum require control of bulk buprenorphine in Schedule II of the CSA.23 DEA’s 

proposal to reschedule buprenorphine to Schedule III in 2000 did not distinguish between 

the abuse potential of bulk buprenorphine, Subutex, Suboxone and other buprenorphine 

products such as Buprenex.24 If there is: no difference in the abuse potential between these 

different buprenorphine-containing products and bulk bupreno~~ine from the perspective 

of US law, it is unclear whether DEA could scientifically and medically justify differential 

scheduling if challenged by opponents of buprenorphine’s use in the treatment of addicts. 

22 See Response of the United States to the WHO Questionnaire for Review of 
Dependence-Producing Psychoactive Substances by the 33rd Expert Committee on 
Drug Dependence (hereinafter ““2002 U.S. Response”) ,at 12-13 (May 17,2002). 

23 Id. 
24 67 Fed. Reg. 62,354. 
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Based on the prior r&makings scheduling buprenurphine, there is a real concern 

that some individuals would oppose differential scheduiing even without a scientific and 

medical basis for doing so. For example, in comments filed with the DEA on the 2000 

rescheduling of buprenorphine in 2000, one comment, from a physician affiliated with the 

largest methadone substitution program in the country warned DEA to carefully consider 

the financial conflicts of persons submitting comments, noting that “‘[clinic] owners and 

staff may well have interests that would be adversely affected” by the wider availability of 

buprenorphine.25 Another comment was from a law firm that contended that all 

buprenorphine products should be place in Schedule II. The same law firm has filed 

objections to the approval of Subutex and Suboxone without, restrictions similar to those 

placed on methadone substitution on behalf of “a leading provider of opiate addiction 

treatment services.“26 

It is worth noting that recently, inits decision to control buto~hanol, DEA refused 

to control only the single-entity nasal spray formulation, and placed all products containing 

this drug in the same schedule as the bulk substance.27 Therefore, while it is true that 

dextroproxyphene bulk and finished dosage forms are differentially scheduled,28 there 

25 Letter from Robert Newman, M.D., Director, Cont~~um Health Partners, to the 
DEA (May 23,2002). 

26 

27 

28 

Comments of Hogan & Hartson LLP, dated May 22,2002, filed in response to DEA 
proposed rule, 67 Fed. Reg. 13 114 (Mar. 2 1,2002). 

Schedules of Controlled Substances; Placement of Butorphanolt Into Schedule IV, 62 
Fed. Reg. 51,370 (Oct. 1, X997). 

21 C.F.R. $8 1308.12 and 14. 
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remains a concern about differentially scheduling bupreno~hine if the drug is rescheduled 

to Schedule I of the Single Convention. 

If it is not possible to differentially schedule single entity bupr~n~~hine drug 

products from the bulk drug substance in the U.S., individuals’ will be denied access to 

buprenorphine in primary care. Such a development would be particularly detrimental to 

the well-being of pregnant drug users. 

C. NIDA hasExpressed Concyn that Moving ~u~re~o,rp~~ne to the IL961 
Convention Would Curtail its ‘Medical Use in the U.S. 

NIDA has expressed concern that rescheduling in the U.S. as a result of international 

rescheduling to the 1961 Convention would have a substantial negative impact on the use 

of buprenorphine in the treatment-of addictioti.” NIDA is rightly concerned that states will 

impose additional restrictions on buprenorphine if they perceive that it is similar to 

methadone based on its level of scheduled control. As the Institute of Medicine (IOM) has 

pointed out, history shows that unwarranted, excessive regulation is clearly something that 

states have done to opioid dependence treatment with methadone in the-past.30 

29 2002 U.S. Response at 12-13. 
30 Federal Regulation of Methadone Treatment, Richard A. Retti 

Yarmolinski, Editors Committee on Federal Reguiation of Methadone Treatment, 
Institute of Medicine, National Academy Press, Washington D.C., (1995 IOM 
Report). 
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D. International Control of Dr gs Negatively Influences t eir Availability for 
Medical Purposes 

