
{ 
l 
I 

I 
! 
' 

I 

I 

L 
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OMO/RECORDS MANAGEMENT DIVISION 
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rOLL NUMBER • • , 
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DESCRIPTION 

The Mfcroor-,:,hf c fNtff on thf • ff h11 •r• accurate rtprocllctf one of record, dtlfvtrtd to Modern rnfo1Wtfon tyat,- for •lcrofH111tn, and 
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2003 HOUSE STANDING COMMITTEE MINUTES 

BILURESOLUTION NO. HB 1146 

House Judiciary Committee 

□ Conference Committee 

Hearing Date 1-21-03 

T Number Side A SideB 
l xx 

Mlputn: 12 members present. 1 members absent (Rep. Bernstein) 

Ch,,..,,•p DeKny; We will open the hearing on HB 1146. 

10-18 
Meter# 

Bown Andenon,. Jr., E1ec, Dir. of ND State Board of Phem•u: (see attached testimony) 

Support. 

Chum•n DeKrey; How many drugs did we do last session, 

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

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

Mr, Apdenon: It is usually used for migraine headaches. The products that are marketed, are 

most often used for migraines. 

ChekrnlP QeKrey: Thank you, any further testimony in support? Any testimony in opposition? 

We will close the hearing, What are the committee's wishes, 

Rep, Maraaos; I recommend a Do Pass on HB 1146. 

Rep. Wrappam; Seconded. 
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Paao2 
House Judiciary Committee 
Bill/Resolution Number HB 1146 
Hearina Date 1-21-03 

Chllm,•p l>tl4:t!t Any di~slon, 

12 YES ONO 1 ABSENT DO PASS CAI\RJER: Rep. Wranpam 
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Date: 1 / ').I / t> '? 
Roll Call Vote#: ( 

2003 HOUSE STANDING COMMITTEE ROLL CALL VOTES 
BILURESOLUTION NO, ) ' 4 (p 

House JudJciary 

D Check here for Conference Committee 

Legislative Council Amendment Number 

Action Taken 

Motion Made By 

ReDretentadvn 
CbairmanI>elCrev 
Vice Chairman Maruos 
Reo.Bemstein 
Rm. Boehnina 
Reo. Galvin 
Reo, Grande 
Reo. ll' : ... -burv 
Ren.Klemm 
Rtm, Kfetscbmar 
Reo.Wran~ 

Total 

Yet 
v 
V 

~ 
V 

V 

V 

I 

i./ 

✓ 

✓ 

No Reoraentadvet 
Ren. Delmore 
Ren. Eokre 
Ren, Onstad 

0 

Committee 

Ye1 No 
~ 

V' 

V 

(Yes) --~/.sz~==----- No ---------

' ' :------;--~-r-----
Fl oo r Asslanment ~' WA+ Absent 

If the vote is on an amendment, briefly indicate intent: 
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IIIPOIIT OI' ITANDING COIMTTII (410) 
Janue,y 22, 2003 7:311.m, Module No: HR•11-G171 

Carrier: Wr'lnahlm 
,n11rt LC: • 'titfes • 

/~ REPORT OP STANDING COMMlme 
HI 11 '11: JUdlotary Committee (R •• Del<rty, Chllrma") recomme1 .di DO PA88 

(12 YEAS, 0 NAYS, 1 ABSENT AND NOT VOTING), HB 11-48 WII plactd on the e1eventh order on the oaJendar. 

"o··-r' 
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(2) DESI(, (3) CQMM 
t·\, Page No. 1 
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2003 SENATE JUDICIARY 

HB 1146 

The •fcro,raphfc f11119tt on thf• fll111 are accurate r$t'oductfOM of reeordt dtlfvertd to NocMrn Jr,fo,..tton Sytt• for •fcroffl•fnt Md 
wtrt fflMed fn tht reeut,r cour&t of butfneu. l'he phot09rap1fo proceu ,-et1 atandardt of the Alllerfcan M1tfon.l tt.,.rdl ,,,.tttutt 
(ANSI) for erchfval tnlcrofflM, NOTJCE1 If the fflMd f•a• •v• fa lfft legible than th(e Notice, ft •• due to tht qi,eltty of tlte 
_, b&lnt lllllld, ill: 
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2003 SENATE STANDING COMMnTEB MINUTES 

BILURESOLUTION NO. HB t 146 

Senate Judiciary Committee 

□ Conference Committee 

ff earing Date 0:.i/12/03 

TaoeNumber Side A SideB 
2 X 

~ttee Clerk Signature 'ffl;,"-"~ _;4o 

Met«# 
0,0 .. 10.l 

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

r-'-, and ail committee members present. Sen. Traynor requested meeting starts with testimony on the 

bill: 

Tettlmony In Support of BB 1146 

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

Testimony• Attachment #1. Phannacists treat alt or ow- drugs the same due to compliattce with 

the Federal Law. When law enforcement look at a particular drug and tries to site someone then 

it needs to be listed widerND's controUed substance act. 

Buphrenorphtne .. 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 an, addicted to narcotics. We have not previously had this ability. We used to only 

have Metha,fone Clinics (Mpls.) 
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Paae2 
Senato Judiciary Committee 
BUI/R~lution Number HB 1146 
Hearing Date 03/12/03 

Dlch/ora/phenazone - Placed in schedule four. This drug has been available for a long time but 

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

the "Mickey Fin'\ thJ~ is what they used to put in there drink. Dichlorolphenazone ha8 2 

molecules of chlorohydrate in it. Some companies marketed it as a controlled substance and 

som" did not. The Federal government decided to clear any issues with thls and place it in 

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

Sen. Tgynor asked what the definition of the Schedule was. Schedule is 1-S Five most 

Addictive: 

1. No Approval Medical use in U.S. - Research Only 

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 m 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 .. I.ow potential for abuse. 

sen. Nelson discussed buprenorphine purpose (meter S.O) For detoxification to Heron. 

Dicloralphenazone is used in some Migraine headache medicines and combination headache 

medicines. 

Testimony In Opposition of BB 1146 

Nonti 
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Senate Judiciary Committee 
Bill/Resolution Number HD 1146 
Hearing Date 03/12/03 

Tlldmony Neutral to BB 11" 

None 

Motion Made to DO PASS BB 114' Sen. Treabeatll ud aeeondecl by Seutor Deu1t 

Bercier 

Roll Call Vote: 6 Yet. 0 No. 0 Absent 

Motion Paued. 

Floor Al•l&ament: Senator Carolyn Nellon 

Senator John T. Traynor, Chalrman elONd the laea.·lag 
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Senate 

Date: March 12, 2003 
Roll Call Vote#: 1 

2003 SENATE STANDING COMMl1TEE ROLL CALL VOTES 
BILI.JRESOLUTION NO. BB 1146 

JUDICIARY 

0 Check here for Conference Committee 

Legislative Council Amendment Nwnber 

. 
Action Taken DO PASS 

Committee 

Motion Made By Sen. Trenbeath Seconded By _S_cn_._Berci __ er _____ _ 

Senaton Yes No Senaton Yet No 
Sen. John T. Traynor - Chairman X Sen. Dennis Bercier X 
Sen. Stanley. LY&On - Vice Chair X Sen. Carolvn Nelson X 
Sen. Dick Dever X 
Sen. Thomas L. Trenbeath X 

Total (Yes) _ SIX (6) No -~Z=E=RO~(0 ... ) _______ _ 

Absent ·- ZER,_.O_,(._.O) ______________________ _ 

Floor Assignment __;.S_en.;.;.._N.;.;.e~lso_n ____________________ _ 

If the vote is on itn amendment, briefly indicate intent: 
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lloduleNo: 8IWi4-4IU 
c.m.r: Nlleon 

IRNtt LC: ,, TIUe: . 
Hl114': J~ eom:::'1 0P8TANDINGCOMMl1TII 

(8 YEAS, 0 NAYS, O ABSEJy.~N Tnr,no,, Chllrman) 1'8COmmenda DO PAIi 
Fourteenth order on the calendar. D NOT VOTING). HB 1148 was P'Aloed on the 

(2) DESK, (3) COMM 
Page No, 1 
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2003 '1'BSTXMONY 

HB 1146 

·11. 
" I j' , ' 
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fht •fcr09r1p1fc fllllfff on thf • ftl• 1r1 accurate reproel.letfona of recordt dttfwrtd to Nodtrn lnfol'Ntfon syst- for 1tcroftl11dno and J 
WIN fflMd fn th• reoul•r courat of bullt1tatt. 1'he phototl'•fc procett MNtt 1tandtrdt of the AMerfcan N1tfCMl Sttnderdt I nett tut• , 
(ANII) for 1rchfVal mfcrofflM. NOYICS: If the ffllllld fMOt lbpve ft lt11 lttlblt than thft Notfct, ft fa dut to the qt,tllty of th• 
doctlMnt btfnt ff lNd, ~ (°)\ \v--.. 
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John ,Hoewlr,, Qoyemo, 

OFFICE OF THE EXECUTIVE DIRECTOR 
PollcllC 1114 

.....,_ ND AIOZ .. 1114 
Telap.'lone (701) 12NIII 

, .. (701) 2111112 

www.nodllhpharmacy.com e...,.. ndbopt,Obtlnet.net 
Howard C. AncMnlon. Jr, A.Ph. 

Euoutiv• Dlreotor 

IIOIIMBID1146 
J•tUeiuyCoamlttee 

Tla...tay JUIIIUJ 21. 2003 - 2100 PII - Pl'airle Room 

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

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

r,.y--· 1 U.. M places buprcnorphine In schedule III of the Controlled Substances Act. I 
~( :ve attached the Federal Register which explains the federal scheduling. 

,.,_ 

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

Thank you, , / ~ 

.!d-/r1/ 
Howard C. Anderson, Jr, R.Ph. 
Executive Director 
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11111 , ..... 1 .... tar / Vol. 81, No. 1N / Monday, October 7, Z002 / Rul• and Raplatlou 

truMotlOIIIIIMlwbleurtu.,art UIIAIM Tbll final NII ii S.UICl by tu 111 Pecembtr aoot, tu DHHB 
,,,----.... c:,.ac1w1ec1 Isom .... rt11ulrtd ~mlnlltlltoroftbe'll,l forwudld • recommadltba to 
. N OIi OIU of the.,... 111t Aclmbtl1tnUcm ) to .-chedule bupreurpldu to 8cbed.u1t (' 

.1DtltlN, '°"'P tndbti tfflDIDII,, NIChldule bup:fohlu from a m of tbt CSA, Thll ~UOII 
bed&lna -;:Uou, uu1 tu~ Scudule v wootlo a Sobedult m WU blHcl OD I rtevlluatloa of 
ol marbt tioa, ,ball be w:ltb urcodc Wldlr thl C.tiolled. bupNDOrpblu'1 lbue ~tlal and 
tbtDINCtar,~oaolMtrbt Subttaacel Act (CSA). Thl1 ICtion i1 =1::=:•1n tofaumeroue =r!:• Commodity Futunl Tradl-, buecl OIi '1 rNChedulina ,tu N ~ i:, ol bWDIII ncomm,.odatlOl\ by tu ~t of ~ with this , The DHHS on. 1'lne ~Cmtrt, 
1111 a1at Stnet, NW,, ==• DC HMlth and HIIIDIA 8emcN (DIDIS) and GO~ bupMOJpbini w:lth otur 
20ll1,AnqUlltloralAlter tlaato a DIA revttw bldtcatb,t tbat dJUII that ,bin llmllN 

'• = oftbtAator ~rtllOIPblu ..... tti, en.ta of a ,~= ~,... and/"1 
4 lhaU be 1W witll .... uJ,, m imcotic. '11lt DIA iudJcl1 u ty and could.Md botll r 
! Dll'ICtor,DivktaaofCJNrinauul kblilhecl • propoltd rule to NIChldule lontp and domNUo data .. pec~y Sn 
;\ llltermlClllrr av.nipt Commodity p=bb .. ao Marcia 21, 2002 (17 ,.an1 to lonilulatSam of buP.:l,bSM 
i Futunl Tra.U., O.m1uton, 11mNi PR 11114 , The comm::r=od wu that ue J~ to becc,..:n• availablt r 

~In, 1SII at118lnll. NW,, extad.cl for III adcbtt so day, unW UN in th• thdtacl StalN, Two New Dru, 
W , DC ?.0111, A aequtlt lor a May zz, 2002 (17 Pl 20012), The DIA AS::J°8Uou ~A) have beta 
Letts tin, to Ill otia:f.roviaiom of recidv..t tell comment, but DO requeltl ,u ttH to Food ud Ds:;ua 
tu Act ar Commllllan • eba11 be tor~. AdminJ,tntloa (FDA) tor laJp doN 
AW wltll tbl DlNctm, DlvWoa of Tim ftAil action will 1mpoee the ,ubliqual Cu.net. the tonau> tablet,, 
CJuna ud m::::z:ffllabt, nplatory control, and crtilliaal TUN potelldal addictioD tnataunt 
Commodlty Pubml Tra IIDCdou of a Schedule M swcotic 011 produc11 hlcJudt1 (t) Subutexe, a mono 

t Comm1Nf,m, Three ~tte Centre, thole penons who handle or :f.• enU!f,bup~ ~uct 
UH 21,t Street, NW., 11=, DC bupraorpbiu or product, contain.in& 

~: (2 Ill I :I ta 1:t:d (2) S~, 
V 20111, The NqUM mut bt Ill tttd bupraorphble. a combtu on p bl a ,11 ratio of 
! electronblly 1Uml the e-mlil addrtll DA'tWI: Blfective DI~ October 1, 2002, bupnno3,ihlne to naloxou (21 0,5 and 
i d111ol•tta'let:fltJ.p (lot ~wt A1ed eo:,:liance to IOIU nauJatoiy Bt 2 ma ta et,), The Subutex• Uld 

l with the DtvWcm of Marbt OvenJpt), req NDMmtl may bt delayed u noted Suboximect NDAt remain pendtna at 
or dolol~fcn (tor reqllMtl AW hi the Replatory Raqwiemeat, nodon the FDA but •p-:vable letten have 

i 
with the Divillon o ClNfflll incl of thu docwnent, bNa luuecl for th j

11
':j1uata md they 

,,,.-...._, lntarmediar)' Onnqht), u 1pproprtate, POii ....._ ..,....TIONCONrACT: IN 1~ to receive marbtlna , = I pioperlL. ~r copy al the r::!.:fitnu, Chief, Drua and ~IO hi 2002. Low dole 111blmpa1 
' , UNtmuat p totM Evaluation SecUon, Dru& et, (0.1 , 0.2 and o., ma) have.Nell (_ .· · · .. / DivSllcm of Malbt av.nJ&ht or the Bnforcem•t Adm.miltntloa, available in numerow1 coUDtriN 

Dlvbkm of Cleulna and.Jn~ Wubtngton, DC 20137, (202) 301-7189, throupout the warJd ud, bl zeceat 
Ovlrl:ilht, u app~datt, withtn tell M"PL8mtrMW IIIONM"IION: yNn, = do,e 1u~ tablet, (2 
claya tor purpo•• o vadflcatlcm of tu and. I hive been tn&oclucecl hi 
electromc~ laaqreuacl mmy countdet tor the t!Mtm•t ol 
• • * • * Buprenorphine ta a 1emilynthetlo oploid d.eptndence. 

opioid. >.. • derivative ot tbebaine, Alter oouidentton of the DHHS 
11• 100 [IIIIMVadJ bu£!r°rphiu WII controlled in acltntlflc ad med1cal tvalQ&UOll and 

I. Section H0,100 J, NlllOved.. Sc ule D of the CSA in 1970 and Schedule m recommead1tton, the DIA 
llautd m W1.W•P:"lt DC, tldl 28th day of nmmied Sn Scudule n durlna it, completed an ==t :ft!t lactor 

s.pmn._, 200a. bi .. Com•••ior-· re,earch ud cteve1,:m•t lot malyid1 that blclu ed tu to owiq 
JuaA.Wllllt, marbt1na, Ill 1981, uprmorpbine lactol1 in accordance with 21 U,S.c. 
~o/tlteConnu.Jon. hydmohlodb (Bupnnex•> wu 111\cjl 
[Pl. Doc. 02-4sott PIW tM-0~ 1:,1 llill approved lar mar=:t1::n the United (1 t, actual or relatlvt pot.tJal lot 

...................... State, u Iii JaJectable ulatJon (0.3 1
'7zrb.nttflc evidence of itl ma/ml) for the treatment ol moderate to 

_..... pain, The DIA propo,ed plwmacologtcal effectl; 
(3) The 1u.te of current 1cientlAa placement ol bupmw.rpbine in 

bow~~ the chua1 DEPARTll!NT OF JUITICI! Schedule V of die CSA alter recel:J a 
medbl and eaienti& evaluation an. a (4) It, ry ud cummt pattern ot 

DN.tg ~ Admlnllltnltlan Schedule V recomm•dation lrom the 
abule; · 

(5) The ICOpe, duration, and 

11 Cl'R part 1* 
DHHS. However, bupreno!JhlM wu •l~ce of abuae1 no= in Schedule Vo the CSA 8) What, if any, d1k there i1 to the 

(OIA .. ,.. 
Wl April 1, t98fi (50 PR 8104, pu &hMlth• 

!, February 2a, 1981') due to • hwins (7) Jt, p1ycbic or phy1tologtcel 
~ lchedulM of Cantrollacl SUbltancN: 

reqUNttd by the manufacturer ot de&4Mdence liabilityi,.and 
buprenorphlne, Reckitt • Coleman (now 8) Wbethet the 11\l tance ii u RNDhedullno of IUpNMMMphi~- Prom Reckitt Bencldaer}. Since 19815. immediate precunor ot a •ubetance 

.. . •~,' lohecklle V to 8chedule ■ Buprenexe bu Mmainecl in Schedule alrucly controlled UDder thi• 
I 

1, 1 I N/8¥:N: Drua £n.forcement v. A, an injectable =ic, tht1 1ubcbaJ.ter. 
( .. --...___,, Adminittratton (DBA)1 Department ot £roduat baa bad limi u,e outside On arch 21, 2002, the DBA 

Ju,tice, o,pitll awl cUntc aeltiJlll and ii the £ubllahecl a propoatd rule to place 
ACT10N: Final rule. only buprenotphme product pra•ently uprenoJJ)hine in sehedule m of the 

maibted in the United St.aw, CSA (81 FR 1311,). Tbi1 not!ce will 
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,.._.. ...... H/VoL 81, No. 1N/Monday, October 1, Z002/Rul11 Gil Rlguladom · UIIII 

1..U..~Nlt.Bcloodum , CO&ltrol IN the DIA to mab th, 
~llowtq • bl accordaDce with 
. ~t U,8.0. 112 Cl) 

t. B~libM bu a potaUll for 
lbule J.., tui the~ or other 
1ubttlncll ID SchecluJ• I IDd U. 

a. ~hhae hu • CIUl'IGtly 
ICCll)tttl DUNlfCII UN bl tnatm•t hi tu 
Uaitecl Statll, 

a. AbuN olbup--,hlu may l...t 
to modante or low pla~ ~ 
or bSp p1ycbolopcil ~. 
c ... 111otlNIPNpa11••• 

TIMI DIA recttvtcl comm.ti from wi 
intlnltlcl putlel. Two CMDIUlltlm 
wa Sn 1upport ol the prc,pcNtd. rule, 
,even comma.ten w..,. m ol)OOdllon to 
the proJM*-CI naJe md ou biltvlclual 
~ that tu OBA be mindtu1 of 
PGtlibl• CGDJllctl of Sn1enlt by 
lndivtduWorplizaUou •poadiaa to 
tbit p~ iult. One commenter &lt 
that ScWul• D more accwately 
rea.ctecl the l1nan potatlll and 
~dence profile of bupraorphhae 
wlille another commenter felt tlilt the 
evtclence llJIINtl that buprenarphlu 
,hould ,mum ta Scheclllle V. Five 
comment.en ~rt cWflnntW 
tcheclullq of buprmorplrla• product, 

. md contand tlaat the buprenoiphme/ 
( ,....-'-,WOXone _product under development 
'I bu - abuN _potentlal, The followma 

... "_.,,..·11 • liltma of Ill commmten and a brief 
~oftWrcommenta, 

1. Tm Medbl DlNCtor of the 
American P,ycbiatdc Auoclat!on (APA) 
cn:mm•e.d oa belwl of thla 
oqania~. He ttated that the APA 
,upport, Iha p~rule to 
n,cbedu)e tlai• Howevl't, one, 
buprmmpbine hu approved for 
UM ta opioid ,u.bttitutioa trMtment, the 
APA recommend. that the DIA ttudy 
md evaluate the actual abu.tt oftl' a 
tbre.year ~ocl to mod ICCW'ltely 
detemdne whether placement ln 
Schedule m !• _appropriate. 

