
sts Management Branch (~~Au~~~~ 
and Drug Ad~~nist~ati~~ 
Fishers Lane, Rcmm 1061 
ille, MD 20852 

CITIZEN PETITION 
The undersigned submits this petitim under 21 C.F.R. 10.30 on 

behalf clif a leading provider of opiate addi~t~~~ treatment services to re 
under the Food, Drug, and Cosmetic Act (the “FDC Act”) and the Cant 
Substances Act (the “CSA”) that the ~~~~issi~~er of Food and Drugs 

e a&ions described below with respect to any and all 
p$~ding new drug applications ~~~As~~) for bupr~~~rphi~~ drug products 
intended for use in the treatment of opiate addiction. 

A. ACTIONS REQUESTED 

By this petition, the undersigned requests that the 
~~~~iss~~ner refrain from entering fina1 approval under section 505 of the 
FDC Act for any bupr~n~rphi~e product that has not een presented for 
review and evaluation before an appropriate FDA ad sory committee. The 
possible marketing of a bupre~u~~hi~~ product for t treatment of opiate 

diction raises important scientific, medical, and policy issues tha.t shauld 
vetted before a public advisory committee before any such product is 

ered for final approval by FDA. 
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, we request that the ~~mmissiu~er refrain from 
authorizing the marketing in interstate commerce of any such product 
without first making a rec~mm~ndatiun (through the Assistant Secretary for 
Health) to the Attorney General to place buprenorphine under a more 
restrictive level of control. Buprenorphine is currently listed under Schedule 

, the least restrictive level of control authorized by law for a drug 
roposed intr~du~tiun of a tablet-based buprenorphine product, 

ing opiate addiction, significantly increases the potential for 
ug and, in turn, requires much stricter control under the GSA. 

B. STATEMENT OF GROUNDS 

1. Background 

~ubre~orphi~e ydr~~hl~ride ~~bupren~rphi 
agonist drug substance appr ed for use in the United St 
moderate to severe pain. It is marketed in an injectable dosage form 
(~.3mg~ml) and is used primarily for inpatient care. 

Bu~ren~rphine is a chemical derivative of the narcotic substance 
,5/ which is controlled Drug ~nf~r~erne~t Administration 
under Schedule II of A, the highest (Le., most restrictive) level 

of control for a drug with FDA approved uses. See 21 USC. 812(b); 21 C.F.R. 
1308.12. ~uprenorphine itself is currently contrulled under schedule V of the 
CSA. 21 C.F.R. 1308X5(b). 

W administered parenterally, bu~ren~rphine exhibits 
~4s in common with the Schedule II drug substance, 

ine “exerts its analgesic e t via high affinity 
iate receptors in the centr ervous system.” Tab 1, 

ge Insert fur BuprenexB. Although it is enerally considered 
to be a “partial” agonist, FDA has stated that ‘“under the conditions 
~e~~mrne~ded use it behaves very much like classical p agonists sue 

1X The analgesic potency of buprenQrphi~e~ however, is 

/ The thebain ring is contained within the structure of bupre~~rphi~e~ 
resulting in a skeleton much like that of morphine and heroin. See 50 F 
8104 (Feb. 28, 1985). 
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estimated to be 25 tc> 40 times greater than that of morphine. See 53 FR 
(Sept. 22, 1988). 

As with morphine, bupr~n~rphi~e has a sig~i~~ant respiratory 
ressant effect that may occur even within the recommended dosage range. 