Although the US. has made sub,stantial progress in recent years in providing 

adequate access to morphine-like drugs for analgesia, the IQM has pointed out that the 

restrictions on the use of methadone for substitution treatment are beyond those necessary 

for medical reasons3 i Yet the effect of these restrictions is very clear: half of the patients 

who participated in NIDA’s office-based treatment trial had not been in treatment before 

and were unlikely to seek treatment in methadone clinics. The post-approval evaluation of 

buprenorphine office-based treatment.in the U.S.32 has shown that a number of those 

receiving buprenorphine have not previously been in treatment for their illness. This 

evaluation has also shown that even the much-reduced regulatory burden associated with 

buprenorphine use under DATA is still a significant deterrent to some physicians using this 

therapy.33 Yet, the availability of buprenorphine for the treatment of addiction via 

physicians’ office is becoming ihcreasingly successful. There are almost 10,000 physicians 

who have been trained in the use of buprenorphine, approx~at~ly 6,800 who have received 

31 “[Tlhere is no compelling me&& reason, in the commi~ee’s view, for regulating 
methadone differently from all er medications approved by FDA, including 
schedule II controlled substances.” 1995 IOM Report at 4. (Emphasis in the 
original.) 

32 McLeod CC, Kissin WB, Stanton, A, Sonnefeld J. JO-day outcomes for 
buprenorphine patients treated by a national sample of qualified physicians. 
Findings from SAMI-KVKSAT” s Evaluation of the Buprenorphine Waiver 
Program. Poster Presented at The College on Problems ofDrug Dependence. June 
20,2005. 

33 Stanton A, McLeod C, Kissin W, Sonnefeld J, Luckey J. Results from 
SAMHSAKSAT’s Evaluation of the Buprenorphine Waiver Program. The College 
on Problems of Drug Dependence. June 20,2005. 
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waivers to prescribe it, and about 4,500 currently prescribing bupren~~~ine to treat 

addiction.34 As of March 2005,.it was estimated that more than 100,OQO patients had been 

inducted. It is important that more than half of the physicians rescribing buprenorphine 
had no previous experience providing medication assisted tr~atrn~~t. 

The different conditions under which methadone and ~upre~o~hine may be used for 

substitution treatment in the U.S. are directly related to. their-domestic control, the extent of 

which is critically determined by the control of these substances in Schedule I of the 196 1 

Convention and Schedule III of the 1971 Convention, respectively. 

Similarly, it is clear from INCB statistics that the use of full-o 

controlled in Schedule I of the 1961 Convention is uniformly less,t~a~ the use of drugs 

such as codeine and dextropropoxyphene, which are controlled in Schedule II of the 196 1 

Convention. The reason for this is not that codeine is more medically useful than 

morphine. Rather, it is that prenarations of drugs in Schedule .II of the 196 1 Convention are 

listed in Schedule III of that Convention and, therefore, have fewer restrictions on their 

medical use. 

The impact of differential scheduling of morphine-like and codeine-like drugs in the 

U.S. is clear. Single entity hydrocodone is controlled to the same extent as morphine. No 

pgle entity hydrocodone-containing pharmaceuticals are in medical use. On the other 

hand, hydrocodone preparations that include ingredients such as acet~inophen are 

34 Personal Communication with Robert Lubran, MPH, Director of the Division of Pharmacologic 
Therapies within SAMHSA’s Center for Subsfance Abuse Treatment (CSAT), Department of Health 
and Human Services, January 2006. 
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controlled to a lesser extent than morphine. In 2004, there were 92,7 19,975 prescriptions 

for these products - far exceeding the l&118,687 presc~ptio~s for oxycodone- 

acetaminophen combination products with similar medical indicatian.” Also, largest 

number of prescriptions in the United States are hydrocodone. preparations. 

As the above discussionshows, there is a clear link between the international control 

status of buprenorphine and its control under the CSA. The extent to which moving 

buprenorphine to Schedule I of the 196 1 Convention would affect patient care in the U.S. 

is, at best, uncertain, but would clearly be adverse to patient care. 

The US. response to the questionnaire must make clear to WHU .that there is a 

direct link between international scheduling decisions and the resulting domestic 

scheduling. It must also make clear that there are substantial differences in medical 

availability between controlled drugs and uncontrolled drugs and between drugs controlled 

in Schedules III and IV of the 1971 Convention on one hand and drugs controlled in 

Schedule I of the 1961 Convention on--the other hand. It is unacceptable that an expert 

committee charged with making’ key recommendations regarding the availability of critical 

medicines such as buprenorphine would not be apprised of this information, 

35 See The Top 300 Prescriptions for 2004 by Numbers of U.S. Prescriptions 
Dispensed, available at- h~u://~w.~list.co~top2OO.h~. Accessed January 7, 
2006. 
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III. Buprenorphine Abuse is not a Serious Problem in the U.S. 