2. The P!NNdcl.-nt of the American 
Aaociatlon for the T*tm•m of Opioid 
Dependence (MTOD) lhlbmlu.d 
comment, on bebalt ol the Board of 
Directon of AATOD m ,upport of• 
SaMdult m naicoUc cwtl&cation for 
bup~),,tn• ud u, ptoducu. 

3, The Chair Commltt.. for the 
TrMtmtnt of Opioid Dtpadence of the 
California Society of Ac:fcliot1on 
Mtdfolae (CSAM) and the Pntident of 
CSAM rteommeaded let• rt1trlctlve 
acbedulin1 of the buprenorph!ne/ 
naloxone combination product 
(Suboxonee) comp~ to the mono 

. lUprtnoq>hiae product (Sub\ltue) 
, ,..,.,. thowd they be approved tor matbUng. 

They believe lt i• important to convey 
the m••• to phyticiaw about the 

low• dale of NUH and dlvtnioll of the 
co11blucl formulation. TIiey WS.v, 
that clur.r.Ull ICbtcluJIDa would 
•--unae pbytkdau to •PP!OPdately 
cboott the combta1Uon product fo, 
trMtmat ol 1dcUcttd p1Utall, No data 
wu provid.ec:l iu eupport of their 
COAtelltiODI, 

•• A member of tilt Board of Dlrtctort 
of tbe Amtdcua Acaclany ol Addictlcm 
Peydmtry (AMP) c:ommtllttcl -
btlwt olihil o,pailattOA. 'I\, MAP 
coateod, tut. the avallabJI litantun 
ucl NHlrda OD buprenorpbiM do not 
,upport the DIA ncommindaUoa uul 
rtcommtndl c:l1fflnmta1 tcbedulina of 
bupreaorpb!u cuct.t· a.cau. 
BupNUX• hu bl Scbedule V and 
hu not bem IUCIClated with 
wldMprtad divenlan and abut•• they 
believe aha u no compelllna reuon to 
nachedule thll mecUcaUoa. twthet, 
they believe there are 1Ubltutill 
cUfftnn.- betwND the two eubJfqual 
c:1uct, intended i>r addiction 

lmeat. '11ley contend that the 
bupm101pldaa/naloxone p_roduct i1 
belD& developed ,peclftcally ta prevent 
divenlon ud llllcit lnJecUon u,e, They 
believe that bupr.aorpldne dJvenlon ln 
other countries hu been limited to u,e 
by out-of-treatment, oplotcl clepeadent, 
injecdon drua UMII, Should both 
pzoducta be placecl hi Sc.:..dule m. they 
believe that there will be no mceatlve 
tor phyaicluY ta dilrerentlally Nb u,e 
ot one product. They recommend 
Sch,dule V for Bupnnex• and 
suboxoaee and .schedule m tor 
Subutex•. No data wu eubndttecl to the 
DIA ln •~pport ol theN comment,. 

1. Tbe Predclant ot the American 
Soalety ot AddtctJon Medicine (ASAM) 
commented on behalt ot tbJ, 
o~tlon. HJ, view, mo repNMDt 
th01e olthe Chaltmea ol ASAM'• 
Medication Development Committet 
ad tb• Opioid Aaonllt Trettment 
Committee. They contend that pJa~ 
all bu_pr.nosphble-ccllltafnina product, 
lnto the ,ame lebedul• u not coneiltent 
with the pbannacoJoSy aad the 
intendecl alinlcal uae of tb• 
bupreao19hine/Dlloxone ,ublinaual 
tablet,, They believe that 1uidclent 
evidence cumatly exltt, to ,upport a 
lowcw parenteral abu,e potential ot the 
combination product a, compared to the 
mono product. They feel that 
dtllerent.lally •cb6duliaa thet• addiction 
mecUcatiou would encounse 
phyncian, to prttcribe the naloxone 
comblnatfon product in preference to 
the mono-prociuct. No data wu 
,ubmlttecl to the DBA 1n ,upport ol 
these comment,, 

e. The Ptettdant of the College on 
Problem• of Drug ~pendence (CPDD) 
commeatecl on liehalf of thJ, 

~tioa. Tldt commatAtr rtqu,et. 
thit tbe DIA couklar cilfftrmUal 
echedulbla fat the potatll] ecldlctlOll 
trMtmtnt medicaUou, l'l&baxcmee ud 
su1,u1ue, su believ• tun•• •tnma 
tvicllDCI to eupport dlltmltlal 
tebedulinai tbi comblutioa product 
wW 1Md to Jowtr abuN liablllty md 
IM• parenteral abUN by lndividuab 
who Ire CUMAtly ~t OD opSold, 
btcaUM the uloicont will ~NClp!f• 
wttlaclrawal, The moao-product will not 
pNCipitat, witbdrtwal. No data WU 
111bmlttecl to the DIA hi ,upport of 
thencamm•tl• 

'1. n. Pndcleat of Reckitt Btncld• 
PhannaeeuUaale, the manulac:turtr ol 
Bu~• and the ,pouor of the two 
NOA, tor bupmM)rpb!ne product, ta 
the tnetment of opiol~ ~
doe, aot ,uppor~ the propotecl Nl• for 
the follow!u l'IUODIJ 

(a) IJttle cDvmloo ar abut ol 
buprenorphine bu been noted tn the 
United Statec ill the 15 YIUf the 
product hu bed mar1c,' ,d, 

(b) Th• DIA 1w dia.1. :11nled data on 
the development of the naloxone 
combination product that thow, 
•lpfflcantly i.., potential for dtverdon 
mdtbuM, 

(o) The DIA di.,.ard, the additio:rw 
controJ• impotecl ou thMe new• 
product. by the~ AcldlctJon 
Treatment Act of 2000 (DATA). 

(d) The Schedule m control for all 
formulatfou otbuprenarphme would 
thwart comp111y effort, to 8ldUl'8 that 
the combbiatio~brod~t it approved, t. ti:jJ!T•Y m tie mat ahould be 
u tor addiction treatment. By not 
cW'Jtrenttally tchedu.lJ.na ~ pxoductt. 
the DIA t. removma the Snamtivi far 
phyddau to prtlCrlbe the combination 
product rather than the up entlty 
product. 
The c:om~y letll that BupNDUe 
,hould be left hi Schedule V, and the 
addiction medJcatloa,, ii approv6d. 
1hc,uld be placed Jn Schedule IV. Or, 11 
an aJteraatJve, the nbetance. 
b:Car,rpbine, 1hould be p)aced in 
S ule m (which would blclude 
S11huta1<e), Suboxonee ,bould be 
placed in Schedule JV wt 
buptenorphine product, with 1• than 
1 ma/ml 1bould be p.tac.d b1 Schedule 
V, No data wu provided ta tht> DIA in 
,upport ol theee comment,, 

8~Tbe law ollice, of Hopn & Hutaon 
,ubmltted. commut. on bibalf of a 
olient. Hogan & Hartaon teqU91tl that 
DB.A enter an order immediately placmg 
bupreaorphtne and all product, 
coatabrlna buprenorpblne under 
Schedule ll butd on tbteir contention 
that: 

(a) Bupnao9)hine hu I hish 
potential tor atiuae conthtent with the 

Thi •forotr1p1fo flll9ff ott thi• ffl111 , ... accurate raproductf one of recordt dtlfvtred to Modern lnfol'Mltfon l)'tt .. for Mfcroffl1fn, end 
wtrt fHlld fn the rtt11l•r courH of buetntte, Tht flhotc,ora,)ftf c proctH l'llfft• 1trdtrdt of the l.111trfc1n NMtf ontl lttndtrdl INtftute 
(ANSI) for •rchfval 111fctofftM. NOTICEt tf tht fftlNd ... ,. ab.cw• ii lffl letfblt than thf• Notfct, ft fl M to tht quelttv ol tht -t .,., .. fflolld, ~ 

1:'Pt., tb&/1\4. ~ 16\b\.lD3 
0por•t•r•111gnatUN ® ~- Doto 
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~~ ~tW of ScWule D drup. 
f ~pa.u.1.,.s.tac:dvtty,blcl~ 

.fety la owidolt, "not NppoMCI and, 
,va Utrue, clOII DDt wanutachanat 
Isom dw coacluaoa tut bupm1orpblu 
Jiu. Jdah pot8Ddal for abuM. 

(1,) Sdttj ID ovtrclolt ii DDt a mevaat 
lector la clacldml If a ~-1 ... 
•but potdtlll ~ otblr llmiJat clrual, 

(a) TIie DIA fuW to coulcler tut ill, 
llluliclD oltdlty may ntuJt lapt4W 
po•dal for ...... 

(cl) ScW~ wullr the CSA ii a 
nladveualytfillld~on 
•Upln, • drua with tu clo,e,t Ht of 
com~ton. Hopn llMlffutaoa l»lieve 
that tb.e clONet eet of COllllpmton 1111 
Scllflclule D. 

(e)B~f11·.1pb,waym:ua 
wldcb ~J~blic bNJtti dlki. 

U, 11ae DIA WJa to atve adaquatit 
w~t to the flClt that bupfflM>rpbine •• 
adadnt•'8Ncl by maay roulN of 
ldmiDJatratloD and in cambs-ttoa with 
othetclrua,. 

Ca) 'l'be bBA hu not been eoillJttmt 
in ft, dacl1lon m•kina plOCMS ucl bu 
falW lo meet the nan-ubi~ .-cY 
ldlon requlranent.. The ftDdlng that 
bupNDOrphine hM a potential tor abUl8 
lea than Schedule I ot D lubltancN ft 

~arbitrary uad capdmou ucl not 
, ·,upported 1,y the uaarlytna 
' ,1dmlal.tratlv• nconl. 
" ...... - (b) Tb.a DIA poeitkm that 

:£..tffllOrPhlu !DOit clolely rwmbl• 
. w•MlubltancNwltb~to 

ph,-lcal uad peycho~ clepindence 
ii contruy to the mclace (mm If true, 
DIA mUlt &l••r•tar watpt to the 
.... potential • 

(I) The DBA lfflNl la comlderlna that 
bup19'DOrphlM bt available for of&e. 
beNd UM• it~ not a relevant factor 
1a the IICb.tduJtna uwy,J,. 

(I) Placemmt of buprenorp~ la 
Scfiedul• m to make 1t avlllable lor 
oJftce buld caN wm have a ttplftctnt 
Jmpact on opioid tnatm,mt propma. 
The DBA 11 required to uwja Wt 
iatu.e mcl follow the muclatt of the 
Repla~ Flaxlbillty Act. 

(k) TM CSA ~m-DIA to make a 
rM&Onahle piedk,tive jucip,mt about• 
dna, and thoulcl not tau I reactive 
pomue by •tma "tbould •fpifteant 
ab\116 or cilvenla. olbu.pttm0rphine 
occur, DIA will inltlat. action, to 
increue ltt replatory control:' 
In 11Upport of theta comment,, Hoaan & 
Hart.oil relfflecl to V&nOUI t.i 
citation, and 1tatement1 made by DBA 
and FDA bl the 1chtdulina review 
document, on buprenorpbine. No new 
IClentUlc data w., tubniitted. 

o. TM law ot.8CM of H~, Phelps 
& McNamm, P,C. commented on behalf 
of Purdue Pharma, Alter miew:lng the 

laformaUon that tu FDA tad. the DIA 
rtlltd upon Sn order to l'IICb a clecilJoll 
to propoee SchecluJt m plac:M•t tor 
bup~h1At1 tbly COile.ad tbat1 

(1) 'tbt DIA DII IIOt pNllllted an 
~\lite butt for tu propoeecl 
rul••ki .... 

(b) 1'bl p~ rule hM not 
adequately dMcribtcl tht pharm1COloay 
ol tu dJ'UI ,ubltaacl bup~ldne or 
dlt dnaa pmductl that would be affected 
by thia rule. • , 

(c) May fltJtl cited by the DIA aad 
FDA In tMJr concluaJom have beta 
nmowcl fn>m tbelrproper IICltntfflo 
coatut. Thi, 1, ~cwarly tvtdeat bl 
tJae dNcrlpdon of buprnorpldu UMl ln 
tlMt butt (o, lJt. DIA concJuaOA that 
bup~Jalnt may cau,e blah 
ptjclaoloilcaldtpendeJICI. 
- (cl) TbeDBA ancl PDA have not 
exp~~ data puratitd.1ba the 
odplll uUna lictioa for 
buprenorphJna in 1tu would alter the 
oriplal conclus!ou that bupnaorphine 
bu • low pottntial tor 1buae IIICl Jow 
potential for phy11cal and paycholoafcal 

~BA and PDA have 
inadequately dNcrlbed the condiUou 
of u,e of Subutex• 111 Prence and the 
Jmpact of such UH GD either tbb 
mortallty -.,ociated with belOID. 
a&tictlon or the frequmacy ol abun of 
buprenozpblae. Jt It MIMted without 
,upportiq data that tba conclltiom of 
use that will apply to Suhoxone• and 
Subutexe, thowd they be approved for 
u,e in the United State,, will fneritlbly 
lead to "P'flcant abut of 
bupnm.oiphlae. These t, no clilcuaton 
of bow die proponcl UN ol Subutexe bl 
the United StatM may differ from the 
,.an ol th1a product in Fauce. Then ia 
aot aa acknowJtdament in the propoied 
rule that one of tlroductl under 
development, w ii not available in 
France, contafnl naloxoae which 11 
expected to deter intravenous abute. 

{J) The tddittonal contralt that would 
be provided by movtna buprenorpldae 
to Scbed.ule m ue not detcrlbed and no 
rationale l1 piorided for the UNl'tion 
that the Drua AddtcUoo Treatnumt Act 
will n~t proria adequate 1at.pud, for 
~ publJc health. 

{I) The overwhelmhla IClentillc and 
m.aJcal tvidm1ee dtmoutratM that 
bupreozpbillt mould not be 
reechedultd. Jtbuprenorphlne ta 
re,checluled U ,bowd not be placed any 
higher than Schedule JV. 
HymUl, Phelp, & McNamara relied on 
data from the World Health 
Organization (WHO), United Nation, 
(UN), International Nucotica Control 
Board (INCB) ,taU.tict, emergency 
department mention. In the l>fU8 Abute 

WUIWII Network (DAWN), DIA 
fol'Qdc laboratory elate, litaratw.. clted 
in FDA ad DIA mt.w document, OD (' 
bw,-..pbble and cut law, 

f. The Dlnator of tbt Belmond de 
Rotblcbild Fowulatlon, Cbnaica1 
~de~ lllltltuta of Beth llluJ 
MedicaJ Ceater in New Y°'!,.9lr.:. \Ultd 
tbe DIA to...., pG_!Nible : of 
hatelM of tndJviduaJl/orpnlzatSou 
,ubmj~ COIIUUDtl OIi tba p~ 
rule to ~ INprflllOl'pbiu bl &c,h-.bai. 
MofthoCSA. 
DIA a.pow IOC"M:m•ta 

The DIA bu ~y rmewecl, 
analyad and conddericl ill tbl 
commeat, 1ubmlttld ha n,poa,e to the 

rn~ec1r:1:m~1..r~--
commm .. IVtnN that tbe DIA lalJecl 
to mbtlcllr data that daomtia&et that 
~ieno,phlu bM a low. (or htaber) 
1bue potatiaJ/depeDNICI prolle thaa 
Schedule m ,ubltincN. ha mo,t 
Jnltlncettis!! detl WII providacl to 
tupport coutentiont. Two · 
CODU1181lt8n, however, provtcltcl data 
that they N1lecl upon bl opJ)Olina tht 
proPGMCI rule. Tli• relevant data cited 
by theM commenten were available to 
aacl cam1clend by DHHB awl DIA Ill 
deliberattom reaudml the propo,al to 
l'tlCheclul• 1,uprump'1ae. 1n ..wen1 (.· 
CMel, the ume medical, eclimtifkt ad 
other data cited by FDA wl/or DIA bl 
tchedulina revfaw documdtt..,. 
lllterpntea clilferently by tha 
COmmellten. 

Fundammtal to all of the CM1rnenta 
in oppo■iUo.o. to the propoMCl rule ii the 
belief tbet buprenorphhie and/or 
prod.ucta contalntng bupnoq)htne 
have• abuH potential and dipelidnace 
profile other tlwa Schedule DL Tb.a 
lollowllla ii a bdel IWllllW)' of die data 
uud by the DBA to ccacJuda that tu 
matt appropriate placement for 
bupreao1plilu and product, con~ 
bupiuoq,bble ii .bl Scbedult m ot the 
CSA clMi!W u • narcotic. Followina 
tbi• ,ummary (under the betdt19 of 
Abute Potaniial of Buprnoipldnt IJld 
~dance ProJllt of Bupnnorpblne), 
•~c que■tlom or comment, raiHd 
by the commaten ae addreued. 
Abide P..u.J oflupraorpW.. 

The evlluatioa of the.abun ~ 
ol any tubttuce conaldm • number of 
tacton tnclu.dma (but not lirnlbNI to) u, 
cbenrlttry (lnclucllna 111t ol 1ynthMl1 
and evidenct ot awideetiae 
production), plwmacoJosy (faclwlina 
routet of adminiatration, profile ol ( 
effect, undtr varlou, condition, and 
population,, dunUon of action, drus ' 
interactlou), intended UN, population, 
at•rltk of abute and actual abu,e data. 
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Tu •~tctiv1 tJl'ICtl (alttntlom bl 
·--,. mood, "8lina and tbl~ psodw:ed 

l:t-3:'I INd to orctmtat ol 
lilhavlor mcl abuN 

0 , 1Nt), The 1buM ~ttllUal 
cd.S. Wlar the CSA •• I iwJaUv• 0111 
wttb Scbedule J ancl D ~U:irml 
1ubltlacN to haw•~ abui 
~-till uul Scbedw• m, IV IIMI V 
iubltanael baYlna Pl'OINUively low• 
abuN po.U.11, lid, iecwUatll tu 
~,oaolthl ..,,,_potaUal of the 
IWlltaDci WMi,r NVlflW with other 
,ubetacee. Morphine} I ScMduJe U 
1ubttance with li1p lbUlt potatlal, ii 
oftn UIICl u a nuuwd lot compadaa 
the tlfectl produced by other opla~i 
thl moaw • o~telopiolcl II morphbae
Ub u percalvtcl by the 111tr, the more 
ltbly the IUbltaace. U availlbl1, will bl 
1btuitd, 

Bupta0~ ii a Hml-tynthedc 
!JP~cl derived trom lhebuu. Jt bu 
Mab atlnity for, low Sntdm!o acdvfty 
•t. and alow dillOClatlon from oplmd 

ton (tor NVtew,.. John.on• 
, 2000). ~ pro • 

COIi te to ltl pro~pancy at 
OP.laid recepton. 