Tab 1, ~~War~ings: mpaired Respiration.” Moreover, use of the drug in 

~QmbinatiQn with benz diazepines or afcahol can sig~~~ca~tly amplify this 
other central nervous system effects. As stated in the approved labeling, 
ere have been reports of respiratory and cardiovascular collapse in 

patients who received therapeutic doses of diazepam and Burpenex@.” fd, z/ 

For at least the last seven years, the National Institute on Drug 
use (“NIDA”) has been working with a pharmaceutical company, 

Colman pharmaceuticals, Inc. (IReckitt & Colman”) under a Cooperative 
eseareh and Development Agreement (,, ‘) to develop bup~~n~rphi~e 

products for the treatment af opiate depe 58 FR 28031. (May 12,1993) 
ouncing notice of intent to award NIRA-sponsored C DA to Reckitt & 
an); see Tab 3, NIDA, “~uprenur~hin~ Update: Qu ns and Answers~’ 
29, 2001). 

‘$25 
As of July 1999, NIBA reported that it had invested more 

million in public funds t ard the buprenor ne project. Tab 4, 
tter from Secretary Shalafa to Honorable John ngell dated July 14, 

1999, at Q.11. 

In or about June 1997, Reckitt & Colman submitted an NDA for 
ne product to be marketed under the trade name Subutex@ in 2 
ngual tablets. In comparison, the approved dosage strength 

for ~u~renex~ is only 0.3 mg, with a maximum recommended dose of 0.6 mg. 
See Tab 1, “Dosage and Administrati~n.‘~ 

2, Some have asserted that t e risks associated with 
ed by a “ceiling effect? in high-dose and overdose situation 
ynaud et GE,, “Six deaths linked to ~~n~~rnitant us 

and ben~~dia~e~ines,~~ 93 A~~~c~~~~ 1385, 1386, 1390 (1998) ~dis~ussing “‘the 
ceiling effectfi of buprenorphine but concluding that “‘the demonstration of 

~te~tially lethal effects of the bupren~rphi~e-ben~~dia~e~i~e association 
allenges the purported harmlessness of bupren~rphine.“). 
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Based on public disclosures by NIDA, it is our understanding 
n June 30, 1998, FDA issued an approvable letter for Su 
at Q.4. According to NIDA, the 1998 approvable letter 

“related to the proposed f~rrnulati~~~’ for Subutex@. Id. he ap~~icat~~n, 
however, remains pending at FDA. 31 

fn June 1999, Reckitt & Colman submitted a second NDA for a 
u~r~n~rphine drug product. The s nd NDA is for a 2 and 8 mg s~b~i~g~al 

ren~rphine product in a fixed CO ination with na~~x~~e hydrochloride, 
4 to 1 ratio, to be marketed under the trade name Suboxone@, 

addition of naloxctne - an opioid ~~~~g~~~~~ - is intended to reduce t 
potential for diversion and abuse associate let-based form of 
bu~ren~rph~ne. 

hine exhibits powerful morp 
drug itself is easily s~~ub~li~ed an 

nto an injectable dosage form for intravenous 
admi~~strati~n* Indeed, it has been reported that b~pren~rph~ne is abused 
~nt~aven~us~y by heroin addicted persons in ~Qu~tr~~s w ere the sublingual 
tablet is available as an analgesic. Naloxone is known t reverse opiate 
depression and cause person addicted to opiates to immediately fall into 
withdrawal. It is also eheved to be much more pote when injected than 
when taken orally. Thus, the addition of naloxclne to 
intended to be aversive, to minimize the serious cone: 

oduction a bupren~rphine product in a tablet for 
se of the tablet. The SuboxoneB NDA, like the S 

pending at FDA. 41 

3/ An “approvable letter” is “a written communization to an a~pl~~a~t 
from FDA stating that the agency will approve the appl~~ati~~ * . . if specific 

ditionaf i~f~rmatiun or material is submitted or specific conditians are 
met.‘” 21 C.F.R. 314.3. An apprcrvable letter oes not constitute approval for 
purposes of section 505(c) of the FDC Act. Id. 