In its response to the WI-K? Questionnaire for the 2002 critical review of 

buprenorphine, the U.S. indicated that there was “‘little abuse” ofthe currently marketed 

buprenorphine products and that DEA had not seen any evidence that abuse was 

increasing.36 The U.S. also noted that the rescheduling of bu~ren~rp~n~ from Schedule V 

to III was not based on “an escalation in abuse of bnpre~o~hi~e” but only in anticipation of 

approval of new formulations,37 

Although the FDA notice has not provided sufficient time for a review of all relevant 

data, a cursory review of the data from the Drug Abuse Warning Network (DAWN), the 

National Forensic Laboratory Information System (NFLIS) and reference to sources such 

as the National Association of Drug Diversion Investigators (NADDI) indicate that little 

has changed since 2002; abuse of buprenorphine is not aserious problem in the US. This 

is true despite buprenorphine’s use in a highly vulnerable population,,that is, opioid addicts. 

A recent study referenced in the New England Journal of Medieine indicates that “there has 

been very little abuse of buprenorphine since its launch for the treatment of opioid 

addiction in the first quarter of 2003.“38 These findings are contrary to the concerns 

expressed by DEA and FDA that approval of new fo~ulations would necessarily result in 

36 2002 U.S. Response at 10. 
37 Id.at 8. 
38 Potential for Abuse. of ~upreno~bin~ in Office-Based Treatment of Qpioid 

Dependence, Letter to the New England Journal of Medicine, Theodore J. Cicero, 
Ph.D. and James A. Inciardi, Ph.D., October 27,2005, 
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increased abuse.39 Any consideration by the 34th ECDD to reschedule buprenorphine 

without a complete review of these and other data is deficient. 

A. Drug Abuse Warning Network (DAWN) Data 

Given the increasing use ofbuprefiorphine in the of&e-based treatment for 

addiction in the U.S., the relatively low number of DAWN cases and seizures are 

encouraging in that they suggest that the therapeutic benefit associated with buprenorphine 

far outweighs the risk of abuse even in a vulnerable population. 

DAWN is a measure of the consequences associated with the abuse of drugs. The 

DAWN data system utilized since 2002 classifies cases based upon a decision tree in which 

the type of cases is assigned hierarchically. The hierarchy is as follows: 

Suicide attempt 
Seeking Detox 
Alcohol only (age < 21) 
Adverse Reaction 
Overmedication 
Malicious poisoning 
Accidental Ingestion 
Other 

There are several definitions that are important for the discussion ofb~preno~hine in the 

context of the DAWN data. These definjitions are “Overmedication” and “Other.” The 

DAWN ED Reference Guide defines Wvermedication” as patientswho took.more than the 

recommended dose of a prescription or OTC drug or dietary sup~lern~~t. This includes, but 

39 @. at 10. 
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is not limited to, the following reasons: patients whv forgot they had already taken a dose; 

those who took extra dose(s) to make up for a missed dose; and patients who took more 

medication because their symptoms did not subside with the recommended dose. This case 

type includes patients who took more than the recommended dose for recreational or abuse 

purposes. Illicit drugs arenot included in this case type. 

The DAWN ED Reference Guide further defines ““Other”’ as.all other drugs and 

substances not classified above. This category includes all other eases in which drug 

dependence, abuse, withdrawal, suicidal ideation or gesture, recreational use, or reason 

unknown (patient comatose) caused or contributed to the ED visit, 

The data presented in the tables below are from DAWN for buprenorphine for the 

period January 1,2003 to December 28, 2005, An examination of the DAWN data for this 

period shows that there were a total of 355 cases associated with the use of buprenorphine 

for this period. This is a very small number of cases especially since this drug is primarily 

used in a highly vulnerable population (Table 1). 

Table 1 
Distribution of Opioid Analg prenorphine Cases in DA 
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Further examination of the’ unweighted bupreno~h~ne reports :in DAWN indicates a 

total of 349 reports for this period. Fifiy-five percent of the cases were male and about half 

(49.8%) were age 35 or older, Other (48,4%), Adverse Reaction (22.9%), Seeking Detox 

(19.2%), and Overmedication (7.4%) were the most prevaient types of cases, while 

Withdrawal (37%), Other (34.7%), Digestive Problems (24.1%), Seeking Detox (18.9%), 

Psychiatric Condition (13 .S%>, Overdose (13.2%), and Altered Mental Status (11.5%) 

account for the majority of the complaints (Table 2). 