BupNDO~ t, I partial aac,llill 
(activator) at the mu-orioid receptor and 
an mtqonlat (blacbr at the bppa• 

. oplotd rec.ptor (Richarcb and 8adee, 
( ~HI; SI.dee et al., tlNIZ). Mu receptor 
i ictivattoa i1 ullOClated with analj..S.1, 

....... ,•-'mloels (p~ cautrictloa), 
re.pin~ ap ..... iOD, euphoria, 
ncfuced 111tromtlltlDal mottltty and 
apmclaice. :Kappa receptor actlndon 
prod.UCN anaJaM(a, miom, IIUtfDli, 
ay,phorJa ID4 DIYGhotollllmetic effect, 
inclw:liq dJlorleiatadon and/or 
~don. >Japudal aac>llht 
at the mu ~tot, bupnnorpbme 
prodUCM effect, 1imilar to pu,e mu 
~ (lib morphine) but effect, m 
lea dOl8-clepeadent producm1 • 
"~ effect•• cm both pbytiolopcal 
mdp~ ~ .. : dOH 
Sncreu., above the "cidlhat clote11 clo 
not produce ~ter effeatl {Pick-worth et 
'11,, taos, Wuh etal., tOM, 1995), 
Varlou eftecJtl produced. by 
buprenorpblne have dlle,-t ceillna 
dote1, At dinicdly Nlevant doeet, tlie 
"ceWna0 tor ,om• effect, produced by 
buprenorphtne ICimhd,trattoa may not 
be reachecl. ,.,, • COUtq\llDCe, 
buprenorphhae may 1ct more lib a pun 
mu 11onut (depencl;ina on doee, eltect 
be1ni meuured and hidlvidual 
varli&hillty) and may produce afpillcant 
doee-nlaiecl euphoria, drua liking, 
reeplratory depreaion and 1edatlon 
1ver a w!de range of dote, (BH citation, 

t .Jelow). HowfrVer, bupreno~hine'• 
....._,_.,unique phumacol08)' neuJt, bl greater 

safety Oee• reapf ratory depreallon at 
very high d01e1), lea pbysfoal 

dtpmdtnce ucl .,... fteJdbtlity la 
dote echedul~ thaa pun QIU l~mltl 
1uch u morphlie Oolwoa • Mi:Cqb, 
2000), 

Altboup poorly available by the oral 
route clua to poor ~Uon and 
exttutve metabolima la the Dill 
la...UU lad 1tver, 1Nf1•cHphine can 
bt twn 1ub)Jnau&Uy (Walter et ol,, 
1HI). ~ • ~ oflbuM, tablet, bavt 
NIii Cl'l1lblcl ucl mortld, ,mc,bcl llld 
plactcl ill lqUIOUI ,o)utiou and 
lajeded (tor uample1 Straq, teaa, 
1111; Gru• et al,. 111,, Xhatz, 2001), 
The 1blolute bioanilabllity of 
,ubliDpal tablet, •• epproximat.ly 30 
ptrceat whee the extent of ablorpdon ol 
• 1ublinpal 10JuUon ii computa to an 
bltnvenou, dote (M•dthon et ol,, 
19971). DfNOJvSq buprenorpbma bl 
agueou, aJc:obol tnbaDCM 1ublmaual 
1tilorptian1 tbe bloavailabllity al Dae 
tablet 11 about 50 ~t that of a 
1ublinpal aqu,ou, alcobol tt,Jution 
contalaina equivalent amom1t1 of 
buprenorpbine (Nath et al., tlOIJ Schub 
et ol., 11991). Tim cWftftnct Sn the 
bloavaillblllty of mbllnaull aqueoua 
alcobol ,oJut(ou and ,ul,Jblpal tablet, 
of bupreaog,bine may ICCOUllt tor aome 
of the varlatillity la data hlvolvtna dOle 
dect,. Data .....,_ted 111m, animal 
modell •uaut that bupnnorphfne may 
have awJaUvely h'8h ldoevaiJab.lllty ln 
hunwll by the lntnnual route 
(Brtw1&1r et al,, 19811 Lbad!wdt et al,, 
2000). 

'l1le more Wlyt I drq Clll be 
admlniatered by vario~pulation, of 
abu,en incnue, it, libood to N 
abu.ed.. Individual• that oaly 1buae 
phumaceutical, by ,walJowina tablet, 
or "4uida (lib molt abuaert of 
llydrocodone produell) would be lea 
likely to abure ~prenorphiae. At the 
ume time, the lack of oral 
btoavaiJabllity lncnue, the Hblihood 
that buprtnorpbine will be abu.aed tn a 
manner that enhtncM it, relnforcins 
eJtect,. AbUN data lndir.atM that 
bupnnolJ)bine fa often bljected. While 
heroin addict, and experlanced narcotic 
abuaert have betG the primary abUHrt 
ofhuprenorphine1 data &om lnaJand, 
Prance, Scotland, and Jte)ud 
demomtnte that, ii anilable, 
buprenorpbine ii abu,ed by yowis, n.-,n. 
dependent~ abuHn (~ ,t al., 
t99t; Fonyth et al,, 19931 Frlicher. 
19021 Hammeneley ,t al., 19901 
O'Connor et cd,, 1988). 

The DBA baa no evidence that 
buprenorphine ii clandettJnely 
producedi diverted pbanna~utlcal 
product, are the only ,ource of thi• drus 
lat thoae who would choote to abu,e it. 
Lib all ,ubttuce, with abuae potenUal, 
the greater the avaJlability of 
buprenorpldne (greater uee due to new 

dola@ fonu uul aew ~Ddlcatiou) the 
~~ libly 1t will bt 1b1.tlld. HJp.._, 
11&bUDpll tablttl int, 4dlel for narcotic 
tnatmat ancl utill, ,cl out.Jde tu 
COllltlabatl ot tndStlOllll nan:otic 
treatment Pioanm• iDCNUII thl dlk 
that ._ p-1uatl will be cllvertad. 
tnftlcbcl ind IIINMd. Slmply ,taCecl, 
provid.Jna an abuAble 11ubttaDcl to 
known q alnalen impart, tUIDCICl 
tub. Wh1li little cUvmSon and lbuN of 
the illjectablt lormulatioo. Buprmexe, 
hal occund ill the UmW Stat•, tu 
cJtcwnlCrlbecl UH (ltw plNOdpdou 
and psf.l~ Ult IA boepital ..W.) bu 
limUt•l tlat 1Vlilablllty f>I thSI tuhit.uct 
for abuae JHupw. Recut bac:nM .. bl 
the UH of Bupnnae may bl related to 
the ue ol thti prod~ lot nan:ottc 
treatmellt aad cletmd4cadon1 IMS 
National Dl...,. awl Therapeutic Jnde,c 
data 111d DIA field olfb r,portl 
indicate that many clocton are lll...U, 
lll1aa Bupreux• for IWCOUc trtabntilt 
and a.toifflcatlon, The 0rua Addiction 
TrNtmeat Act of 2000 (DATA) dOM not 
apply to Buprenexe u it bu not been 
approved by the FDA for UN la IWCOtfo 
trtatment. 

Drua di1crlmiullon ,tudi., are 
amona the ma1t d,orou, Jabontory 
proceduree for IIINlml the 
aub.dtutabWty ol p1ydaolctlve drua, 
and provide valuable inlormatlon.oout 
the 1ubjecdv• edlctl produced. by • 
drua (Schuater • JohlDIOD, 1D88J. ltl 
drua cli,cdmlnation .tudiel, 
bupiaorphiae •nmlly ,ubetihlt.. for 
mu ..,ntata acroa 1everal udmd •pecl• lnclucllna hUJD1111 (tor axampl11 
1.-n.der, 1883; ,~ ,tal,, 1914s 
'Y·ouna ,t al, 1114; France I .Wood,, 
1M5: Hoflmeitt«1 18881 Plcbr tr 
Dybtta, 1989: Nepa eta/,, 1990: 
Pntton et aJ., 11189, toez: B~low and 
Pruton, t eaz, Paronb a: Holtaman, 
1994: Walker ,t aJ.t 19114). ThNe atudiM 
•uaeet that bupnnorphhae ,Jwe,· mon 
1lnillar effect, with pure mu aaom-t, 
than with prototypic t>Utlll aac,nim 
(lib bu~hmol-ancl Pt11tuoc1ne that 
d in Schedule JV of the CSA). Fot 
example, Pnfton • BtaeJow (2000) 
conclucted. a drua dhicmmnatfon ltucly 
bl adult malM with bbtodM of oploid 
ab\118 (but not phy1jcaJ}y dependent at 
time ol •tudy) fnined tc dilCl'.lmlnate 
hydromorphone (1 Sahellule D pwe mu 
agoni.t) .ftom placebo (hline). 01 the 
part1a1 asoaiata teated (b!t~renorpblne, 
butorpbanol, pentazocine 11'4ld • 
nalbuphine) only buprenog,htoe Aally 
wmtJtut.td lot hydromorplione and 
produced doae-ntated hicreuet ln 
hydtomorpbone-approprlate ree_pontef • 
Pen.tuoclne mowed an inverted u .. 
1haped do,e.mpou, curve while 
butorphanol and nalbuhtne did not 
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1ub1Ututt ft-r bydromorpho111 at any 
,.......tllttd, 
r ~ •ub!ICtlv• tfftlCtl ol 

/Jlmwr,)bia'I, wttla or wtdlout 
naloxOM, bav• ~ muiltcl wuler • 
wtdt nn.. of concUtiolll lnclwllaa =~== Mlt rua-1 IO\ltll of ad~ SD.tervllt. la 
a«Wtloll, opiate or ulDXGM cball ... 
Ja bup---,b1ne malataiud cU.e. 
YU)' ifpilc:utly with 1tucly c:oadltlom, 
Dtlpili the metliocloJnp,al difltmx:N 
la tMlt etudlll, Clltala coacluaSon, can 
be mact, ........... tbe 11NN ,.,..u.J ol 
bupren:r,,iw.. (with or wit!aout 
DlloxoaM ba , IUflrtat population, ol 
Ulen, The foll11w!q Npl'NIDtl I 
IUD.p~ of thcM 1tudfN. 

Studl('U conducttcl Ja non,drq 
abutn (for tx1mplet MUllllr ,t al., 
1N1J Sudalho-Kele el ol,1 1N7J 
MacDoaald et ol,, 1111, Fullerton et al,, 
tNt: 1.acay .t al,, 1007) mdtcate that 
bupnmorphlal, lib aaorpbilMI, 
prodUCM daN related bn~t of 
j,lycbomotar ~IIIC:e, euphoria, 
miom, reaphitory depn11laa, 
1«11111nolncie Uld uune. In ,tudl .. wlth 
IIOll~t. opioid~ 
1ub!ect1, the IDOlt coulltent ftn.dina 
with buprenorphlne 1dmin1ttnUon 
(1ubJinaual, lntravenoue, lntnmuacular, 

~ubcutaneou) h • dole-relatld incnu• 
I • "chua Wdua., and "pod drua eJfect,U 

., .... .,.w. • wlat. nnae of dONI (far example1 
J••tatld el ol., UWli PrMtoD ft oJ,, 1112J 
Weinhold et al., tN2: Pickworth et al., 
1093# PrMton ud Btplow, llMMi Faltin 
IDd Ft.cbm1n, tlN: Grtlllwald M ol., 
11K19: Stnln .t al., 2000; Comer ,t al,, 
2002), In optoJd depmdmt IU~. 
bupraorpfdne can 111blt.ltute tor heroin. 
Clinical data mcUc:ate that wua 
equtpotimt c1o,., of buprenorphiae and 
metudone are 1118'1. buprenorphJne fl 
u ellectlve u methadone hl 
IUPPrMlina opioid withdrawal (Bicb) 
111 al., 1911, 1rohnloa 111 al., 109~'), 
Juburd ,ta • (1171) ae~aud that 
duoatc eubcutaneou idmimatntton of 
I dally dote Of I m& of buprenorpbine 
pxodt&C11; morphine-lib ,ubjectlve 
iJfecta ad euphoria ~utvalent to so ma 
of morphine llllfate 1dminiatered lour 
ttmN dally. In a ample of~rlenced 

~='1;!!f~~ t1:8~ u.b&ft;1of 
0,1 ma o.tbuprenorphbie, ti ma 
morphhle IDd so ma pentuoclne. 
Bupae~ productd llantflcct 
~~rl• and wu idmtlf ii,a u heroin 
ra than JHl!Dtaoclne. ln • ■tucly with 
oplate-depndent heroin abwien, 
fnttavenoua admillittratlon of 2 ms o/ 
l,upnnorphhae produc,d pote!nlt opiate 

, /qo~~ eff&ct, (Mendekon 111 al., 1996). 
'•- S.ven ol efaht ,ubfect, ettimaterl that 

tld, de>M ofbupreorpbfne had a atreet 
value between $5 and $20 but of letMr 

value than beroto. In 111bjecta 
malntelnecl oa dally wbUnaual 
buprtDOrphlM (I ma). mtnmUICU1ar 
lDJICtlou of bupraorphlu (◄• •• 11 
ma) produced oplolcl aaoailt•llb tfftcu 
(Slnla •I ol,, 1997), ColltcUwly, tb,n 
data •ua-t that bllprtGOrpbiu bu 
IWII pot,ntW ID. wiu -~ of 
lncllviduu, Vubutrabll ~puledou 
lnclude dJIII naive bMllvlduall (new 
dnla abuaeri), opl1t. txPClence4 
mdf\'Jduu aacl opiate dtpendmt 
iaclivtclual■, 

May of dae COIIUDlllll to tM 
propc,Nd rule for bupraorpblM 
NldaeclulJna exp,..,..S COJM»l'D about 
plaaJaa tbe wpmaorpbmtluloxou 
combJiatton &';i!uct ln thew 
•cbldule ., , entity ptocluctt. They 
coat.lad tut tu combJuUon product 
hu llptftcantly lea 1buN potaatta) wanu~=• coatn,J, However. the 
deta aalo.xont ad 
bupnnorpbmelnaJoxo~ adminlatntlon 
in vuioue population, of ueen doel not 
,u~rt I lower IIChedule. 

N'aJoxoae la an opioid antaaomst that 
act, competitively at opioid receptore. It 
ii uHd to revene !)_pf old central 
depreuion, incl~ neplratory 
dep....ton (the ludbaa ce1111 of death 
in nar~otic overdotea), uad bu been 
givtn lutnvenolllly to precipitate 
withdrawal aymptom1 in the dJ1poeil 
of aplo1cl dependence. It ii generally 
iaJtcted and bu a abort duration of 
acUon. T,._ 1ubliDIUllly, aMloxone 
bu little bJoavaillbtllty. . 

The buprenorphlne(lllloxone 
combmatlon t=uct WU lptlCiftr,ally 
developed to bit lntnveaau 1bwle 
by bero1n acld.tcta, Ia tbeol')', the 
bijection ol bupmaorpbtni/naloxone 
combmldon ha oploid-depend•t 
1aabfecta ■bouJd pzecipltat.e • moderate 
to 11vere wJtbdtawal ,yncbome 11milar 
to abnapt withdrawal from opJold,, Thl, 
withdrawal 1yndrome deveJap, wjthin 
m!nubN ol injection md 111ba1det in on• 
to two houn. Howevtr, a ,ubftantltd 
perr.entqe ol individual. cumntly 
abldina lieroin or other opf ste. do not 
ab.ow uy .wtdenc6 ot' withdrawal when 
challenaed with naloxone. Between H 
and 81 percent of paUentt applyins for 
methedou memtanance may ha"Ve 
mtmmal 6f no retpo~ to lntravenoua 
or 1ntramwiculu naloxou in doae, 
nqlna ftom 0.2-1 1 ma (BlllUhly, 1e1s; 
Jucbon ,tal., 't980i kaMI etal., 109ti 
Peachy and Lei 1988; Zllm and Sellen, 
1918). Whil" addict, tbat seek tret.tm.ent 
may have very hip level, of 
p■ycho)opcal dependence, thi• data 
auaett tliat they may Mt have hlsh 
Jevti. ot pby,Jcal dependence on 
na.«:otic,, 

The extent ot witbdtawal a1,ocSated 
with lnJectlon ol bupffllorpbtne/ 

DWOQI comluatioD, ,bouW it occw, 
J, diNCtly ..... lo dae buDtaorobM' ( 
Daloxooe doN ... dae lewl of • 
..,_dace of till~. For 
ua~.bMIJ.vtd .......... .._ 
eo ma of IDltbadoae (Strala., al., 1tNr 
MellcleJIOll ff oJ,, 1111) or I0-120 .. 
hltnm\llCNkt ~WM tMIDd•I- If 
al., tM;Fudalaeiol., t•ikllulut 
al., 1111), OP.Jlta doNl llWy 18 protlict 
,fplhatpbya:al~; 
~•ulp)wutoploiW 
witladnwal .~..., IDjacdoa ol 
lowdwolllllmcoator 
bu~NDOrphiM'uJoxou. .,....._ fl 
al, U•> ltudlecl die.._ of..,.. 
hltnYtllOUI ~ ... 
naloxoae conab1aauau m ...... 
effect, IIMI withdnwal llp ta U 
opillHIPlndat ....,_., FolJowbla 
stabtUutfoa OIi i daily cl_olt of IO .. 
morphlae IDtnmu,cuJarly, ~ 
wen c:baDtrapl wltla ~biae 
alone Ci ma latnVIIIOUlly) or ba 
combtnaUoi. wilh nalaxODt bl ratloe l'il 
211, .f:l, ud.111 (1, 0.1, mrl 0,H ... ol 
naloxone). Bup~hlM alaa1 did DOt 
p~ltat. witbdnwal md productd 
elect.I llmllu to morphia,. bc.lt
depeodent ~ ba wttWrawll 
clp■ and r.,mptom, IDd a ct.... bl 
oploJd qotd,t efflcu OCCIUftNl lftar eD 
naloxolll' a>mb!utiaa,. At the .f:I rado (. 
(that wldcb hu bNa cbolea lar dat 
nwbthla QI the combmidaa product), 
opiatd lpll,tdectl w• attauat,ci 
by •bout IN) perc:ent uad ~INNat 
elrect, _..,. ols.Mrved foratiot&t 30 
minutN. Tb.e data lqfNt daat 
mjecdon of dMt combinatbl 
buprenoq,hhle/DllmcoM product bu 
1-abuN potatlal in DOil• 
bupNGOiplllae opiatHependmt. 
1dalctl. 

In New 7-llnd, the onll:!r~ tut 
hu marbted a baapftlllOlp ~ 
combldlUon product, ...Sv• 
mtravew1111 abuM ol tu 0.2 ma 
bupNlli01pJwa, tablet amon, ~a. 
IWlln Jed to the 1c,1 ...... wadon ol =1Phtnt to hwwt. 0,1, ma o1 

,._ ~ •tol. (1113) 
conductad two ...,..e. ,wwy,--, 
r,(' ~o addJct, pl'IIINlltiJII lor INltmMt 
L, .uae 1Dd att.r tu laundi of die 
nalo>COl!it comluatfan product. Ill 1lt0, 
at perc•t of die patiellt, npoaud 
Sntnvew,u, bupnnoq,htu abuN bl the 
prevlOl'll 4 Weut, SO ~t NpOltecl 
txeluatve 1111 of bu.pNDOrph!M 1111d II 
percent tNtecl pa,ttlw for the dq. la 
1901, fi1 .,.rcent reported tntravenoua 
1h11.111:,f the combination tablet ud 43 
pemnilt teated po1ltlw for the t 
combination. Ou third of the patlmltl \.. 
that w)ed the ct1mbinatlon product 
fntnvenou,ly reportH ln.ltancet of 
wJthdnw'1,ymptom,, Only one patient 

--· , di de 1 ed t ftodern tnfo,..tlon ayat .. for •fcrofllMfnt end 
Thi M(crOQ1ripflic f!Mtff on thf• fl l1111r11ccur1te reproductfon1 of recor l .V:~endt':-cla of the Aro., rf c.., Nat1on.""l sundlrdl lnaUWt• 
were ffllllkf .,, th• l",ttUlar cour,e of bullf neta. Tfht•l~t1cor1Ph!l!!°f:-~.!"feotbl• then thii Noti , , ft h due to tht quality of tht 
(MISI) for archival mfcrofflM, NOYICE1 lf the 1111N •a•~ 
-· ... , ... ffllllld, 'll dsr,,~ 1clP-ID3 

(,l, ffaj >f'4& Dltt 
i,pciitir, • s7n::iture 

J 
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reported exaluave UN (by lnlection) of 
,, __.~uprenorphine/aaloxone and 
( · '•-perilnctd no adverae withdnwal 

.ect,. The authon concluded that the 
.. omblnatlon product dJd act a, a 
deterrent for aom• clrua •bUHrt but did 
i,()t ltop injection pnclicee. Jn addition, 
the authon noted that the injection ot 
the combbiallon product would not 
produce withdrawal ,y_mptoma (act •• a 
aet.mnt) In individual• who were not 
phydcally dependent on narcotiet or 
thoee whn were phy.tcally dependent 
on buprenorP,htne. 