cember 1999, the agency issued an “approva ’ letter for 
And, in January 2000, it was reported that A issued a second 

approvable letter for Subutex@. See Tab 5, “Reckitt Subaxone to be First 
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The maintenance treatment af narcotic add 
least the last three decades, been subject to strict control and regulation 
under section 303(g) of the CSA and under extensive federal treatment 

USC. 823(g). Until January 2001, these standards were 
gulations maintained by NIDA and FDA under 21 C.F.R. Part 

291. The ~~~~F~A regulations effectively limited t 
treatment of addiction to comprehensive clinic-based arcotic: treatment 
programs. In Ja ry 2001, the Secretary completed the transfer of 

ese programs to the Substance Abuse and Mental 
ervices Administration (SAMWS and finalized a new set of regulations 

under 42 C.F.R. Part 8 to replace e ~~~~F~A scheme. See 66 FR 4 
(Jan. 17, 2001). The new regulations, like the old, contemplate the use of 
cfinic-based programs to Oversee the treatment of narcotic addiction. 

fn October 2000, several months prior IO the issuance oft 
treatment rules, Congress amended the CSA to allow general praeti~e 
ans to undertake the maintenance treatment af narcotic addiction 
the context of full-service programs. Under the new legislation (Pub, 

r whu proposes to use a drug other thaws a Schedule 
certain hmits, without having to meet the 

standards establishe E-WA. Buprenorphine, which is c~~tr~l~ed 
under Schedule V of ould qualify for this exemption or “waiver.” 
Methadu~e and ILAAIIQ, the only two drug products currently appro for the 
maintenance treatment of opiate addiction, are controlled under SC ule II 

ut qualify- for the waiver. Thus, under the new legislation, 
ne could be the first opiate addiction medication available in 

~~mrn~nity pharmacies fer use by general practice physicians. 

2, The Need for Advisory Committee Review 

he pending buprenorphine N As raise impQr~ant s&en-t;j. 
medical, and poXicy issues that should be brought before an appropriat 
advisory committee prior to the agency reaching a final premarket approval 
decision. See 21 C.F.R. 14.5(a) (“An advisory committee is utilized to conduct 
public hearings on matters of importance that come @ fore FDA, to review 

Anti-Addiction Narcotic Filled in Pharmacy,” F-D-C ~e~~~~~ (“The Pink 
Sheet”‘) Oct. 30, 2000. 
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e issues involved, and to provide advice and re~Qmme~dati~ns to the 
CQmrn~ss~~ner.~‘). 51 - 

FDA has been a leader in the use of expert advisory ~~mrn~ttees 
for several decades. The agency works cfesely with its advisory committees to 
ensure that review staff make sound decisions based on good science. 
Advisory committee meetings also provide one of the few opportunities for the 

ublic to participate in the drug approval process. As a rmer C~rnrn~ss~~ner 
explained: 

“Together, this team of advisors delivers a valuable external 
viewpoint about difficult issues that face the agency,“’ says 

DA Commissioner enney, M.D. And its 
growing emphasis, she says, clearly demonstrates that ~~~s~rner 
and patient ~~~tr~buti~~~ to the advisory committees are f ‘ficant. As a result, cQmmuni~ati~ns have improved between 

officials and committee experts, and the public has begun 
to feel mure involved in the agency’s de~~si~n-making process. 

ab 6, C. Lewis, “Advisory Committees: FDA’s Primary Stakeho~ders Have a 
Say,“’ FDA Consumer (Sept-Ott 2000); see 21 C.F.R. 14,1(a)(I) (the agency 
may convene an advisory committee to hold a public hearing when the 
~~mrnissi~~er concludes that it is “in the public interest” for interested 
persons to present inf~rmat~Qn and their views). 

Here, the possible approval of a bupr ine drug product for 
use in treating opiate addiction is an action that s 

Xe Q~~Qrtu~~ty for public ~art~cipat~~n. Like other d 
xycontin8 and GHB, buprenorphine may pose risks 

immediate user and to the community. Xn addition, there ar 
and medical issues associated with buprenorphin 
presented ta an advisory committee meeting for careful scrutiny, i~~l~d~~g: 

j.j/ Applications pending before the Division of Anest etic, Critical Care, 
and Addictive Drug Products within the Center for rug @Jvafuation and 

esearch (“CDER”) generally are presented to the Anesthetic and Life 
rt Drugs Adviso Committee. An alternative forum would be t 
pharmacologic ugs Advisory Committee. 