45-54 57 16.3 
55+ 

‘i 
23 6.6 

1 
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Accidental Ingestion 
1 Other 

1 Chief Comnlaint 

Total Complaints 612 
Complaints/Case 1.8 

The DAWN data also suggest that even among the low number of buprenorphine 

reports in DAWN, buprenorphine may be being used as- a form of self-treatment rather than 

for abuse purposes. DAWN collects eight different case type with “Other” representing 

drug abuse. Over the period from January 2003 to December 28,2005, a total of 349 cases 

associated with buprenorphine were reported. Of these, 169 (48.4%) were classified as 

“Other” and the primary compl&int was withdraw,al. This is unlike other drugs such as 

oxycodone and codeine where the cases. classified as “Other” included a higher rate of the 

complaint being for “Overdose.” (Tables 3 and 4). 
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Table 3 
Comparison of Selected Characteristics between 

Buprenorphine Cases Classified as Overme&cation or C&her in 
New DAWN Janus 

Age 
O-20 0 IO 12 7.1 

t 21-34 I 10 i,38.5 1 78 I 46.2 1 
I 35-44 123.1 t 46 I 27.2 I 
I 45-54 17 1 26.7 1 24 1 l-4.2 t 

5.5-t 3 t 11.5 9 5.3 I pi 

I SeekKIetox 
1 Accidentiiniurv/assault 
Abscess/cellulitis/skin/tissue I 1 
Chest Pain 
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Withdrawal 4 <1** 44 8 36 1** 1,423 3 
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Seek/Detox 
i 4 
I3 I <1** 7 1 .7 <l Ill7 3 

Accident/injury/assault 14 2** 30 5 60 2** 154 4 
Abscess/cellulitis/skin/tissu 9 .I* 17 3 27 I** 112 3 
e 

Other 1 143 j 16 / 156 / ; I408 1 16** / 1,056 

Total Complaints 
Complaints/Case 
* pco.05 ““p<O.Ol 

1405 901 3,854 6,67 1 
1.6 1.5 1.5 1.6 

In sum, given the increasing use of buprenorphine in a highly vulnerable population 

the actual number of DAWJY cases is relatively low and shows that buprenorphine abuse is 

not a serious problem. 

B. National Forensic Labaratary Information ~~~t~~ (NFLIS) 

The data on seizures as reported in the NFLIS database also confirm that there is 

little abuse of buprenorphine in the U.S, In 2002, the U.S. reported to WHO that there was 

no evidence of clandestine manufacture of buprenorphine and forensic laboratory seizure 

data showed very few seizures of buprenorphine injectable produ~ts.~~ 

40 2002 US. Response at 11. 
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NFLIS is a computerized database of analyzed drug exhibits from state and local 

forensic laboratories that was developed by the Research Triangle Institute under contract 

to the DEA in 1997. The system began reporting data in 1998. By September 30,2001, 

145 of the estimated 276 state and local, labs that perform solid dosage drug analysis had 

been recruited into NFLIS. As of March 2005, the system had grown to include 4 1 state 

systems and 8 1 local or municipal laboratory systems representing 244 individual labs. 

These labs analyze nearly 7 1% of the nation’s estimated 1.2 million annual state and local 

drug cases. Data from the System to Retrieve Information from Drug Evidence (STRIDE) 

are now included in the NFLZS database. 

NFLIS results are made available through quarterly and annual reports. These 

reports provide statistically representative national.and regional estimates for the most 

frequently identified drugs. National case estimates for the most common identified drugs 

are also presented in the reports. These reports also include findings on major drug 

categories such as narcotic analgesics, benzodiazepines, club drugs, anabolic steroids, and 

stimulants. These data are presented in section 2 of the report, and unlike the national 

estimates which are based on a national sample of laboratories; this section includes data 

submitted by all participating labs that reported 6 or more months during the year. Also 

included in the report are data on drug combinations, drug purity fur heroin and cocaine, 

and some city data for the top 4 drugs. A major strength of the NFLIS is its size, which 

renders it somewhat less suscepti le to variations in police activity than STRIDE. 
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Data were reviewed for buprenorphine for the years 2~.OO.t~o~gh 2004.41 Although 

data for the year 2000 are published, the systems were still in the implementation phase and 

are not useful for trends. 42 Nonetheless, a review of the data. for the year 2000 indicates 

that even among the 7,680 narcotic analgesics, buprenorphine accounted for 8 cases or 

approximately 0.1%. Data for the years 2000 - 2004 were obtained from published reports. 