Injection of buprenorphlne/naloxone 
in opioid naive tndtvtdualc, non
dep,ndent opioid abu,ert or 
bu.prenorphhie maintained addicta will 
likely reault In oplotd 11onilt effecta. 
For exam.pie, intramul0ular 
admtni1tratlon ofbupre~orphtne alone 
(0.4 and o.e mg/70 ka) or in 
combinatlon with naToxone (0.4 and l>.R 
ma/70 ka) wu ex•mfned in Mven non
pliyriwly depend•t opioid abuaer 
vofunteet1 (Welnhold et al, 1992), In 
•ubJedive mee•UNt of drog eftlldl, 
buprenorphine alone produced d011e 
dependent lnore1N1 in °drua Ukln911 

• 
0 hlgb". and 11oniat ratinp. 
At:lmtnutration of 0.4 ms 
buprenorplrlne ln combination with 0.4 

__ ma ~aloxoner.roducad politlve 
(_· · · tl)lectiva op ate effect, 1reater than o.4 

.a of buprenorphine alone and a sreater 
f)en:enlllae ot 1ubJeota ldentifled the 
naloxone-buprenorphine combination 
u an opiate when compared to 
buprenorphlntt treatment alone. 
However. increa1lns the naloxone 
concentration to o.a ma (twice the 
concentration of buprenorpbine) 
alaniftcantly reducec:l opioid agonist 
effM:t.a, 

In another study with opioid• 
dependent volunteera stabilized on 8 
mliJday aubllngulil buprenorpbi.ne, 
inlrllvenoua buprenorpbine (8 ms) with 
naloxone (4 or 8 ms) produced 
•ubte<rtive effects fimilar to 8 mg 
1ublin9ual buprenorphine and did not 
precipitate withdrawal (Harris et al,, 
2000), Buprenorphine'• hish afflnity for 
opioid rec~ptor1 prevent, naloxone from 
duplactns buprenorphine · already 
bound to theee aitea. In some 
populations of buprenorphine-
malnWned cllenta, extren!ely high 
tntravenou, do1e1 of naloxone are 
required to even partially di11place 
bupreno,plrlne Eta~ opioid receptors 
(t(otton et al., 1990). 

In non-deptnident opioid abuaeu, 
eublinsual admtnhtration of 
u.prenorpbine/naloxone (1/0,25, 2/0,5, 
'1. 8/2, 18/4 ms) produced opioid 

"··-···it'S()w.llt•ltke elfecu (Strain et al., 2000). 
The data 1uaeat that the 

buptenorpbbl.e/naloxone comblnetfon 

produotl will likely produce an 
unplNMDt withdnwal when lnlected 
by beroln-depe4dent 1ub~bl. ltowever, 
thJ1 combination dru1 product will not 
be a 1erto111 deterrent to t!:liectlon by 
m1U11nally or non•phy• y dependent 
wen or by lndivldual1 atabiUucl on 
thl1 medication for 1dd1cdon treatment 
(thoae indtvldual1 that will prabably 
have the gre1te1t 1CCM1 to tlill drul) or 
by inlectinl addiatl who ue abuaing 
and dependent on buprenorphJne, In 
addition, thia combhiatlon product, 
taken •ubUnt;11ally, la not a deterrent for 
abuae by maet population,, StudJes on 
1norting and 1mokin1 thJ1 combination 
m not available, 

One of the many oblectlvea of opioid 
replacemenl therapy for addtcUon 
treatment ii to deter addict, from the 
continued UH of heroin or other opiate•• 
Chronic buprenorphine do1lna produces 
crot1•tolerance to other opioicL (Jasinlki 
etol,, 191&: Bickel etal., 1988) and may 
limit the magnitude of efflk:ll produced 
by 1upplemental challenge, of other 
opioid,, 

In tubject, maintained on a 
subllngual doH of8 mg/dBy of 
bupMnorplrlne, acut& •upplemental 
intrunuacular dON1 of buprenorpblne 
(4, a an.d 18 ms) or bydromo~hone (9 
an.d 18 mg) admlm•tered 18 boun after 
the buprenorphine dally doae produced 
opioid agoniat effect. althougli there 
wa1 a lack of graded do1e-effects tor 
hydMmorphone (Strain ittal., 1997), 
The addition of naloxone to the 
maintenance d.ose of buprenorpbine 
doe, not inipart greater blocbae (Strain 
et al,, 2002), 

In a study to determine what dose of 
buprenorphine would effectively block 
the reinforcins effecu of intravenoua 
heroin (Comer ,,t ol,, 2001), both 8 and 
10 mg of sublingual buprenorphine 
maintenance rlo1lng failed to blook the 
effects of 12,15 mg or 25 mg of heroin. 
These nata lndicate that buprenorphine 
maintenance (even at relatively high 
maintenance doRH) may not serve II a 
deterrent for paUents who chore to 
continue their illicit use of heroin or 
other opiates. 

BuprenorphJne ha, been diverted, 
ttafflclced and abuaed in many countries 
throughout the world. Start:1n8 tn the 
late 1970., low-doso buprenorphine 
1ubllngual tablet, and injectable 
solutions were approved for marketing 
In many countrlee, High-do,e 
buprenorphlne for narcotic treatment 
gained marketing llpproval in France In 
1998 and baa •Ince been approved in 
aeveral other countrlet. 

Buprenorplrlne abu1e WH detected in 
man.y countrle1 IOOn after it wa, 
approved for markaUng. The initial 
profile of Jow abuM liablHty attd high 

therapeutic bidc,x (llftty) fueled 
decl1lon, that l.llowed the initial 
m~buprono,pblno without 
any t Nltrlctlon, or Nfltlatory 
contro •· Ita euy aCC111lblllty and 
acceptability by • wide ~eotrum ol 
drua abuaen, includin& heroin addiot., 
reeulted in 1ubatanttal abuae (for 
example1 Lavelle et al., 19911 Rainey, 
18881 S~ 199811991; Tracq_ul el al.1 

19981 Kintz, 2001, Buu, 10981 Roblntou 
et al .• 1993i Dore et ol., 1997, SinP, et 
al., 1992; Chowdhury el ol., 1998). 
Auatrta, AUl'tralia, BeJgiwn, Germany, 
France, India, New Zealand, Norway 
and Sweden hAve all lncreued the 
reaulatory controla on bui>renorpb!ne. 
b1 1988 the World Health Ol'Jlmlzation 
(WHO) recommended that 
buprenorpbine be placed In ScMdule m 
of the P1y0hotropic Convention. Thl• 
action wu taken by the United Nation, 
in 1989. 

A ntm1ber of faatort ban contributed 
to the illlott uM of buprenorpl:rlne. In 
areu where heroin bae been 111111 · 
available or oflow quality, 
buprenorplrlne'1 low coil, eaay 
acceadbiltty, l:rlgb purity and aubstantlal 
morpl:rln.&-Uke elfecta have contributed 
to lta popularity on the illiclt marlceL 
Doctor 1hopph11 and forged 
prescription• are important source, of 
this drua and, according to the 
International Narcotlca Control Board 
(INCB), large quantitiet of 
buprenorphlne have been traf.Boked 
acro,1 lntematlonal bordera. 

While extenaive divoraion, trafficking 
and abuse have hffn documented ·tor 
both the aubltngual tableta and 
1nler.table formulation,, the sublinguel 
tablet has a sreater apreal to a wtd&r 
r&n88 of clrus abuseu. Th& variety of 
route, of cdministration may llCcount 
tor this pref~rence. The tableits can be 
abused by the subllngual route or they 
can be cru&hed and snorted or the 
powder c:an be solubUized and intected. 

In summary, unlike Schedule IV 
partJel m.u agoniat.a, buprenorphine i• 
recognized aa morphine-lib in many 
drug discrhntnation 1tudiea and , 
produces effec::t, 1imilar to morphine 
over a w!de range ol do1e1. Significant 
abuse h11 been doctm1ented in many 
countriet although varloua lactore, 
including the lack of regulatozy controls 
placed on buprenorphl.ne and the 
acarclty of high putity heroin, have 
played a role in contributing to thh 
abUM, Buprenorphint'• partial agonlat 
elfecta make buprenorphlnL lea• 
deainblo than pure mu a,onlat, in 
Sch&dule J or n, The extent to whlch 
buprenorpbint 11 able to r.roduce 
euphoria and 119ood dnlg ' ef&Cta llmihl' 
itc WMt by opiate tolerant abU1en, While 
buprenorpliine can 1ubtlitute for heroin, 

I 
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it 11 rarely pretemd over lnab quality 
. -~ heroin. In addition, the redw:iecl 

-' ·, 'l'Npintory depretHnt effect, of 
1 ouprenorpblne (u a con.equence of ill 

11ctillna effect .. ) impart, greater "afety ln 
ovtrdON than other pbann•ceutical 
naicotlca controlled In SCbedult n. 

Jn review!na all the data relevant to 
the abuse potentlal, including the 
commqt, and the DHffS .-valuation, 
the DBA concludet that buprenorphlne 
bu m abu,e potential let• than 
iwcotic, bl Schedul& J or .U ol the CSA 
but p-eater than Schedule JV narcotic,, 

Dependence Pro&Je olB11pnnorplda1 
In addition to bavins ahu,e potential, 

mo,t druu controlled under the CSA 
are capable of product~ dependence, 
either phy1Jcal (phy,1oloaJcal) or 
p1ycho)OfdaaJ, PhydcaJ dependence 
refers to the pbyatoloalcal chogea 
produced by Nlpeatecf u1e of a drug that 
nece1ntatee the continued 
1dmini1tntion of tho drue to prevent a 
withdtawll 1yndrome. P,ycbologfoal 
dependence telett to the need or craving 
tor a dtus that compela an abuaer to 
continue~ UM, 

Chronic buprenorphine 
admint,tntion ii ... oclated with 
phylical depmdence (frlr example ,ee: 

.. Ja■lrudd et al., 1978; IC:Olten el al., 1988, 
· ·-- 1990; San et al., 1992; E11aenber ,t al., 

1996), The extent of phy1lcal 
. ,_.. dependenl':&, a, meuured by an 

abatlnonce eyndrome, ha. been 
nbaracterlzed u mlld to mod.en.ta ln 
lntenJity and of long duration, The 
pro.file of withdrawal effecta/duration 
varlea with buprenorphine dose, route 
of adminiallaUon and duration of 
chronic uae. While 1ome aapecta of the 
abatlnence syndrome approach those 
which occur with pure mu agonisu, 
senerally the withdrawal is ~ported as 
leH int8118e and may not require 
pbannaceutical intenientlon !or relief of 
adve"6 withdrawal ef/ect.1. 

Jastn.Jd ttl al, (1978) conducted the 
original clinical abu,e Uabtlity studies 
evaluating buprenorphina's abu,e 
poMntJaJ. Bup'-"nornbine was shown to 
produce morphin~li.ke 1ubjective, 
bt!lbavioral and phyliol0&tcal effects and 
mnrphine-llke physical dependence, 
The abstinence •~drome ob1trved alter 
abrupt withdrawal of chronically 
admini,tered buprenorphb1e (a ms 
1ubcutaneoU1 fnr 80 daya) wa• delayed 
producing peak Himmel1bach 
ab.Unence accret alter about two weeb. 
Peak withdrawal 6ltecta were clinically 
st1n.lftcmt but of let1er map.ltude than 
•PUN mu agoniftl, Withdrawal elfeau 
.tnc)udbd Jou of apJ)6tite, malaiae, 

·,-.-/ in1omnt,, aenoitMty ol the akin, 
lacrimatJon. rhtnorrhea, peraptratJon, 
1ooeeffeth, nausea, let aobe, md 

backacb11, Th•• effect, were verlably 
rtported u mild to modente and client.I 
requeated an opiate to alleviat, the 
•ymptoma, 

Jn another atudy examining the 
pbyaiCAl dependence pro.ftle of 
bupnnarJ)hine, 19 heroin dependent 
male rubJectl wero matntainl!td on 8 ms 
aubltqual huprtnorpbint for 18 day• 
followed ~van addlUanal 18 d1y1 of 
daily or e\ltl)' other day do1ln1 of 8 mg 
(Fudala ttl tJI., 1990), Abrupt 
dboontlnuatlon in buprenorphine 
d01in1 produCCltd an ahldnence 
,yndrom• atartin, wJthin the ftnt 72 
hour,, peakfng within 3 to 5 day, and 
dindnt■hfng alter 8 to 10 clay,. Over so 
percent of the participant, requ!rtd 
therapeutic intervention tor withdrawal 
1ymptom. 

In a report on the \lie of Subutexe fn 
France (Mlnhtry of Health of France, 
1998), clinicl,m1 deaorlbe a 
buprenoq,hlne ab1Unenoe 1yndrome 
•lmllar to ebrupt withdrawal hom 
methadone, abuactetbed by 2 to 3 day• 
of no 1ymptom1 foJlowed by to day, of 
unplealWlt ~ptoma. Abrupt 
withdrawal of buprenorphiria produced 
effect, approachins that of mathadone 
witbdrawiil but with period, that were 
very difflcult to bear aue to the 
continual ,witching betwttn a normal 
sblte and a at.ate of withdrawal. 

One ol the c::Jeamt indication, of 
buprenorphlne phyalcal dependence 
potential f I data eathe~d on neonate, of 
buprenorpbine maintained mothen 
(Fi a her et ol •• 2000), Buprenorphine 
neonatal abatlnenca 1yndrome (NAS) 
wH alto reportbd in poetmarkeUng data 
from Franco. The withdrawal 1yndrome1 

including tremor and autonomic 
hyperreflexh,, la generally mild to 
moderate in severity. Between 1996 and 
the ftt■t six montha of 19991 66 reports 
of NAS were 11,ported to the 
manufacturer. 

The extent of psychological 
dependence prolluced by 
bup~norphtne Ja ]4t8ely dependent on 
its ability to produce pleasurable effects 
and the desire or need to continue the 
uae olthJ• drug tor thoae effect,, High 
paycbol09fcal dependen~ f • aasoclated 
with eigniflcant 1011 of drug UM control, 
e■calaUon of d011e1 drug aeeldng 
behavion and mdadaptive pattema of 
1ubttance use despite serious negative 
conaequencea. In reviewtns the 
paychologlcal depandance profile of 
buprenorpbine, the DEA con11lderad a 
number ol fectore Including: drua 
effecta, evidence of divemon, trafflcldn,c 
and abuae of buprenorphine, pattern, of 
drug ut& and pliyaical or psychological 
probltm1 uaoclated with conUnul!icl 
abUH of thJa drug, 

A■ reviewed eulier, buprenoq,hine 
produce■ ■tplllcant morpbine--lib 
effect■ over • wide range of clotM and ( · 
in numeroua population, of drua 
abUNtt, However. buprenorphille', 
partial 19onut aat.tvity often N111ulta in 
1ballower do,e-re1pon11 curve, with 
reduced maximal amount. of euphoria, 
d.rua Uldq and/or "good ctrua•• effecta 
th&Ji many of the pure mu qont■tl that 
have bPen ctnnpaied lo buprenoipbine. 

Buprenorpbtne bu been exteniively 
diverted, trafflcked and abu.ed 
throughout many countrle, althouah 
tho,e activit!et have often been fueled 
by the lack of hip purity heroin and 
limited reaulalo!Y controls placed on 
~:1:9norpntne (Lavalla et al .• 19911 

1y1 1988JSttan91 199S.t991l 
Tracqui ,t al,, 19981 Xlntz, 20001 Buu, 
1998; Roblnlun et al., 19931 Dore ttt al,, 
1991, Sin&h ,t ol,, 1992: Chowdhury i,t 
tJ/., 1998). Survey, In nveral countrlM 
,how that buprenorphine, alons with 
heroin, temazepam, and amphetamines, 
ranb amo--a tlie top dNga m~t 
lreQuently abused U.valle ttt oJ,. 1991; 
Ardttti et ol., 19921 Lapeyre-Meatre ttt 
al., 1991; Thtrlon ,t ol., t99Q, Shewan 
at al., 1998; Taylor ,t ol., 1998: Coaan, 
et a/,, 1991: Barnmd etal,, 1998), 
Falallied pr11crlptiona, theft, doctor 
•hopping and atreet buy, have all beftn ,, 
fdenfifted u ,0~1 tor buprenorphine. ( 

Buprenorphble u,e f I uaociated with \ 
maladaptive pattema ot 111ubawice \lie, 
Jn an analy•il of 11,186 buprenorphine 
preecrlption1 (written in Fnmr.e d~ 
4 months betwe1n September through 
Decen1ber 1999), '.l2 percent of the 
patient, received pre1crlptlon1 from 
more than two preacribett and 18 
percent of the paUent■ were judged aa 
having devlan ! maintenance trtiatment 
with more than two preacribet■ or more 
•han 20 mg per day of buprenorpbine 
l rhirlon at t1I •• 2002). Data provided in 
a report generated by a 
multidJsclpllna,y tuk force (working 
under an agreement with the Office of 
the Junior Minister for Health, the 
General Health Administration and 
Sob,r,r.lng Plough Laboratorie■) on the 
use of Subutex~ in France noted that 
the •ales of 1yrlnge1 fo France .remained 
stable despite the larse number, of 
indfviduall in treatment with Suhutex41. 
At the 1ame Ume, there wa. a alpificant 
reduction in heroin trafficking and 
heroin•related death,. A• 10 many 
heroin addicta were in treatment and 
being pretcrlb6d. medication, that art 
not infectable fonnulation,, the 1al11 for 
lnlectJon equipmeat ahould have fallen 
ofi' dnatically. 'rhat did not ocaut, 1 
Suzvey data reaarding buprenorphine '· 
uae hdfooted tliat betw&en 12 and 31 
percent of huprenorphine uaen crush 
the bupranorph!ne tabltta and infect 

. ct. dtli ed t Modern tnforM1tfon syateffll for 1teroffh1fnt anll J. Tht1111fcrocrr11,tttc f1111ge1 on tht1 fl hn art eccurate reprcducttona of recor wr i-d of the American Natfonal Stllll'ldlrdll inatf tutt 
were f flMed fn th• reoul1r course of bua1ne1fast.h Tfhlel~tf~o-f1~t!:°f:8~e:•:!t.r:~ha~ thlt Notf oe, 1t is due to the quality of tht 
(ANSI) for r,rchfval mtcrof Hffl, NOT1Cl!t e -.. ma ""' 

doctnent betno ,urned. /~(,\ bfVN»>~\21~:; 1cl~l2?. 
Operator'• Bfgneture -
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their own medioation or dJ.vertecl 
( .---....medJcation, often fn anmbtn1tlon with 
- ',eozocllueplne• (Mlntatry ol Health of 

r'rance. 1998), Benzocllaepm11 
puiportedly enhance ancl proloq the 
eupbortaemc propertle, of 
bupnnoq,bine. Thete tn.J,Mltion 
practicee are MIOClated with the -i,read 
of mv and other commuwcabl• di,..,.. 11 well M aerio\11 overdote 
evoob. over 100 deatm in Fnnce h1'/e 
been u1ociatecl high doce 
buprenorphine injection in comblntaUon 
with benzodtazeptn11 (Tracqui •t ol .• 
1998l I.inti, 2001). Jn anoth• 1tudy of 
101a drua fnJecto11 in GJuaow durlq 
1993 imd t 9941 41 percent of the 
injecton reported u1ma bupieno!J)hille 
and, of lhoee, 28 percent reported •t 
le11t one overdoH (Taylor ,t ol., 1998). 