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* Does the sponsor’s clinical data demonstrate that S~b~t~x~ 
and Suboxone@ are safe at the recomme ded doses, which 
are orders of magnitude higher than the currently approved 
dose for buprenorphine ? What additiQnaI labeling is needed 

ess safety issues - including respiratory depression 
risks of diversions - associated with the higher dose? 

* Do the clinical studies provide substantial evidence of 
effectiveness? Did the sponsor use an appropriate endpoint? 
For how long were the patients in the studies expected to 
remain free sf illicit drugs? 

e ow will bu~ren~rphine products be labeled relative to 
methadone, the l~n~~stablished standard for maintenance 
treatment? For what population or sub~~pulati~n will 
buprenorphine be recommended? 

0 What is the raticmale for approving SubutexB, if the 
combination product, Suboxanea, is equally effective? 

* Has the sponsor demonstrated through adequate tests and 
studies that the addition of naloxone will, in fact, ofGet the 
potential for abuse? Has the stability of naloxone in the 
combination been demonstrated? If the naloxone degrades at 
a faster rate than buprenorp ine, under ~~nditiQ~s of 
light, and humidity, how will that impact the safety of the 
drug? What measures must be taken to ensure that drug 
abusers cannot easily defeat this and other anti-diversiQ~ary 
features? 

ould the drugs be placed under a restricted 
scheme (21 C.F.R. 314.520) to ensure safe use in w 
generally regarded as a difficult patient popul 

addicts)? Are “take hornet* standards needed, and 
such standards or requirements be integrated into the 

final approved labeling? 
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6 What other anti-diversionary measures must be taken to 
minimize the potential fer abuse associated with a solid oral 
do-sage form of buprenorphine? 

Given these issues, along with the fact that b~~ren~r~hine is 
escribed as a drug that will change the “paradigm” of drug abuse 

treatment, t;/ it woufd be highly unusual were the agency nt>t to seek advisory 
committee guidance well in advance of reaching a final decision. 

Second, an advisory committee meeting will provide an 
~~p~rt~n~ty for FDA to benefit from the independent ~~i~i~~s and 

s of the Committee members. The pen As have been 
ubstantiaf support from NIDA, an agency that works very 

closely with FDA an drug abuse issues. 21 A itself has made a number of 
ublic statements regarding the safety an cacy of these products, lcmg 

ce to consider the data, Indeed, in September 
SA issued a public statement clarifying that 

upre~~rphine is not approved for opiate addiction treatment. See Ta 
““Dear Colleague” letter dated Sept. 1, 2000. Given the extensive i~vQlvement 
of a sister-agency in the deve~u~me~t ef this drug, it is impQrta~t to bring an 
independent group of experts into the review process. 

Finally, because the original ap~~icat~~n for b~pren~r~hine 
at the agency for more than four years, there is certainly ample 
le a meeting. There are, to our knowledge, no “fast tr 

“accelerated approval,” or “priority review”’ ~~nsiderat~~ns. And, nei 
e two advisory committees that would review the pen 

a full calendar. @ / 

I See, e,g., 65 FR 25894, 25895 ay 4, 2000). 

uma 
and FDA are agencies within t e Department of Health and 
ces. 

iv l3ath committees are c artered to hold at least four meetings per year 
and, as of December 2001, only one of the committees has a meeting on the 
calendar in the coming year. 
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For these reasons, the agency s ould commit to holdi.ng an 
advisory committee meeting to review the Subutex@ and Suboxone@ 
applications before reaching a final approval decision. Q/ If the agency 

eclines to hold such a meeting, it should provide a detailed written 
lanation as to why it chose not te do so in this instance. 