NFLIS data were examined for pharmaceutical opioids, and b~pr~no~hi~e for 2000 

through 2004. Data are presented as a percentage of total analgesics. If the drugs are also 

included in the top 25, they are noted. While, as noted above, trends can be analyzed for 

the period 2002 - 2004, changes in the proportion of drug mentions over time can be 

assessed for the previous years. 

In general, analgesics represent a fraction of all seizures in 2000 - 2004. Cannabis, 

cocaine, methamphetamine and heroin account.for more than $4 percent of all seizures. 

The remainder of the top 25, including hydrocodone, oxycodone, methadone, codeine, 

morphine and propoxyphene account for an additional 8.6 percent of total seizures. 

41 2000 - 2004 NFLIS Annual Reports, located at 
www,deadiversion.usdoj.govlnflis/index.html. 

42 Differences in regional trends may also “reflect different drug enforcement priorities 
and laboratory polibies that can influence the types of drugs submitted to an 
analyzed by laboratories.” A potential example of the impact of lab policies is found 
in the 2002 Annual Report section on drug ~ornbi~ti~~s.. Of the 11,5 19 drugs items 
containing two or more substances that were reported, 9 percent or 1,037 contained 
hydrocodone and acetaminophen. Based on the ~w~~ghted data from all reporting 
labs this should have been closer to 9,500. It-is likely .that once the hydrocodone 
was found the lab, especially smaller labs, didn’t proceed with further analysis to 
identify acetaminophen. 
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Buprenorphine became available for the office-based treatment of addiction in 2003. 

In 2003, there were nine seizures of buprenorphine. In 2004, despite steadily increasing 

utilization, there were only 148 seizures. This represents only1 0.4% of analgesic seizures 

and 0.01% of all seizures. 

C. National Association of Dru Diversion ~nv~~t~g~tQ~~ (NADDI) 

The trends noted by the DAWN data and the NFLIS seizure data appear to be 

consistent with the observations of drug diversion investigators. For example, in November 

2005, the State of Florida was deciding whether to schedule bnpren~~phine consistent with 

the federal schedule.43 An inquiry was made with NADDI. Althc&gh only a few responses 

were received, none indicated a problem with buprenorphine abuse. Agents for Florida 

concluded that “some abuse has been seen but not to any great extent.” There was also an 

observation that the drug has a slow onset and a different action than opioids that makes it a 

poor choice for abuse. Another investigator commented that the drug was not found on 

Internet websites and that it appeared to rrot be a drug that opioid abusers would seek out. 

Data from these various sources, including queries tothe NADDX, suggest that the 

abuse of buprenorphine, despite itsavailability in a highly vulnerable population, is low. 

Given the increasing use of buprenorphine in the office-based treatment of addiction, the 

relatively low number of DAWN -cases md seizures are, encouraging in, that they suggest 

that the therapeutic benefit associated with ,buprenorphine far outweighs the risk of abuse 

even in a vulnerable population. 

43 E-Mails received from NADDI, November 2005. 
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In conclusion, the WHO’s review of buprenorphine violates the Guidelines, and its 

hastily called meeting of the ECDD ensures that the ECDD will @ consider the most 

relevant scientific and medical information on buprenorphine. Rescheduling of 

buprenorphine will negatively affect the availability of the drug in the United States for 

office-based treatment of opioid addiction. Finally, despite limited time to review US data 

on buprenorphine, it is clear from several sources that there is a lack of significant abuse of 

buprenorphine, even given increased use by high risk populations. 

On behalf of Purdue Pharma, L.P. and Schering-PIough Corporation, we request that 

the U.S. object to WHO’s plan to. have the March 2006 ECDD consider a review of 

buprenorphine. Such objections should be brought to the a~entio~ ofthe members of the 

Executive Board of the World Health Assembly. 