A number of ca11 raport, involving 
buprenorphine ab\111 demomtrate tliat 
bupnnozphhie i• auoclated with a 
pathologfoal pattern ofu,e. tolerance 
development and an opiate abtthtence 
1yndtome (Qws}ey at ol., t 98.fl Singh et 
al., Ul121 Batu etal,, 1990), Retearcher, 
who have compared the toxlcolosfo and 
p1ychopathologic chmoterl,tfo, ol 
buprenorpbine dependencti with thoH 
ot heroin f\)und no clinically 1lpiftcant 
cWtenncet (Tomn1 et a/.1 1998), 

----.. The avallabtllty and u• otbJgh-dose 
·,ublinaual tablet, 11 a re)atlvely new 
phenomenon. The ee■e with which 
addict, can be detox.tftecl aA6t extended 
u,e of buprenorpbtne at htab 
maintenance dolff ha1 nofbeen well 
ettablbihed nor i• there inlormaUuu. 
reaardlna conUnued abstinence after 
detoxlflcation from lo:ns•term, htgh-dose 
u,Mabuu of buprenorphlne. The 
dependence capacity ofhupienorphlne 
mcy ~ heightened ooder these 
condition,. 

Jn aummary, buprenorphine produces 
low to moderate phyelcal dependence. 
The withdnwal syndrome is oI let• 
inten,ity and longer duration than m0t1t 
narcouc, in Schedule Jorn of the CSA. 
Therapeutic intervention may be 
nece,aaey to help ameliorate soma of the 
withdrawal altects. l3uprenorph1ne 
ab~ is u11ocl11.ted with 11 loss of 
oonb·ol, escalation ol dose, drug seeking 
behavior, and maladaptive pattam, of 
subetanc& u11e. The data 1ugge1t that 
buprenoxphlne baa a relatively high 
pJychologlcal dependence profile 
althoush it 1• generally len refnlorclng 
than bero1n and other pure mu agonieta, 
Amwen to Speal8a Commenll 
ReprdJa1 tilt Propottd Pl1cn1111t of 
lupnn,otpldH In Schtcluh m oftJae 
~A. 

Comment: The buprenorpbinM 
naloxone product. (Suboxone•) 1hould 
be placed in a lower 11<:hedule than the 

aing)e entity product (Subutex•> when/ 
ii approved for uae ln the United State,, 
Tbif diffettntlaJ 1abedulins would 
,how the lower abu,e potential of the 
comblnadon product tlld would 
encoura1t phy,loftn• to pretenntJ.Uy 
prescribe the combto.tion product. 

An,ttwrt The addJtlon of iwoxone to 
the buprenorphlne high dote 1t1b)ingual 
tablet, may be ~vertive in phyeJcally 
dei-dent optaw abu,en but it will 
have little (may re«liuce aaontat ellect,) 
or no effect la all other population, of 
1bu,en. It doet not have lignJ8can.Uy 
ltH 1bute potenUal, For mote 
tnlcn,naUon, aee 1tction on abu1e 
potential, 

A phy1lcian with the appropriate 
trainiq in narcoUc addiction treatment 
(a, mandated by the Drug Addlctlon 
Treatment Act of 2000) lia,, or will be 
provided. informaUon about the merit, 
of pre11eribtn1 the combination product. 
Should the buprenorphint aublingual 
tablet. be app.-oved for u,e in the 
UnJted State,, the phyaiulan will, 
ultimately, write a presoripUon for 
Subutexe or Suboxon~ 6and on an 
informed dacufon about what he/she 
feel• i1 tha beat treatment tor the 
patient. 

Commant: Becau,e Buprenexe ha, 
been in Schedule V and hat not been 
aaocfated with wide,pread dJvenlon or 
abUMt, there fa no compe))Jng tea.an to 
reechedule thi• madfoaUon. 

An,wer: A1 • single entity product, 
Buprenexe bas no other active 
ingredient fn ita formulation that may 
mitigate !t• ub J88 })otential. While no 
stgnUlcant abuae ot Buprenexe bae 
ocC'IUted 1 n the United State111 (which 
both FDA and DEA ~lieve 11 directly 
related to tte limited use ln the United 
States) many countrlea have 
experienced algniflcant abuse of low 
doae buprenorphlne in tablet and . 
iujectable formulaUona, Buprenexe 
doea not hsve Iese abuse potential than 
other buprenorphine product,, 

Comms,nt: Produots containing less 
than 1 mJllml of buprenorphJne should 
be placed in Schedule V of the CSA. 

Answer: Becau.e buprenorphJne is 
sJsnificantly more potent than morphine 
with much greater MoavailabiUty by the 
inJectJon route ot admhu,tratJon, 
lntravenou, fnjecUon of 0,3 ms of 
buprenorphh1e (l doaage untt of 
Buprenexe) produc:M physlolostcal and 
au6f~ve ettectt equivalent to to mg or 
more of intravel\01111 morphine (Zaony st 
al .• 1991), JnJectfon ol t ma/ml 
buprenorphfofl would be approxtmately 
&qutvalent to tha f njtction of 20--30 mg 
of morphine (caJculated by 
axtrapolaUon and coneiderins the 
ahallower do,e-reaponae curvfl), These 
do1t1 produce 1lgntftcant opiate Gffeota 

and, ii available, are likely to be 
attractive to matt opiate abu,en, In 
addtuon, a, an injectable product, 
Duprenax• mJ•u,e/abu,e ta woclated 
with po,dbJ• behavioral n,b maludJ.na 
,hared needlo,/1yrmge, that contrlbute 
to the 1pread ol JUV1 hep1titJt and other 
communicable df-.11 (alao nview 
previou, comment and wwer). There 
are no provi,Jon, in the CSA to 
schedule narcotic product, bued ,olely 
on the concentration ot acti'le 
ingredient. 

Co,nm,ntt Buprenorphine divenlon 
ha■ been lbnlted to uae by out-of
trea.tment, optold-dependent, tn)ection 
druausen. 

An,wet: While buprenorphine bu 
been primarily abu,ed by injection, data 
indicatet that it ha, been abuttd by 
other route, of admlniatraUon and other 
pop-.Jntfon, of drua abutera. Data from 
France indicate that a ldgntflcant 
peroentage ot tr.,atment client■ 
(prescribed high doae, 1ingli entity 
product) abuae their own or diverted 
medication (He dlacunfoa, on abu,e 
liability and dependent:• profile). 

Comment: Once buprenorphine bu 
been approved for uee in opioid 
subetttntion trelbnant, the bEA ,hould 
stud v and evaluate abuse over a ~ 
year·1i~rlod in order to more accurately 
aetermine whether placement in 
schedule m i• app.-opriate. 

An,awt: Whenever a drua t, placed 
under control in the CSA, tlie DBA ta 
responmble lot momtorlns the we of 
that drug. In addJUon, the Dnla 
AddJctlon Treatment Aot (DATA) has 
mandated that DBA monitor the u,e ol 
Schedule; m-v nucotic h:ttabnent chugs 
utllJzed under DATA. . 

Comm,mt: The DEA ha. dJsrGg&rded 
data on the development olthe 
naloxone combination product that 
show a!gnittcantly !Gas potential tor 
diversion and abuae. 

Answsr: The DEA ia aware that the 
combination product was apeclfically 
develnped to deter injection abuse by 
physically dependent opioid injecting 
drug abusers. Jn addition, DEA wants to 
support and encourage manulacturm to 
develop product. that will reduce the 
diversion and 11buae of leatttmate 
phannaceuttcals, Thia combination 
product will inhtbU inJectfon by non• 
buprenorphJn& depend~nt addtct, and 
this t, a po,Jtive outcome. However, 
aher ~lul exMiliiatfon of all the 
relevant d•t• regardtns the abuae 
potendel of tbi1 product in all 
populatio111 at~ri»k for •hute (aee 
,eotfon on abu,e potenUal), the DEA baa 
concluded that tlie combination product 
doet not wuranl leuer control tlian 
other buprenorphf ne products. 

J' 
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Comm,nt: The OBA bu cliaf8Mard•d 
---,,, additional control, that would b, 

ipoted 011 Subutexe and Suboxon .. 
-'Y the Dru& Addiction Treatm•nt Aot of 
ZOOO(DATA), 

An,wer, A• part at the review proce11. 
both the DB.A and the DHHS ruefu.Jly 
contldered th• 111• ol th ... narcoUo 
tre1tment cbup within the context ot 
u,e under DATA. DATA wa1 never 
intended to ht I t0lituy NgUl1to1y 
piece of 1ep1latlon and drua• tlNd 
under thft Act m111t ftnt meet the 
ftndin91 oh Schedule m, IV or V 
,ubetance •• defined in the CSA (21 
U.S.C, 8t2(b)), DATA doe, not have an 
impact on the criteria nee ... ~ for 
1clieduJjng under the CSA, The 
1chedulin1 criteria and proc:.dure• 
remain uncbtmaed and continue to 
dlatate the req_ulremenll tor the 
1chedulin1 ofbuprenorpbint a11 well a1 
~y other controlled 1ubetan00. 

Commctnt: The potential for 
buprenorpbint to be abUtJed, 
particularly when marketed in hJeh• 
iloae tablet■, ft con,iatent with the abuae 
potential of other Schedule n 
subltonctt, The pll'tfal eaonJ,t activity, 
inchadins •alety ln overd.oae, i• not 
,upported and, even JI tJUe, doe• not 
warrant a cbanae lrom the cc,nclu•ion 

··-~at bnprenorpfdne has a high potential 
1 ~rabute. 

. .... An,wer: Undir ~rtam conditfona and 
in varlou. populatiom1 buprenorphine 
bu a high potentf1l for abuse. 
Buprenorphin6 ta~ H 
morphine.)&, Jn muy cbua 
ditcrbninaUon 1tudiff and produces 
effect, limilar to morphine over a wide 
range ot dose,. Thi, data ,uge,t, that 
buprenorphina1 ff available, would be 
very atttaollve to most narcotic abuaen 
(see seolion on abuee potent•al 
eapeclally in regard to doaea of 2 mg or 
more). However, the exlent to which 
buprenorphina it able to produce 
euphoria, ••good drug .. eft'acta, and 
Ntpiratory depte'8Jon J, limited by its 
r,artfaJ agonf1t propartitfll, That i1, 
almost unifonn1y, pure mu agonista aro 
capable of producing greater levels of 
euphoria and other po1ltive aubjective 
effect, than buprenorphJne. This l• an 
important iasue tor a drug-toleranV 
dependent uarcotio abuaet (those likely 
to be l)rescrfbed or have acceH to high• 
dote &upffllorphina tablets), 
Buprenorphtne may alleviate 
withdrawal, but may not produce the 
level of 0 teel-iood11 effactl that the 
abuaerf11eeklns,Although 
buprenorphine i1 abuaed by heroin 
tddfou, it Ja iutly preferred over Wsh 

-, __ ... 9uality heroin even when 
liuprenorphtne ii co-admJntetered wJth 
btnzodiuepinea. The low avAtlabllity 
and hish coat of hiah purity betolrt 

compattcl to the hJah availabJUty and 
low coet of bu_prenorpbine hive 'bean 
lacton in the hip Incidence ot 
buprtnorphin• abu1e in many countdet, 
Currently, the 1vall11billty and purity of 
heroin acrou the United State, it very 
hiab while the prtct al heroin ii 
relatively low in comparl1on to the . 
prolected 001t ofbupNDorpb!ne tablet.. 

'I'be DEA otted 1afety in overdott •• 
an example otbuprenorphlne11 partial 
agc,ntat acti~ly and••• mitf11ting 
hiotor diftmnttaUns the abute potential 
of buprenorphJne from mu •1onl1ta in 
Schedule U of the CSA, Factor (8) under 
8:lt(c) requirM that the DBA conaidar 
what. Uany, dek there It to the pubUo 
health. The commt1nter arsued that thi, 
margin ot ,afety ext,t, only when the 
drus f I taken in a carttu.lly controJ!ed 
oUnicaJ aettins without concomitant we 
ot other drup, In fact, narcotic addfota 
are likely to isbun btnzod1azeplne1 with 
buprenorphine and often by the 
infection rout&-all rf•k /actor, for 
buprenorphtne-reJated death,. The DEA 
agrees that the incree1ed ■alety with 
te1pect lo dtminiahed retplrttory 
depre11don rnay be negated under these 
oitcunutan~. Data from France 
resardlns buprenorphine--related death• 
euo ,uppol't■ th:11 conchwon, However, 
for the initiate to opioid abuae or the 
non-depondent opfold abuur uahla 
buprenorphin•, the concumnt fnfectfon 
uae of buprenorpbine with 
benzodiazeplne, ii let• lJkely to occur. 
In addition, accldenlal death or ■erlou, 
overdo,e by a child or other tamily 
member who Ingest, the medication ot 
an lndlvidual r,rescrlbed buprenorphine 
11 also less likely to occur, Tlrl1 ii an 
advantage over drugs lib morphine, 
oxycodone and methadone and a 
refovan.t factor that carrle1 corutderable 
algniflcance when welshing public 
health risks and the need for regulatory 
scrutiny. 

In reviewing all the data relevant to 
the abu1e potential, including the 
evaluation provided by the DHHS as 
well as all the commentll, the DEA 
coualudes that buprenorphine ha, an 
abuse potenUal lase than n.ircotics in 
Schedule I or JI of the CSA but greeter 
than Schedule IV narcoUca, It ahould be 
noted that a Schedule m substance can 
have a relatively high abuse potential. 
The law (21 U.S.C, 812 (b)(3}) doet1 not 
have an absolute descriptive tenn (J.e. 
high, low) relatine to the abuse potential 
of Schedule m •ubetance,. However, the 
abuse potenUal must be les, tban 
Schedule I or n. 

Comment: The DBA failed lo con1ider 
that the illusion of tdety may l'ffult in 
srtater potential for abuse. 

An1w.tt: Prlot to completina the final 
atbeduHn8 review document, the DEA 

received tht FDA review docum•t 111d 
a achtdultna recommend1tlon lro111 tht 
DHHS. The FDA 1peaUlcally cited thil 
concern ln their document and the DBA 
conlidered tht• p011lbility. 
Bu_prenr,rpbine bu often been touted u 
• dfU8 wJth minimal •hu■e potential 
and areat safety in overdoae. In many 
countrte,, lbeao ml1eonceptJou have 
led to IN1 naulatory oveniaht md freer 
pre,orlbln9 pra0tlct1 by ph~lclana 
reaultJna in •uier acceu and greater 
availability of buprenorphint far 1b111e 
purpote,, See Hetiom on the abute 
potential and dependence profile ol 
buprenorphine, The nirCOtlc abwier 
may view buprenorphine 0 11fety0 u 1 
good re110n to ,elect buprenorphlne 
over lilother narcotic or to uae peater 
amount■ of buprenorpb.ine witliout 
N1Sud to poelible overdoae. 

Comment: Scbedultna under the CSA 
ii l re)abve analyeit ana depend, on 
aligning a drug with the clo■eat eet of 
comparator,. Buprenorphine mo,t 
clo111ely rt1emblu Schedule D nutotiCi, 

An1w.tr1 Scheduling i1 a relative 
analyal•. Tb~ effect, produCM by 
buprenorphlne were compmd to anany 
Schedule D 1ubttanct1 and found, 
under certain concliUon,1 to be dmiJn, 
However, buprenorpbina i, 1 partial 
a,onJtt and ,hare, 110me very important 
properUea with other partial qoni•tt in ( 
Schedule JV (J.,. pentazooht.e and ' 
butorphanol), These partial agonut 
propertiea play an bnportant role when 
comparlns buprenorphlne effect■ with 
pure mu. aaonin effl!lctt, Continued un 
of all narcoUc agoniata rttulb in 
tolerance development, dependence and 
po11lble addiction. For the narcotic 
abuser, a,ca1allon ot dOlfll, to achieve 
enhanced effect■ or to compen,ate for 
drus tolerance, will, at !lome point, be 
compromised with a pnrtial agonJrt: the 
dose-reaponae curve of bupr9norpbme 
fa more shallow 1111d less l luear than mu 
agoni,ta. Thia means that 
huprenorphtne may not produce the 
enhanced eftects sousht by the chronio 
drug abuser. In add.ition1 the current 
data indJcatos that bupreno!J)hine 
produce, moderate pliya!cal 
dependence and relatively high 
psychological dependence. not the 
111evere dep1u1dence of Schedule U 
narcotics, Both the DHHS and the DEA 
have tletermfned that the 11v,Uable data 
on bupronorphine resarding the abuse 
putl!ntlal artd dependence profile are 
moat closely aligned to, or i:lefined by, 
a Sch£dule m narcotJc, For review, 
pleHe see previous 1ections on abuse 
potential and dependence profile found 
herein. 

Commant: Buprenorphtne ft a 
gateway drug c::ompoundtns it, public 
health rt.I~,. 
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An•..,.r: Generally, 1ubetanc:u like 
. ,,...--.~hol, nicotine ad mutjuana are 

1 
· 'ullvenally accepted u ptew•y dNs1 

Het.Ule ct.ta 1how1 that they are often 
the lint~ wiecl by adolucenta and 
a correlation exlm between early 
experimental u11 of theee 1ubttmcet 
ana Ill Ncalatlon to ••rlowi dNa abUM 
problem,. One ot tbe &t•rltk population• 
fur bupnnorphine ebu11 ii lllfve 
(lnexperiencid) oplotd abu.tert (IN 
Hctlon on abUN potential), Barty 
experlau•,tatlon with bupnnorphine 
may lead to 1edoua drua abu,e 
problem,. 

Comm•nll The DBA h11 not been 
conliltent in it• decilion ma1dn1 
procea and h., lalled to meet tJie '1non• 
arbitrary aaency requirement. ... The 
.ftnd.ma that buprenorphine hu a 
pot.tntlal for abu1e Jes1 than Schedule I 
or n 11lhetancea fa ublttvy and 
capriclout and not ,upported by 
underlyblg 1dmfntatraUve record. 

An,..-.t: The OBA hu not been 
arbitrary or caprlo!oua in the deoltlon 
making proce11 ~ns the abuse 
potential of buprenorpbine. 
Buprenorpbine baa • vety unique 
pbannacologtcal proJilft and produce• a 
range of opioid eflec:ta typfoal of both 
pure mu agonlltl and prototypical 

'-~-~utia) asomalt dependmg on doN. 
( 1 lattem otuae. andE 1pulatton ta1d11g 

.. thlt dnls· Mott till e entity pure mu 
l&OJrltu art contto ed in Schedule J or 
D of the CSA. while putiial agoniltl, 
butoq:,hanol and pet'ltlzochle, are 
con.trolled in Schedule JV. Attt1r 
reviewlns all the relevant data. the DEA 
concluded that buprenorphhut•• abuae 
potential i• moat clo.ely defined by 
Schedule m (1• eection on abuM 
potential and answers to prerioua 
comment,). 

Commont: One of the sttongeat sJgn• 
that a dru" bas a high potenUal for 
abuae it evidence that it is abus&i 
through mulUple routes of 
admh:iletrallon, and that 1t it uaed with 
other drugs of ahuH, Among other 
things, thl• 1how1 that dru9 abusen not 
only Uke the drug. they are trying to 
enhance lt• eft'ectt. DEA'• finding on the 
abuae potential of huprenorphine /ailed 
to con,lder and give adequate weight to 
the evidence on thia point. 

Ans.wr: The DEA did consider 
variowi phlrntacoloatcal puametera 
relattns to the ut~ ofbuprenorpbine by 
varlotll route, of admini,tration (1M 
tection on ebu,e potentJal), Dru8 
abueert frequently abuse more than one 
lrus, The reaaon, fol' this an \1arled. 
Lbuten may be tr)1n& to enhaneb the 

· -- · effeMt ot the drus they are utlq and/ 
or try.Ing to ameliorate rome of the 
unwanted 1ide effect,. The DEA 

btUtvN appropriate weight w11 placed 
on tbl1 b,ue. 