All drugs that are, otential to be, abused in some 
fashion are subject to control by d, by d~~egati~~ of 
authQrity~ DEA) under the scheduling provisi A. See 21 I..LS.C. 
811-812. The CSA sets furth five edule I being the 
most restrictive and Schedule V t S.C. 812(b). 

lacement of a particular drug under the one of the five schedules is based 
rimarily on the drug’s potential for abuse relative to other ~~~tr~lled drugs 

its relative potential for physical or psychological dependence. 

The Secretary oft e department of Health and Human Services 
(and, by delegation of authority, the Assistant Secretary for Health or the 
“ASH”) plays an integral role in scheduling and rescheduling decisions made 
under the CSA. In particular, before a proceeding may be initiated to 
schedule a drug, INCA must obtain from the ASH a detailed medical and 
s~ie~t~~~ analysis, along with a recommendation as to the appropriate level 
~f~~~tr~l. See 21 U.S.C. 811(b). The analysis, which must be based on the 
eight factors set forth in section 201(c) of the CSA (21 U.S.C. 8ll.(c)>, is 
generally written by FDA. 

Indeed, FDA has been designated as the “lead agency” in 
marrying out the scheduling r~~p~nsibi~ities of the Secretary (and the ASH) 

e CSA. See 66 FR 20038, n.1 (April 18, ZOOl), It is FDA’s 
responsibility to kee EA informed when an application is submitt 
drug that appears t ve a potential for abuse. See 21 C.F.R. 314. 
ulso 21 U.S.C. 811(f). And, given FDA’s role in the drug approval process, it 
is not uncQmmQn for the agency on its own initiative to commence a 

eduling analysis. Qnce FDA prepares such an analysis and 

t31 If, in the end, t e NDAs are fatally deficient, it would be appropriate 
far the agency to dispense with the need for a meeting. 
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recommendation (commonly referred to as an “eight factor analysis”), the 
document is presented by the Commissioner, with the concurrence of NIDA, 
to the ASH for transmittal to DEA. 

We urge FDA in this instance to prepare a medical and s~~e~ti~c 
evaluation of buprenorphine, and to recommend the ~~a~erne~t of 
b~~renor~h~ne under a much more restrictive level of control than that 
allowed under Schedule V. We also urge the agency, as it has done in the 
past, to share its analysis with t e public as early in the process as 
possible. IQ/ 

potential of a substance is 
is the ease wi hich the subst 

for illicit use. The introduction of a tablet dosage form, in itself, is likely to 
make it easier to divert the drug. For example, for nearly 30 years FDA 

rohib~ted the use of solid forms of methadone in narcotic treatment 
rograms, for fear that a solid dosage form (as opposed to an oral solution) 

will be diverted from programs. J.lJ 

The higher strengt lets, when compared wit 
currently available injectable for sus 0.3 mg) will also 
s~gni~~a~tly change the abuse p ug. From just one 8 mg tablet, 
an intravenous drug a user could fashion a solution that is mu 
both in quantity and c ncentration, than the currently market 
the product. The fact that the NDA sponsor, along with NIDA, has gone to 

t lengths to develop a combination naluxone product suggests a strong 
rn about the abuse potential of these tablets. 

inafly, and by far the most important consideration, is the 
proposed dis bution of the tablets for use among neral practice physicians 
to treat heroin addicted individuals. No longer wi rug be available 

For example, in April 1998, the agency held 
eting to discuss, among other things, a draft eig 

drug tramadol. 

ory committee 
analysis for the 

11/ The new SAMHSA rules allow for the first time t 
dosage form of methadone. See 42 C.F.R. 8.f2fh). 