Comm,nltDBA'• coSWlhuion that 
buprtnorphillt molt cloaely nMmbl• • 
Schedule m drua, with n1pect to 
phytical and psyabolopcal dependence, 
I• contrary to evidel\ce, 

An1W1tt Thit comment wu followed 
by a number ot oitatiODI that were taken 
liom the buprenorphine tchedullna 
review document, of both DBA and 
FDA (tho,e review• that were coo.ducted 
prior to th~ propolll to place 
buprenorphine in Schedule BI), Tb6se 
commenll, tor the mott part, were taken 
out of context. interpreted diflerenUy or 
welahttd dUferently than by DEA and/ 
or FbA, For example, the 1tttenumt th•t 
buprenorpbine producM ••morphine
Uke phylical dependence" dC)II not 
mean that morphine and buprenorphine 
have the 1arue pby1ical dependence 
capacity. It dMt mean that the 
phytiologtaa1 change, p1oduced by 
buprenorphlne and morphh,e are 
11mllat 111d they •hare 1lmilar 
withdrawal 1ign1. The 1tatement that 
11under moat conditions, 
buprtnorphine'• phy,tologfca] wid 
p1ycholoatcal effect.I are ee1enUally the 
same a, morphine or bydromorphone0 

mean, thet buprenorphine is capable of 
productna effect, (J.e,; mlo.11, 
rear,iratory d~Ntfllon, analgeeJa, drus 
euphoria. drug Jildq and sedation) on 
a par with morphine and 
hydromorphone "under most 
conditions'•. A more appropriate caveat 
would be 0 under many condiUon,11

, 

Thi• wu a at · tement talc.en out of 
context and does not mean that theee 
drup produce the tame depl)ndence 
proftle. Jt t, important to note that. in 
making scheduling d8(ll1lon1, all the 
availe.tile hU'orma~on regardfng a 
1ubstmce mu•t be synthesized and 
weighed. The 1ection on dependence 
pro.file found hetein do&e not contain all 
the data DEA relied upon but does 
provide a 1mnmary of some important 
aata and the rationale used by DEA in 
concluding that buprenorphine 
produces moderate phyaical 
depelldence and relatJvely high 
psychological dejlendence. 

Comment: In tlie absence of •uffictent 
data on physical and psychological 
dependence; the DEA mu11t atve weight 
to lta abu1e liability aHe1.ment. 

Answi,r: While some data was lacldng 
regarding the dependence proftle of 
long-tenn ua~/abu,e of hJgh doae 
hupMnoiphine, sufilctent datll ls 
available tor making a determination 
regarding buprenorphine dependence 
(~ previou tectlon on dependence 
proffle). In addiUon, DBA dld not .ffnd 
that buprenorphine ha.a an a.buao 
potentJal con1i1tent wHb Rchedule n. 

Comm,mtt Whether buprenorphtne 
will be eliaible for otftCHUecl UM 
ud• ncently enacted ftdenl 
l..S,laUon j1 not a reJevaat lactol' In the 
ldledulln, "naly1i1 and DBA ened by 
con,iderin1 it. 

An,wet: In the Much 21, 2002, 
Fttlwal ...... ., notice on ~~::-eel 
rule tor buprenorphtne 10hed the 
OBA made the folJowill1 ttatement 
under a 1tfltton 011 cou~uencea of 1h11 
propo1ed rules "The DIA recopizn the 
neecl to expand narcotic tieatment and 
th.I, factor wu I conalderatlon in 
propo•lna Schedule m placement fol' 
bup_renorpbJne. u 

The propoud placement of 
buprena· plllne ln Schedule m wu not 
made on the ba,t. ol m.Jdna 
buprenorphlne product. avaUable tor 
offlce-ba1ed. narcoUa t.reatm.ent. Taken 
out of context we ret:012lize that lhi• 
1tatement co~d p011ibly lead to that 
lnterpr6tadon. Thil ,tatement wa, 
toeailt u a pteamble to expnt1 DEA '1 
concerns ~uding the u,11 ot 
buprenorphlne within the context of 
office-based narcotic treatnumt. The 
DEA does recopize the need to expand 
treatment. A, part of our 1eheduling 
review, DEA did coDlidet the impact of 
buprenorphJne treatment produob utad 
within the context of oftlce-ba,ed 
practice, 

Th4t facton for determfning the · 
placement of• 1ubatance witlrln one ol 
the achedule, of controlled subetancet 
are 1pecUlcally lllid out in Title 21 
u.s.c. B12(b). The manner in which a 
subttance will be II.Md and its 
a.vailabillty to the public are among the 
element. that mWlt be con,ideted in 
determining a aubswice•• actual or 
relative potential for abuse (SH aection 
on abuae potential), The DEA did not 
consider the need to expand narcotic 
treatment u a speclfla factor in 
detenninfng th& placement of 
buprenorpliine under the CSA, 
Certainly the anticipated uae of 
bupr9norphlne for addiction trMtment 
was a point of con1ideraUon in terms of 
ltJ po11ible impact on the 1'8)1tive 
potential for aliu1e, however, tt WH not 
a detennining fatitor. 

Comment: To the extent that DEA 
consid~red the placement of 
buprenorphJne under Schedule m, in 
order to expand acceaa to narcotic 
~atment (81 FR at 13115), DEA was 
required to do a complete an&lyaif of the 
impact of it, propoaal under ilia · 
Regulatory Flexibthty Act (5 U.S.C, 601 
et seq.). Amons othel' thins•, OBA wae 
required to coneldel' the impact ot the 
decf1lon on small hwrlne,aet, including 
methadone treatment p~. 

An,witt: At 11tated prevfoudy, the 
DEA did not propoae plMCement of 
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.... -J>uprenorphtae in Schedule m ln order 
' ·, have tt available tor offtce ba..ct 

Mtmllltt It WU DBA •• anuyd1 of the 
AOton Jud out tn Sectfon 111(0) that 
re11ulted tn the determination that 
bupre11orpldne mould be placed in 
Schedulem. 

With mpeot to the u,ue of poalble 
eoonomta impactt DBA doe, not view 
the placement ota,uprenorphine into 
Schedule m u bavfna • direct economfo 
impact on the anttvitiN of traditional 
natcodctnatmentpropam1.A11 
Schedule m controlled 1t1betance, 
buprenorph\ne will he 14u•Uy available 
to tndltlonnl N"l'l' propemu H w~ll 11 
offtce-bl1&d treatment provlder1. Tu 
mlpatfon of 1tabilizecl patten.ta fto1A 
N'l'P'• to ottlce-bued treatment 
Pl'Olf&lll• will be clrlv .. n matt by the 
a!ffirence1 in the propam tt,quhementl 
and cbatacterl1ti01, The offlce-ba1ed 
Proanm• may be more attractive to the 
,tatiilized pathmta. Aa 1uoh, DEA 1tand1 
by it, ctrtUlcaUo~ that placement of 
buprenorphine in Schedule m will not 
have I lipillcant economic impact on 
i 1ubetantJal number of ,mall buldne,a 
entltfet, 

Commenl1 In ill concluding atatement 
(of the propoaed rule), DBA note, that 

.... -... bupnnorpbine1
1 abute potential aitd 

· ,,tependtn~• rt1lile ,ugeat that there 
may be• · cant abu,e and divenion 

. . · ol the tab eta in the United State,. DEA 
therefore intendl to initlat. action to 
increht reguletoty control, 1hould that 
occur. Thf• approach. however, u 
fundamentally at odd, with the 
approach required. wider the CSA, The 
CSA reqwn11 DBA to make a rea1onabla 
predictive Judginent ~bout I drug, and 
to act proactively to addre., it, As 
Congret1 tecoPlzed.1 the rl1b 
a11oclatad with drug abu,e are too great 
.from a law enforcement and public 
health p&repectlvo to tab a reactive 
posture. 

An,~r: SubllnflUal tableta of 
bupranorphine have not been available 
in the United Stat•. Both the DEA and 
FDA relied heavily on foreign 
experience with tbe.e products and no 
country bu marketed a hJgh dose, 
naloxone-combinaUon pro<luct. While 
drua abu,a and addJctton are universal 
pro6lam11 tho availability of potent 
narcotic phannaceuUcals and hJgh 
purlty heroin in tha United State, will 
likely alter the typ61 of abu,e problems 
e,cperlenced witlihigh doae 
buprenorphine tableta when/ii they are 
approved ff'lr marketing. That fa, on8 of 
tlie motlvaton involve<! in the abuse of 
buprenorphine in many countrlea baa 
been the Jack ot al(ordable. high purity 
heroin and fewer, more reatrlctive 
control• placed on potent narcotic 
analseelC8, At the tame time, na.rootia 

trtatment under DATA will be a 
cona!denble departwa from the more 
,tructured Narcot.to Treatment Ptoaram• 
of the put decade,, Sbould thNt 
producta he approved, they will be 
pre1crlbed by phy•Jcian,, who may not 
have exterutve experience Ja d..U01 
with th.ii patient population, and u,ed 
~y addtail, who &re Jtkely to •butt/ 
divert their medJcationa, Thu activity, 
und• DATA, will occur in the abteace 
of enforceable mlnbnal ltaodarch of 
tnatlllient. DIA believet that thete 
condltiona tncieue the likelihood ot 
divenic,n and abuae olthete producta. 

In llahl of the,e uncertatntie• and In 
colllicferation of all the data relevant to 
buprenorph1ne'1 abuae potential and 
dtpfnldenee capaolty tlie DEA baa 
concluded that Schedule m plactmtint 
and the con,trainta placed on 
phy1foJan, under the Drug Addfolion 
Treatment Act of 2000 (Pub, L, 10&-310) 
will be IUflfotent to cwb 1lgm8cant 
abuN problem,. lliwever. U our 
aueament f• not corttct, the DBA will 
take appropriate action,. 

Comment: The DEA hat not prasented 
an adequate ba1J1 for the propoaed 
tulemlking, Many of the atudie• cited 
by DEA and FDA are not deacribed ln 
1ufftcfent detail, Moreover, 10me 
important informaUon from theae 
atudtea hat not been considered by 
DIA. 

A.u,wer: The propoted rule outlinea 
the baalc laata, Jt providu • brief 
deterlpUon about the acUon be~ 
propoaed, datcdbea buprenorphliie u a 
derlvaUve of thebalne, a partial asomlt 
and it. efflcacy u an analge,!c (with far 
8"~•ter potency than morphine), The 
two NDA, for buprenotphine products 
pending at FDA are menUoned with 
respect to ht!if ng high-do,a .rublingual 
tablets intended for narcotic treatment. 
The notice outlines an FDA review as 
part of an NDA process for the propoaed 
treatment drugs. Greater human 
experlel\ce and new 1Ctenillio data 
prompted a scheduling review by FDA 
that resulted in a DHHS reacbeduling 
recommendation. The DEA considered 
tbb recomm.endaUon and carefully 
reviewed the FDA achodultng review 
document (in matters of soienc<. cllld 
medicine, DHHS findings are binding 
on DEA}. The DEA then conducted a 
final review and, outlined 1n the 
propoaed notice, the lacwrs DEA 
coJUiidered in makins the dec!Jion to 
propo,e Schedule m for buprenorphine 
and all product.a cont.aiwns 
buprenorphJne. Thu wu the ba,i, tor 
thb propo,td rulemaklug. Upon 
1-eq_uett, the DEA dJd provide the FDA 
and DEA review documentl to 
inte*ted partiea. 

In tbi• final rule. the DBA h•• 
included 1ummariN of the data OBA 
relied upon 1n determinlna the •buae 
potential and dependence proftle ot 
bupreno1pbine. How•:rn Ub moat 
reviow document,, •P a dttall• 
about all the 1tuclie, cumot he tiveD. 
Citatlom, however, are provided, 

Thi, conunentator ataled that DEA'• 
1tatement1 ~ buprenoi7n~ne•1 
patbncy with r11pect to morp1 and 
the fact that buprenorpbine II 1 
derivaUve of thebatne haw no beertn1 
on buprenorphtne11 1b111e pottndal. A, 
a dedvaU,e ol thebain•t bu~renorpbine 
WH originally clu,Jft6d unaer tha CSA 
u ll narcotic. T1dl ,tatement wa, not 
made to imp)y 111yth!na with rMpect to 
"bu,e potential, Many 1ubetaw:ei (I.e. 
opiate antaaoni1t1) ue derived .from 
tliebaine and have no abu,e pot1111tial, 
Potency, however, b an elem.ant that 
dlr6ctly alfecta the abu,e potential. Al 
mentioned in an earlier comment, 1 mg/ 
ml of buprtinorphine prod'UCel 
1ubetirmtlal euphoria. U buprenorphlne 
11 marketed in 2 and 8 mg tablets, thoae 
tableta can be d:i11olved In water and 
,bared by aeveral of late 1bu1ett 
(depending on leve of narcoUc 
tolew,ce}. The implication. of thi1 
activity speak directly to the abuae 
poteotial ll'td the pot,ible publla hwth 
rlab a.,oc~ated with •hared injectloD (. 
equJpment. 

--rlie DEA did review and con,ider the 
inlonnatlon in the literature cited. u 
well a, countle11 other 1clentUl0 papen, 
law enforcement and drus abuae dat. 
buff, and law enforcement documenta 
that were not cited, 

Commantt The proposed rule bu not 
adequately detcribtJd thf.t pha.nnacoloSY 
of ilie drug 1ubatance buprenorphine or 
the drug producta that would bit altected 
by thJ1 rule. 

An,wor: The section herehl on abuae 
potential reviews the phannaco)()lical 
profile ofbuprenorphtne. Currently, 
only one buprenorphine product, 
Buprenexe, will be atfecled by thta rule. 
This drug product is an injectable 
Cormulation containing 0,3 mg/ml of 
buprenorphlne. It ia approved for UM 
for moderate to severe pain 
management. 

Two New Drug AppUoation1 (NOA) 
have been submitted to FDA for high 
dose subllngual tabletti, These potential 
addlotion treatment producta include: 
(1) Subutexe, a mono or lingle entity 
buprenorphine product, and (2) 
Suboxone•, a combination product in a 
4:1 ratio of buprenorphine to naloxone. 
The Subutexe and Suboxon~ ND.At ( 
remain pending at the FDA, When/ii , 
theae i,mduata are approved for · 
marketing they will also be altected by 
thia rule. 
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Comm,nl: Many fact, cited by the 

( 
~-~IA and FDA 1n their aoncluaiOJll have 

ND removed from their proper 
,clentiAo context. Thia J1 putlcwuly 
evident in the dMCriptioo of 
bupreno,phine and in the bui• for tbt 
DIA conolu,Jon that bupt11'orpb1n• 
may caute hlab peychol09ical 
clepelldtnClf. 

An,wr: CoiacludJns ,tatement- rarely 
provide detail and, by their nature, are 
brief 1tatem1nt1 naaidina coaclutJou 
that an made ~I all the available 
data. The ~on on bup~noq,Jun••• 
dependen.ct prollJ• herein and pmvtou, 
comm111t1/&111wert reaudiu1 thit lt1ue, 
providt a d.Ued dJ10u,1lon of the 
bani for DBN• conaluatona Nptdins 
dependence pqtenUal, 

Comment: The OBA and FDA have 
not explained why data generated •In~ 
the orfgina! 1chedulin1 action tor 
buprtnorpbine in t 98& would alter the 
orl&lnal concfo.tiont that buprenoq)trlne 
bu a low ~tent1al tor abme and low 
potential ror phy1lcal and p1ycbological 
dependence. 

)I.newer: Tha DEA b11 reviewed all the 
document, pertabrlns to the or:lglnil 
placement of buprenotphlnr in 
Schedule V of Uie CSA. In 198 t, 
buprenorpbJne hydroablorlde 

· · · (Buprenexct) wH approved for u1e ln 
he Ulilted State• u an anal3e,ta. In 
1982, the Aaa!•tant Seeretary of Health 
recommtmded tb,,t buprenoT~ne ~ 
placed in Scbed11b V of the l.SA, Thi• 
NJC6mmendati1.)n v.•u hued on .ftn&s• 
that bupreno,pbJne had an approved 
medic&) UM Jn the United State• and 
that it, abute potendll and depmldence 
ctpactty wa, low and comistent with 
Schedule V placement. The DEA 
publi1hed a propo,aJ to pJace 
buprenorp1rlne tn Schedule Vin 1962, 
Thi• rulemaldns WU fmalJted on April 
1, 1H5 (50 FR 8104) tollowing a hearing 
requested by Reckitt & Colman (now 
Reckitt Bencldaer), the patent bolder 
and manufacbu·or for buprenorphine 
worldwide, The company'• objection to 
the propoaal was baaed on their 
contention that buprenorphine did not 
have 1ufficlent potenUll for abuse to 
warrant Schedule V placement in the 
CSA and that buprenoq,hine should not 
ho claulfted aa a narcotic a, defined by 
the CSA. Data waa provided from 
several countries hioluding West 
Germany; Auatralia and New Zealand 
(where buprenorpbine had been 
available for a limited period of time) 
showins bupnnorphfoe abuse, 
dtvereic:»n and trafficJdng. In addJtlon, 
FDA provided te,tlmony at the 

.. ad.mtni•traUve bearlng on 
--~-- buprenorpbine regardlrtg the basJa for 

their dect,fon to reconurumd &Jhedule 
v. 

In rtviewl~ thi• data, the 1elence, at 
that time, relied heavily on precUnJcal 
etudltt that indicated that 
bupsenorphine bad mln.lmal abU11 
potential uad dependence produclns 
capacity, While Jaebulld'• (1978) 
orlpal olblical abuae liability 1tudy 
wa1 avatlable ud conndered, mon 
weJaht wu pltced on the IIKit that 
buprenorpblne11 part.la! qon!lt activity 
mJUpted th• development of an1 
1erlou, abUl6 problem, and the &.lief 
that thJ, w•• an exceedin&ly ,ale drus 
in overdo,e, Clbdcal u,e In toreip 
countrlu, where it had already been 
approved for marbtJna, w11 UmUed but 
did Indicate th1t buprenorphirie had 
10mt abute l)Otentf ll. However, u 1 
low-doae; hlJectablt formulatJon tor tbe 
trutment of moderate to nvere pain, 
wid11preed uaa .nd availabtlity wu not 
utfdpated, 

Since that time, the uee. 1bus, 111d 
avall1ble data have inonaatd. Clinical 
ex~•nce with verlo111 do11te fonn• 
tor both pain management llftrl 
1ddittion tnalment ii now available. In 
addiUoll, the anticipated use of hiah
dote buprenorphine tablets w1th t1ie 
po11tlbU1ty that they could be preacrlood 
by phy1iclan1 and u1ed in an olftcfl 
based eetling for the treatment ul opioid 
addiction prompted PDA to n•evaluate 
the 1tah11 of bupnnorphJne undor the 
CSA, In ttivlewlog all the available data, 
both FDA and DBA have concluded that 
placement in Schedul~ DI •• a narcotic 
t, the moat appropriate 1thedule for 
buprenorphJne and product. contalnJ.ns 
buprenorphJne, 

Comm,nt: DBA and FDA rely heavily 
on datA colltemi»8 abu,e oi' 
buprenorphJne in foreign countrle,·that 
occurred })rlor to the lntemaUonal 
control of buprenorphine Sn 1989 under 
the 1911 Psychottopfo ConvenUttn. 

An,wer: Both DEA and FDA revtewr1d 
all the ,waJlable data thot addres,ed the 
eight factor, that are used a, • baal1 for 
milking a final scheduJJng decfrion, 
Publi,hed Utorature regarding the use, 
misu1e1 abuse, diverafon and traflickJng 
in buprenorphine waa gathered and 
aaseaaed. Publt1hed data about the 
abuae of any drug often provides a 
wealth of information inclurltng: who is 
abusing it, how 1t fa beins abused, 
source of the dnig and possible street 
prlcea, extent or aerlousneaa of the 
abuse, drug effects, concurrent uae of 
other drug•, and reaaona 1t is ,ought 1md 
abuaed. Much of thi11 Information ta 
timeless and apeab to the ability of a 
drug to produce certain eHeota that 
some humans find pleaaurable, Both 
DEA and FDA conaJdered 
buprenorphine abuae duta within the 
context of regulatory controls, heroin 
aveJlabUlty and purity, and availab!llty 

and \lie of other phumaoeutical 
nucotica, 

Comment: The DBA and FDA bav• 
inadecauately detcribecl the concbttona 
of UN of Subu,exe bi Franc .. and the 
impact ot ,ucb u,e an elthet the 
mortality u1oclated wtth heroin 
addiction or the hqueWly of abuee of 
buprenorphine. It It l\ltertecl without 
1upportina data that the conditlom of 
u,e that wlll apply to Suboxon .. ud 
Subutex•. ■h<»uld they be approved for 
UH in the United State., will inevitably 
lead to lipilicant abun of 
buprenofl)hine. There t• no ducu,llon 
ol bow the prop011ed nao ol Subutax• in 
the United State, may d!&r from the 
u,e of thl, product iri Pranct, There ii 
not an acknowledament in the propoted 
rule that one ol the product, und• 
deveJopment, whlcb 1• not available 1n 
France, contatn1 naloxone to deter 
intdvenou, abu,e. 

An,wer: Buprenorphille w11 ftnt 
marketed in France in 1981 u a Jow 
do,e tublill8Ual tablet (Ard.Utt ctt al •• 
19fl2), Between 1992 and 19931 

buprtnorphf ne wa• identified a1 the 
third moat commonly ap1>41arlng dNg in 
falliftod pn1criptiom in aouthw11tem 
France (Baumevielle et al., 1997), In 
Dec:em.ber 1992, th1t French s<>vermnent 
instituted ■pectat dfapenatng and 
pffl1crlblng procedllffll aimilu to thoM 
i1overnSns narcotic drug■: 
b11pnnorphine waa m.ontto:ted by the 
Fn!lnch Medical A1eoclatlon1 
pretcrlptlon, were requintd to be 
written on a vouohtir taken from a 
counterfoil pretc:rlpUon book that wa, 
apeclflcally deaigl!ed for nartotlc drug,; 
and prucrlpt1on1 could be fllled by any 
pharmacy, but bad to be Ntained by the 
pbannacitt !or tb:tee yean, 

ln 1996, seneral practltionen ware 
pennitted to pre-.::ribe bupnmo!pbine 
sublinsual tablet. (Subutexe, 2 and 8 
ms) tor treaUng opiate dependence for 
up to 28 days per prescription. Thi1 
syatern ot treatment 11 a con1iderable 
departure trom previous pr,,licy. Prior to 
1900, France provided very lJrnited 
treatment with tt:tethadone in rtata-run 
clinics (on a per capita basJa1 France had 
the lowest narootf c treatment of any 
liuropean country), The •})read of mv 
and other commumcabla aiaeasea by 
tntravenoUJ drug users and the 
acceptance of various types of narcoUc 
replacement treatment in other 
countrlea (methadone, morphine, heroin 
and low-dose buprenorphine)1 

combined wHh data ausseeting that 
high-dose buprenorphine wa1 a safer 
treatment drug; set the stage for France's 
new policy. When Subutexe wa1 flnt 
launch&d. the atreet price of an a mg 
1ublingual tablet waa 100 lranct 
(Auriaoombe et al., 1997), More r«:ently 
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(Dm, 1999), the etreet price for 
,----.__ buprenorpbine in Part, wu 10 to 15 
, 'lranCI and wu reported u bein9 eully 

•cce,lib]e on tbe illicit muket. Thi• 
rtclut:tion bl atNJet Pridna tor 
bupr.1orphln1 la libJy the rMult of 
wia•pread avallabWty. by licit aud 
tlltatt ....,, Becau,e of conlinuina 
reporta of lbUM and divenlon, in 
September U191, r11trict:ioDJ on 
ciS,penlhla of bupreno~hJnt were 
tlptaecl to a 7-day 1upply per 
ptNcrlptJOG, 

JnfonnatSon repnllns the uae of 
8ubutex• m Prance com• from a 
variety of IOUl'CII, One of tha ftnt and 
m01t compreb1111lv1 report, wu 
aenented~ bvmulticU1clplinary wk 
force (wor under an apeement with 
the Office oft e Juniar Mhlt.t• for 
Health, the General Health 
Admbmtntlon and Scberlna PJoush 
Laboraton•) and reported on the etrly 
u,e of Subutex• in France, Data 
prMented in the report augeeted tbat 
trafftcklns In heroin and heroin 
overdoee deathl •lrlftcantly declined 
ln. Prance lhlt» Su utex• became 
available (m eatlmated 75 pttcent 
reduction), However, data wo ,bowed 
that Subutexe uae ls aatoclat6d with 
1taniftcant public bellth d1b. The 

,...._, .tollowins point, w&re made by the tt1k 
lorc6: 

.. , , • The wie of ben.zod!azepinn in 
combination with buprenorplrlne 
product. i1 lrequently enctnmtered 
(both 11ell•ieport, ol addJctt and ,tudJea 
have verlfted the bquency of thlt 
combination: about 20 to 44 percent of 
addicta treat.cl with Sub,ltexe alto 
admini1ter benzodiw,pin•>· From 
Februuy 1096 to October 1901, health 
olftciala were aware of 11 death, 
a11oclated with tJu1 combination, 

• Sale, of cyring• remained stable 
deapite the large number, of individual, 
in treatment with Subutaxe (50,000 
buprenorphine-treated paUents tn 1997). 
Addict, reported that they continue to 
infect, often uruahing, di11olving and 
injecting thfrir bupreno!J)hinl!l tablets a, 
well a, other drug• of aliuae. 

• Stll"Vey data indJcated that general 
practitioner, were unable to obtain 
paychological 1ervicea for their patients, 
aa few psychlatruta want to treat 
intravenou, drug users (le,a then 1 
percent of the p•ychiatrlats were linked 
to addiction treatment or had 
experience in lrtiafing addiction). 

• Subutex~ waa divttrted and abused 
by a significant percentage of 
indivicluala receivins buprenorphine 
P.retcrlptione: 12 to 31 pett:ent injected 

•,. ·· _, their own medication and 2 to 9 percent 
~eived multipfo preaorlptiot11 hom 2 
or more phy,iciAnt, 

• Youna abulen, not yet addicted to 
narcotic., were u,h~I buprenorphine •• 
• 

0 1atew1y" dru:.l~• dtane to which 
thl, oecura was ownl, 

Recent data reaardi~ subutex• uu 
In France la provided tiy Tblrion ,t ol, 
(2002), who conducted an analy,t• ot 
11,tee bupr.norphine pmcdpUona 
(written between Sept•ber lbrouah 
December 1999) to determine how 
bupn111orphine wu bel~ u,ed by 
French pnctiUon111. Bj&bty five J)ett:tnt 
of the buprenorplrlne prNCripUou wer. 
written hy a•neraJ practitioners who 
often preacribed for onJy one or two 
patient,, Th• mean dote wu 11,11 mg/ 
day. Twelve percent of the paUenta 
rectived preaorfptions from more then 
two preecrlhert and 43 percent of the 
mafntafned patient, had an uaooJated 
benzodfueplne P*Cription, often on 
the 1ame rreacriptton form, Sixty mit 
percent o th.- p1Uept, had regular 
follow-up, 21 percent had occatlonal 
conlUltationa and 18 percent bad 
devlant nudntentnce treatm.ent (more 
than two pre,crlhen or more than 20 ms 
per day of buprenorphine). The authort 
concluded thet the euy aCCN1 ta 
maintenance lNlttment in France i• 
a.,oclated with a bJab riak of 
buprenorphlne abuae. 

A nwn&et of atudJea have examined 
buprenorphlne-related death, in France. 
In a compilation of the Cllae report, and 
anaJyal1 invoM111 buprenorphine 
overdolei (20 non-fat.al and 20 fatal 
occurrb1s betwean FM»tuary 1998 and 
October 1991 at the h0tpUaJ1 and 
lorenatc Jaboratorio, f n Strubo\U'8, 
Fnnce)t Tracqul and colleague; (1998) 
epeculeted that the hiah do,ege of 
Subutoxe tablets t, Uiely to play a role 
in the OCC\llnnce of accidents in spite 
of the theoreUcal "ceiling effect:• 
However, almott aU caaet involved 
diverted medfoation and the use of other 
p1ychoactive drug,, especlnlly 
benzodiazepinet. Jntravenou1 inJecUon 
of the cruah:ed tablet alto appean to be 
a rl1k factor and we, uaociaied with 8 
death.a and 10 non-fat.al overdoaes, 

kintz (2001) reported an additional 
117 deaths involving buprenorphine. 
Tbe1e fatalities were observed at the 
Institute of Legal Mtldiclne of StruboW8 
from March 1998-July 2000 (39 cases) 
and at 13 other French f oren1lo centf'rs 
from mid 1996-March 2000 (78 cases), 
Eighty twn percent of the cases involved 
males. Needle marb tuggeeting recent 
intravenous !nfec:tion(t) were ohserved 
in about half of the subjects, All but one 
case involved concomitant intake of 
other psychotropic •uh•tances, 
Benzodiueptnn were moat commonly 
lound in combbtatton with 
bupreno-rphln8 (91 cHet). The a1lthor 
concluded that intravenous lnjeotton, 

concomitant u• of CNS clepua1ant1 
(t1peclally btmodluepi•) and biah· 
d011 buprenorpbine lormuJaUon Wirt ( 
rlak facton in buprenorph1ae-uaoci1ted 
lat.liUet. He further conoluded that the 
total number of buprenorp).lne~lated 
cleatbl in France t, p~'Obably. . 
undert1Um1ted due tot (1) The clrua 11 
dlftlcult to analyze ()ow concentration 
and nn readily available immunouaay 
in Fnnce)1 (2) only tome forenaio 
centert napond.ed to the t1ueet1on of 
tataltUee tnvolvtna buprenorphln•: and 
(8) in numero111 caaee, u obviou, 
overdOM (known dn11 addict, pretenee 
of ,ynnae or pacbae, of Subutexe), no 
autop1y ia requeetecl by the police or• 
fudae, 

ff approved tor UH m thei United 
State1, the prMCriptlon ol Subutexe or 
Suboxon .. in an o!ftca ba1ed ,ettiq 
will be a tfprlftcant departure from 
yeara otreai.ilat6d aarcotic treatmtnt 
practice. While t>hy1lcians who want to 
pretcrlbt1 the11 dru&• for raucotlc 
treatmeut mu,t be cerWted by C;SAT 
and can onJy treat up to so optate
dependent patient, at any glven tinu,, 
otlier r,~atory requirement, are leaa 
rettrlat lve than thoae in France, 

The r:1bove data abow I pattern t>f 
in·.,:reaaad regu]etory control meuures •• 
a contt1quence of tncreaalns l•vela of • 
dJvenfon and abuae. lnJectJon ot Iha (, 
Subutue tahl•ta ta , common pracUce 
among treatment client, and 
pretcripdcm data tndicatea tut they AM 
alto utms ~ptnN. Addict.ton 
le • med.teal dlaeate 11JOC1ated with 
predictive behavion that trtnlCend 
nattari.al boundarle,, Even fn the beat 
treatment program,, rteumnt reJaps• 
occur,, A• stated previou•ly, providing 
pre•cdptlon, of narcotic tubetancea to 
known drua abuaert tor the treatment of 
opiate dependence, in the abaence of 
any enlt>rceable treatment irtandarda, l• 
likely to be ~lated with the divenion 
and abuse ot these medioationa. 

Comment: Th8 additional co:otto.1, 
that would be provided by movins 
buprenorphine to Schedule DI Hft not 
described and no raUonale fo provided 
for the usertion that the Drug Addiction 
Treatment Act will nat provide 
adequate aaleguarda for the public 
health. 

Answer: The resuJatory controla for 
thote who handle Schedule m narcotic, 
ere described later in thl, final rule, 
There are tome additional resulatbry 
requirementa beyond what ls required of 
Schedule V narcotics: prescription 
reftU• are limited to 5 refills in 8 ~ 
month,, a permit ii required to export . 
tlds drug. &1.1d both manulactu.ren and 
diatrlbutora muat ftle reports with the 
DEA. For individual• involved in illicit 
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activttt .. , tnfftnklna ~uJtie, and ftne, 
, ,......._ are •~lcantly lacieutd, 
!/ , The~ AddJction Treatm•t Act 
' ,DATA) doe, not have u Impact on 

DIA•• acbeduliq ree~tblUtiet under 
the CSA. The •cud~ criteria and 
procedun1 nmlln uulianaecl Ind 
conthaue to d.lctate tbe rttuirement, for 
the ■chedullq otbu~orphln• •• w•ll 
u auy oth• controllid 1Ubitance. 

Comment: The overwhtlmina 
l<lientiflc and mecUcal eyjdtnc» 
dtmomtnt• ~•orphlne 
1howd not be ulad, 11 
bupmaorpbine it fllehtduled, It 1bould 
not be pl1ced any bJghet than Schedule 
IV. 

An,w.m Both the DIA md the Dims 
have detennhied that the pNpondennce 
of evldentt indJcat11 that 
bupnu1orphtne 1w an abu,e potential 
and depr.ndenct profile conat,tent with 
Schedule m of the CSA, Tbe ■ectton1 on 
abu,e potanUal and dependence proftJe 
and amwen to prmou, commao.tl 
addrett thi, i11ue. 
Caaalulon 

Relying 01\ the 1dentiftc and medical 
evaluation and acbeduJtna 
recommendation of the DHHS in 
accordance with Sectton 2ot(b) of the 

. ...-.~ct (21 U,S,C, 811 (b)), Rnd after 1 
: · uetul comideratlon of all tommentt 
• I ,hd a final, indtpelldent review by the 

·· ·-"OKA, the Deputy Adminiltntor flndt 
th•tl 

1, Bupre~orpbtne hu a potential lot 
abute lM• than the mup or other 
•ubltanct11 in Schedule I and ll. 

2. Buprenorpbtne haa a euttelltly 
acci.)ptecl medical u,e in treatment in the 
Umt8d. Stalel, 

3. Abuae of buprenorphlne may )Md 
to moderate or low phyaic::al dependence 
or hip p1ychological ciependence .......... 
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Youn,. A,M,, Steph••• K,R, Hebl1 D.W. and 
Wood1, J,H, (ttaN). Re1ntorma1 and 
Dilcrtm!naUve 1timul111 propdM of 
mJXH lg(.tniat-antagonflt opioid,. J. 
Phatmacol. Exp, Tli•. 2.19:118-128, 

Zamly, J., Conley, k, 1: GalJnkin, J, (1911), 
Com~a the 1ub)ectiw, p,ychomotot 
and pby,JoloaJcal effect• of 1nttavenout 
bu)Wflnatpbfne ud mo!'e_hlne ~ bMlthy 
voluntNl'I. J Pbarmocol £!t9 Ther. 
211311117-l 107 

Zacny, J,, Uchtor, J.L., 'l'bapu", P,, Coalaon, 
D,W, P111UU1llna, D,, Thom~. W,IC. 
(1094), r.ompulns the •ubJeCtive, 
p1ycbomotor ud pb,-lologlcal .«.ct, of 
lntr.ver1ou1 butorp~nol and morphine hi 
bMttby volunt11en, J Pharrnocot Exp Tbet. 
210:579-588, 

ztlm D,H,, Sellen, E,M, (1978). Tbe 
quantitative iueatment of pbyidw 
dependence on opiate.. Drus Alcohol 
Depelid, S(8):-tta-21t. 

Rnplatory lleqwhnlenll 
Persons who manufacture, distribute, 

dJspenee. import. export, ,tore or engase 
in reseattlh with bupronorphf ne muat 
comply with the fullowlng regulatory 
requirement,: 

1. Registrotlon. Any person who 
manufactures, dJatributes, dlatleiues, 
imports or exports buprenorpbine or 
engages in research or conducts 
instructional activities or chemical 
analysis with respect to this substance 
mud be registered to conduct auoh 
aativitie• in accordance with 21 CFR 
part 1301, Thaae individuals who are 
currently regtster&d to handle 
buprenorphine ln Schedule V may 
conUnue activities under that 
regi1traUon unUl approvod or denied 

~ltradoa in Scbeclui. m pNWided 
111ch ftll,trent bu Alecl III appltcaUoa 
for l'lllirtratlon in Schedule m-with bBA 
on or Wore Novembtr e, 2002. Any 
penon. not currently Nat,t.red 111d 
piopoaiq to enpat In 1ucb activtti11 
may not conduct ICtlviU.. wUh the 
1ubltance until properly resutered in 
Scbedulem. 

a. Stcurlty. Buprmo~• mwt be 
manufactured, cUltrtbut:.d ud etored in 
accordance with 21 CFR 1301,71, 
1301,?Z(b), (c), and (d), 1301.13, 
1301,?4, 130t,75Cb) and (c) ad 1301,18, 

3, Labelln1 and po~n,. Products 
manutacturecl, diltrtbutecl or ~•eel 
before October 1, 2002 uul labeled u 
Schedule V may be dbtributed and 
dhp•ued unW April 7, aooz. Product, 
manufactured, cliltrtbutecl or cller,enatd 
after October 'I, 2002 •ball comp y with 
the requirement of 21 CPR 1302,03-
1302,01, 

•· Innntory. R6ptrantljoa•hls 
buprenorphlne aro require to take 
invento~:,'11.Nuant to 21 CFR 1304,03, 
13lM,Of 130f.U. 

5, R11Cotd1 ond r.port,. All r~1bant, 
muat keep record, and provide tepartl 
punuant to 21 CPR t30f,03, 130f,Of, 
13lM,21-13IH.25 and 1304,33. 

8, Ple,crJpUon,. All pretoription, lor 
buprenorplrlne or preacriptton1 tor 
product, r.ontaJnlna bupK1,norphJne an 
to be t,aued punuant to 2::l CFR 
1308,03-1308.07 and 1308,21-1306,28. 

1, lmportatlon and B1tporlatlon. All 
importaUonandb=~ortaUonol 
buprenorphf ne I be in complfance 
wiih 21 CFR part 1312, 

a. Criminal l.Jab/lity. Any actiyjty 
with buprenorphfne not ~utbortzed by, 
or in violation of, the CSA or the 
Controlled Subatances Import and 
E,tport Act or the Narcotic Addict 
Treatment Act ot 2000, aball continue to 
be unlawful on or after Octoh.,r 'I, 2002, 
except 81 authorized in thia rule. 
Regulatory CerH&11tiou 
Hesultllory Flexib11lty Act 

The Deputy Adminiatrator hereby 
certilies that this rulemaldng baa been 
drafted in a manner consistent with the 
princlp1ett of the Regulatory FleJdhHity 
Act (5 U.S,C. 605(b)). It will not have a 
significant economic impact on a 
auhlltantial number of 1tmall buainea1 
entitiee. Duprenorphine ie already 
controlJed under the CSA. Jndh1i:luals 
who are currently engaged in activities 
with buprenorphine are already 
registered to handle controlled 
subatanoea and are aubject to the 
regulatory requirement, ol the CSA. 