e use of a solid 
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rimarily as an in-patient analgesic. It will now be widely available for out- 
t and “‘take-home”” use among persons who often come into treatment 
history of medical, social, and psychological co-morbidities. Many 
addicts who undertake treatment exhibit behaviors that are typical of 

the severely addicted, including deception, exposure to and participation in 
criminal activity, ~hysi~lo~~ and psychological changes, bouts of depression, 
and a history of social and familial instability. The poten ial is great that the 
availability of a morphine-like drug, in a tablet dosage form for use in patient 
population with a histury of drug abuse, will bring with it a significant 
amount of diversion and abuse. Q/ 

This marked shift i treatment, and the proposed new use and 
new dosage form, ramatically changes the abuse liability profile of 
b~~renor~hine. Any prior assessment of the likelihood that b~prenorphine 
would be abused, and its relative potential for abuse, is now out-of-date. JJ/ 

For these reasons, we re uest that FDA prepare - prior to 
allowing the marketing of a new bu~renorphi~e productu/ - a new eight 

I‘;“/ -.-.5 See, e.g., Tab 8, “Y. Obadia et al., “Injecting misuse of buprenor~hine 
among French drug users, ” 96 A~~ic~io~ 267, 269-71 (2001) (finding 
‘“substantial misuse” of buprenorphine by injection short Y after the drug was 
* traduced for maintenance treatment and that “injecting misuse of 

pre~orphi~e is currently inescapable as soon as b~~renor~hine is diffused 
for [drug maintenance treatment] .“). 

131 The last scheduling decision for buprenorphine was made more than 
15 years ago. 50 E’& 8104 (Feb. 28, 1985). More recent studies oft 
also suggest that a new analysis is w nted. See, e,g., Tab 2, Tab 8, and 
Tab 9, Bedi et al., “Abuse Liability of renorphine - A Study Among 
experienced Drug Users,” 42(l) Indian J. ~~~s~u~ Pharmacd 95, 98 (Jan. 

) (finding that in a study of six post-detoxified subjects, XM administered 
bu~renor~hine caused significant euphoria and was identified as heroin). 
141 Should FDA propose the scheduling of buprenorpine in Schedule II, 
XII, or IV of the CSA, then the sponsor of the drug cannot begin to market the 

uot until after DEA makes a final scheduling decision. See FDA Form 
356h (requiring NDA sponsors to agree, as a condition of submission, that “If 
this application applies to a drug product that FDA has proposed for 
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factor analysis and recommend a much more restrictive level of control. We 
at the agency share its analysis with the public and, as 

portunity for publit: input. The marketing of 
ne tablets for use in t e treatment of narcotic addiction is 
at public concern; s stantial public funds have been use 

drug and, as discussed, abuse and diversion is likely t ave a 
mpact on the communities where this drug may be us 

he actions requested in these comments are not within any of 
e categories fur whit an environmental assessment is required pursuant 

to 21 C.F.R. § 25.22. 

Il. ECONOMIC IMPACT 

nformation on the economic impact of this roposal will be 
submitted if requested by the Commissioner. 

The undersigned certifies, that, to the best nowledge and belief 
of the undersigned, t s petition includes all information and views on whit 

ition relies, a that it includes representative data and information 
to the petitioner which are unfavorable to the petition. 

scheduling under the [CSA], I agree not to market the product until 
makes a final scheduling decision.“). 
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On behalf of an interested member of the public, we deafest t 
the commissioner invoke the agency’s advisory corn 

roving buprenor~hine for use in treating opiate 
request that FDA prepare a new scheduling analysis for buprenorph~~e in 
fight of the new dosage form, formulation, and intended use of the drug and 
share the analysis w the public. FinalXy, we request that FDA take steps 
to ensure that bupre phine products for use in treating opiate addiction are 

introduced into interstate commerce until a final scheduling decision by 
A has been reached. 

Washington, DC 20004- 1109 

Enclosures 

CC Cynthia ~~~or~ick, M.D. (w/encls.) 
Division of Anesthetic, Critical Care, and Addiction Drug Products 