Executive urdet 1:1886 

In accordance with the provhion• of 
tho CSA (21 U.S.C, 811(a))1 this action 

.. · dt C,.t f td t ~rn Jnforl!lfltton syate1111 for M1crofl lMfnt and J· .... _ 
TtHt Mfcroeraphtc fNgee on th le f I l111 ere •~curate reproductfoM 01 rec:or ver ':-ctt of th& AMrfcen National stenderdt Jnatftute 
were flllltd fn th• rttUL,r course of bu•h~••• The ~tfogr&pttf,!:..~r~tsta ;:i•,t!,::~han thh Motl ce it ts due to th& quality of the 
(ANSI) for archival mfcrofHM. N0TICl!s If the fflllllN 1'11199 e""'-.e •• e ... ' 

doc~t befno fHMed. 1Tnu. bfVC>A¼~~~ \¢\~)~~ 
Operator'• Signature 

"··· -
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it • formal rultmekln1 "on ta.. recotd uy ltltt to ento1e1 u, o~ J1w1. 
/ ~Wl!t.v lor • ~." Sucb AccordlnaJy, th1I rul1maldn1 doe, 1.U>t 

,: ~-.; •• comucted plUIU&llt to bav• W..Unn bnplkaUon, wananUn1 
' he provfa 0111 of a U.S,C. HI and H'i', the application ,:,f BxecuUve Order 

The Deputy Admlmttrator certlftel that 13132, 
tbie proOOHCI nslemlldna bu been Un1unded Mandote, R,1orm Act 0 1 i 905 
drafted In accordbce with the "' "' " 

L~~1m!;. ~ec:d~88tLt the ~t:r-iu:: ~: .. ~?:!t::lt in . 
tbl• II not• IIPlftcant ~ trlbtl aovenunente, ln the ._....lt, or 
ICtioD. Tbelefon, tbll ICtlon bu not by the private uctor, of 1100,0001000 or 
bta reviewed by ti. OJftce of DlON in eny OU year, Uld will not 
Mua11••t and Bu• 11pl&antly or uniquely llect amall 
Buprenorpblne ii .ireidy co•trolled aovemment", Therefore, no action, were 
una• tM CSA, ladlvtcluale wbo an deemed noeenary under the provtaluu 
cuneuUy -...«\ iA activltl• with of the UrJunded Mandate, Reform Act 
bupmu,rphine n alnacly ,..Sltered. to of 1995, 
iw.dle conttolled. 1uhltaacee wt are 
,ubfect to the ftllWllory requirement, of Smal1 l'uslnn• Re,ulatory Bn/ott:11m1nt 
1ho C"SA, PalMflr Act of t9H 

Jl>.tHJutlw Ord« 1. J888 Tbil propo1ed rule u not a major rule 
Tim pro~ 111U)atioJl meet. tht u deftned by Section 804 ot the Small 

1pplicab)e ,tandarcf. ,et forth tn B111lnea Regulatory Batorcem.mt 
Sectfon, 3(a) and 3(b)(2) olBxlklllUYt Fatmeu Act of 1998, Th11 nlle will not 
Order 12088 Civil Ju,tJce Relotm, reault In Ill annual err.ct on the 

economy of $100,000,000 or more; a 
Bxecutiv. Otdet 1.3131 major increue ln coat, or prlcet; or 

Th1t pro~ rulemaldna ctoe. not 11plftcant ad vane effect, on 
prMmpt or~ uy provuJon of tompetltil>li, employment, lnve,tment, 
,tate Jawi nor doe, it lmpoae productivity, bmov1tSon, or on the 
tnfol'Cltment N1poD1!bU1tiet on any ability of United Stttea-baled 

baMd comPIJllN ia domeetlc wt 
export mar\et,, . 
LIit of Sul,flc1I &• H en Part 11N 

AcbnJnlltratJve pracdm and 
procedure, Drua tialaa control. 
Marcotb, Prelcriptlc,n clrup. 

Under the euthodf.y veetecl in the 
Attorney General by 1.&11 2o:J(a) of 
the CSA (21 U.S.C. 81 l(a)), ud 
deleaattd to tbt Af~tor of the 
DllAby the Dtput.mtnt of Ju,tlce 
NtulaUou (21 CFR 0.100),ancl 
reclelepted to the Deputy AcbmnSltntor 
punuant to 28 CPR 0.10., the O,UiI 
Admlmltrator htttby amend, 21 
part 1308 11 foUow,i 

PAAT 130l--{AMENDEDJ 

1.Tbe authority oltatlon for 21 Ql1t 
put 13011 contlnue1 to read u follows1 

Aatli-:ft,t :u u.s.o. au. ,u, 111 n,) 
unleu otberwtn noted, · 

2. Section 1308,13 u amended by 
revb'iins par.graph (e) to read a, follow11 

11aoe.11 .......... 
• • • • • 

(e) Norcot(c drup. UnlM1 1peclflcally 
excepted or unless Utted In another 
schedule: state; nor d06I it dJmia!•h the power ol compamea to compete wJth foreJsn-

/·-- \ (l) Any matmal. com~w.,d. lbhtwe. e1 preparation conlaintng any of tht foll«rwh\1 narcotla drug,, 01' their aalb calculated u tM tr.. ( 
mhydrou1 bMe or elblo!d, Jo ltnuted qua1Uitlet u Mt forth belowi 
(l) Not more tbu t.l pa..,. t\f codeht• ~ too mUlillt_.. at not man tho 90 mtl1fgrazn, pet d01&1• unU, with ,m equal or 

rm-::.'!::'~!~ =:,u;;.~~ ~'r:1mruw~ .. ;·~;·;;;·~·eo";;;.~·p;·d~~ .. ~-·;·;i,h·:;;·;·;;;; 
,:i~::a=-~ ~;.!:.':,t.!r~~~o~=~~~,·p;·1oo';uiii'ii;;';"~;·~·~·1s";iiu~'j;; 
~ unit. with I lourfold ot pter _quantity t,f an hoq:r!.un. alk.Jold of opium "'"'"'"'"'"""'""'"""'""""'"'""""'""""""' 
(tv) Not mOl'8 tbaa soo JldWs,aru al cllbydtocodmnoo• (bydroc:odoM) per 100 millillt1u. DI' not mate than 15 r~ per 
~ unit, With .,.,. ot ...,,. uctlve n~aarcotlc hlflredl•ntt in recop&.d thmpeulic illiounts ........................................ ,., ... .. 
M Not mora tun 1.& .-. of cllhydiocodehu1 pw 100 lrlilWften or oot mare the 90 milligram, pfll' dotall• unit, with Ol:MI 
or nMft actlv• n•narcotlc ~•nb bl ~llitd th .. ,eutlo amount. •U1.i11u11uuu1uu11•uuu11uu .. uuuu111 ..................... , ............ . 

'•1) Not mew. tbQ 300 mllUaram, of et.by1m0f'J)bba per too aillliUt.-. ot not more thin 15 millipama per di.)-a• unit, with 
onie or more act.Iva, 1tit111i~tlc ~grec:Henta bl .-.c~ therapeutic amounta ................ , ....... ..,, .... , ................. ,1 ................. 11 .... , •• , 

(vil) Not more than ISOO mil11lffllll of opium P• 100 milUllted or per too gram, or not more than ZS mil.U,.am, per do111e 
unit, with ou• or more ac:tlve, nonnatcoUa i11grecH1mu in recognized thitlpeutici lbl0\Ult1 ......................................................... .. 

9803 

9804 

9105 

0808 

9808 

9809 
(viil) Not More than So milligram, of morphine p.- 100 mtllllllen ot p• 100 p.me, with one or more active, bottnatcoUa ln-
arecltmb in~ th .. peutt.c amounta IIUhlUtll••··••11u,1111u••11•111u111uou11u1uu1u .................. ,.u1•11u1,u1•u•11111,11u11uu1111111uo1u1uo11• 8110 

{2) Any mat.ill, compound, nrlktute, ttt prepmtton contehdi)g any of the following 11arcotta dtus, ot theft wt,, u tet &ttb below: 
(l) BuprtDC)j.pbli1e ••••• .. , •• ,., ••••••••••••••••••••••••• , ••••••••• , ••••.••••••••••••••••••••• ,, •• , •••.••• , •••• t,.,,,t,, •• ,, •••• ,., •• ,, ••••••••• , •• ,, •••• , ••• , •• , .•••• , ••• , ••.•• ,.,., •••••• ,.,., •• , •• ,. 0064 

(ii) (RMerved,) . . . . ~ 

3, Sectior11300,15{b) ia revised (t.' 

read a■ tollow,1 

11308.15 Sclhedult V, 
• • • • * 

(1) [Reserved) 
• • • • * 

Dated: October 11 2002, 
Job B, Brown, m, 
Deputy .A.JmlnJ,tmtar, 
IPR Doo, 02-25293 Fil0d ,o-4-021 8:4& am) 
llt.Ulil8 CODI! .(,4j....,, 

bEPAATMENTOFTRANSPORTAn0N 
Federal Highway Admlnlairdon 

23 CFR Part 4SO 

[FHWA Doclcei No. FHWA-2001-1.,._] 

RIN2121-AW 

( 

(b) Na.rootic dnis,. Unless apecillcally 
excepted or u.nlMt listed in another 
1r.heduJe, any metarlali compound, 
tnixture, or preparation containing any 
of the following narcotic drug11 and tht..lr 
salt,, u 1et forth below: 

u.tropolltan Tran-,,ortatlon Planning (_ . 
and PrQ£!1'&fflmlna · 

AOfHCY: Federal Highway 
Admhuatration (Fl-It.YA), DOT. 

I 

J 

J 



Fecleral ...... ,vot 66, No. 159/Thursday. August 16, 2001/Rules and Regulations 

DI.PAJITMINT 0, JUITICI 

(/~ ._ll'NIIIIIM AdMlnletndlon 

~1 Cl'llhlt1NI 
(OIAICllflJ 
11111 1111-,lAII 

..... ofQonlrolled ......... , ....._11 of DlchlonlpMMzoM Into ......_IV 
11411NC'Y: IOrua Bnforcement 
.4.dm1nf.ltnUon (DIA). Department of 
J111tlce, 
AC110N: l'lnal rule. 

resnnffl'Y: With the luuanoe ofthts ftnal 
rule. the Acti'!I Admtn1atrator of the 
OBA apeclftoally llat, the suhltance 
diohlonlphcmazoile, lncludlna f ta salts, 
laomm. and wta of laomera In 
Schedule IV of the Controlled 
Su~ Act (CSA. 21 U,S,C. 801 et 
aeq.). Aa • re,ult of tht• rule, the 
reciulatory control• and crtmbw 
IIUlctlons of Schedule IV will be 
applicable to the mantlfactun, 
dlatrfbutlon, dtapen1tna, lmportatlon 
and exportation of dlcmloralphenazone 
artd produata containing 

. ,.,.-,- _ dtchloralphenazona, 
( \FF~fM! DA'IE Bffectlve August 18, 

l001, 
POii ....,_ NIOIIIIA'l'ION CONTACI': 
Prank Sapienza, Chief, Drug and · 
Chemical Evaluation SecUon, Drug 
Enforcement AdmtnlatraUon, 
Waahtngton, DC 20537, (202) 307-7183. 
8UPFLBIEHl'MY ltFORMA110N: 

Wlaat la DkmloralpllenuoaeT 
Dlahloralpbenazone (alao known ns 

dtcblonlanUpyrlne) ls a compound 
containing two molecules of chloral 
hydrate (2,2, 2 .. tr1cbloro-t 11-ethanediol) 
and one molecule of r.henazone (1,2-
dthydro-t,5..dtmethy -Z•phenyl•3H· 
pyrazol•3-one): CAS No. 480-30-S, 
Dfahloralphenazotte is a sedative 
typically u,ed tn combinaUon with 
laometbeptene mucate and 
ac:ti1tamlnophen In formulating 
preterlptf on pharmaceuticals for the 
relief of ten11on and vucular headaohea, 
When dlchloralphenuone 11 
admtnt1teNd or placed In an aqueous 
aoluUon (a llqutd preparation of any 
aubatance dlaaolved In water) It 
dtaaoclatel to form chloral hydrate and 
phenuone, 
Why It DIA llllaJn1 Tldl Rwemaldqf 

I 

1.1 .1 Schedule tv controlled aubetancea are 

L 

.. __,ft,ted in 21 CPR 1308, 14, Section 
1308, H(c) llall •o depreuanu, 
lncludJng chloral hydrate, that are 

Schedule IV conuolled subttance,, The 
tint aentence of:11 CPR 1308,H(o) 
,t.t• that the cateso~ of Sohedule JV 
depressant• lnclud11 '•Y material, 
compound, mbtl.ut, or prepanUon 
which contalm any quantity or• the 
aubatancea ltated tn the MCtton, Since 
dlchloralpbtnuone la• compound 
contatntn1 chlonl hydrate, it It llkewl,e 
a Schedule IV dtpNIIUnt, 

Slnae dlchlonipbenazone ha• not 
been ncogntr.ed 11 a compound 
aonta1nln1 ohlorll hydrate and 
confualon bu extitecl wlth ngard to ltl 
control atatua, the DBA publlahed a 
proposed rule In the Ftkltral 1..-.r on 
December 11, 2000 (85 FR 77328) to 
:tre,,ly llat dloblonlpbenazone u a 

edule IV deprettant. Thl1 propONd 
rule provided 80 daya for co~entl, 
Wero Then Ally Commenta leprding 
Iha Propoeed Rule? 

The DBA received two comments 
regard.In& the propoaal, The Healthcw:e 
Dlatrlbutton Management Auocf atlon 
(formerly the NaUonal Wholeaale 
Druglsta' AtaoclaUon), whoee memben 
operate over 200 dtitrlbutlon centers 
tlirouahout the U.S., requ.eeted an 
addtuonal 30 day• from the dat• of 
publlcatlon of th1a ftnal Nia to comply 
with aecurtty, Inventory, recordkeeptng 
ud reporting, and tmportlng and 
exporting requJrements for the handling 
of cUchloralphenuone. They felt that 
moving dlchloralphenazone from an 
uncontrolled atatus to II controlled 
statu1 required 1ystem and operatlonal 
obangea that could nc:,t b& implemented 
lmmedtately upon publlcatlon of thts 
flnal rule. The DBA bu no objection to 
the additional 30 day, and f • 
Incorporating thts cliange Into this ftnal 
rule, 

Blan PhannaceuUoala, manufacturer 
of Midrln• (a prescription product 
contaJntng faometheptene, 
dlohloraJpheriazone and acetamfnophM 
marketed In the U.S. for over 30 years) 
commented that federal and state 
authorltlea have not regulated 
dlchloralphenazone as a Schedule IV 
substance, phy1Jolans and pharmau::f&ta 
have not treated Midrin• u a controlled 
drug product and major drug 
compendium• (Phy,lt:Jon', Did 
1l11feN11ce, Merc.k lnd•N, Dru& Foct, and 
Coa1poiuon1) have ri.ot Identified 
dlcbloralphenazone or Mldrln• u a 
controlled tubstanoe. In addiUon they 
noted that the DBA tnterpretatlon that 
Mldrln• la a l<lheduled drug would 
likely affect presarlblng 11racttce1 and 
ral,e DBA regf etrttlon, JabeUng, 
recordkeeptng and reporting fuuea and 
create conluaton among practiUonen 
and patient,, Further, Blan voaea that 
there I• little evidence that Mtdrln• or 

any other dlohlonl~henuone DrOCluct 
bu been mtsuaed, abused ot dfverted. 
Th• DIA ncetved a formal nqueat from 
Blan PbarmaceuUcal, for an exemption 
for Mtcldn• u an exempt non-narcotic 
pretcrlptton product. That requeet wlll 
be evaluated aooordtna to zt CPR 
1soa.at. 

Tba DIA t, aware that 
dtchlonlphtnazon1 and producta 
contatntna thlt aubltance have not been 
Identified or treated u controlled 
aubetancu. The determination that 
dlchloralphenuone l~ a controlled 
1ubetance I• baaed, hl part, on ill 1tat111 
111 a compound cnnta!ning chloral. 
hydra ... In addtUon, numerou, drug 
abUM em.eraenoy room epltodea have 
lnvolv&d Mldrln•. The DEA\ haa made 
eVflrY effort to reduce any aonfu•lon on 
the ~ of handlen of 
dlclilonlphenuone or prod11ota 
containing thlt aubetance and cb01e to 
expreuly Ult thl1 1ub1tance tn order to 
eUmtnate co11fuaion. The DBA Invites 
any other compar. y to aubmlt a formal 
NQ.Utlt for an exempUon from Schedule 
JV '91Ulatlon for any 
dlcbloralphenazone 8:r.,duct. the data 
,ubmttted under U 1308.31 are 
evaluated to detmntne tf nab an 
exem.ptton la warranted. 
Wlaat a.plalory btuinm• .. WUI Be 
Applied to Randi..,. of 
Dlchoralph1nuo111? 

Penons who :manufacture, rltstrlbute. 
dlspeme, lmport, export. store or engage 
In research with dtchloralphenazone 
must comply with the following 
regulatory requirements: 

1. Reslittatlon. Any peraon who 
manufactures, dlatrU::iutas, dlspensett, 
lmporta or exports dlcbloralphenuone 
or l)ngagea tn research or coT'lduota 
lnsttu.oUonal acUvttfas or chemical 
analyaf1 with respect to this preparaUon 
mu,t be restatere<I to conduct aucb 
actlvtUas fn accordance with 21 CPR 
part 1301. Any person who 111 currently 
engqed In any of the above actlvttlea 
must aubmlt an appllcaUon for 
regtstratlon by September 11, 2001 and 
may continue their aotlvf Uea untll the 
DBA hu approved or denied that 
application, 

2, DJ,po,ol of $lDr.'"· Any pel'IIOn who 
elects not to obtafn a Schedule IV 
reg!stratlon or la not entitled to suoh 
regf1tratlon muat surrender all 
q_uantltles of 0UIT8ntly held 
dtcbloralphenazone In accordance with 
procedurea outlined In 21 CPR 1301,21 
on or before September t 7. 2001, or may 
t:ranater all quantlUet of currently held 
dlchlonlphenuone to a penon 
N9fstend under the CSA and 
authorized to poueaa Sclhedule IV 
control subatancea on or before 

I 

J 
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September 11, 2001, 
l>Jchlonlphen.110111 to be lllft'tndend 

1 ~to DBA mut be 11.tted on • DIA Porm 
· at, ••JnwntcrY of Controlled Subatanoee 

Sw:renchncl for DNtructioll,0 DBA 
Parm 41 and lutNcUo-,a call be 
obtained from the D9lltlt DIA oflloe, 

a. &tcudly. DtcbJonlphenuone muat 
be manu.faatund, diatrtbuted and ltored 
in ICCOtdance wlth 21 CPR 1301,11, 
1301.72(b), (a), ud (d), 1$01,13. 
1301.74, t:tot,7S(b) and (c) and 1301.78 
after September 17, 2001. 

4, LaWtn,and ~. All 
COIDID8l'Clal contafnen ol -
diahlonlphenuone that are pacbaed 
on or after Februaly 12, 2002 mult have 
the appropdate Schedule IV labtlina 
anci panbglng u requlnd by 21 CPR 
1302,0S-1302,07, CcimmerclaJ 
contalntn of dlchloralphenuone 
~ befort February 12, 2002 ed 
not meettna the requirement, ,pectfted 
bl 21 CPR 1SOZ.C)3-1302.07 may be 
d1'trtbuted unUI May 13, 2002. On at&d 
after May 13, 2002 all conuaerctal 
contalnen of dlohlonlphenazone must 
beu the CIV labels u apecffled in 21 
CPR 1302,03-1032,07. 

s. lnnntoiy. Reafltranb poaN81lng 
dtchlonlphenuone ate required to take 
fnventorlea punu1111t to 21 CPR 130,.oa, 

,..-----._ 1304.04 md tsfM.11 afttr September 17, 
12001. 

1 
: &. Record,. All regt,trant, muat keep 

·· -·, records pumwit to 21 CFR 1304,03. 
13O,t.cK and 1304,21-13CM,23 after 
Septemb&r 11, 2001. 

1, PratlCdpUon,. All preacrlptlon1 for 
dlchloralplu~n,11,ione or plelCrlptlona for 
product,. aontaintna dlchloralphenuone 
or p~.arlptlon• for product, containing 
dirhlonlphenazone ue to be lasued 
punuant to 21 CFR 1308,03-1308,06 
and 1306,21-1306,28, All prescriptton1 
for dfcbloralphenazone or product, 
contalntna dlcbloralphmw:one laaued 
on or before October 15, 2001, tf 
authorized for reflllfng, shall, 11 of that 
date, be limited to five nfllla and shall 
not be refilled aller Febtuary 12, 2002, 

a. lmportaUon and BJtportatlon. AU 
bnpomtlon and exportatton or 
diohloralphenazone shall lHt tn 
compliance with 21 CFRpatt 1312 after 
September 11, 2001. 

9, Crlmlnol Uablllty, Any activity 
wfth dlohlorelpbenazone Dot authorized 
by, or ln \•iolatlon of, the CSA or the 
controlled Subttances Import and 
Bxport Act 1hall be unlawful on or alter 
Aup 18, 2001. except u authorb:ed In 
thtt rule. 
l.epl1tory o.rtHlcatlou 
. n.1ulatory Fl,udbllity Aot 

· ....... , The Acting Admlntstrator hereby 
certlflet th1t tht1 rulemaktng ha, been 

dnfttd 1n a mmner comlltent with the 
pdncrlpl11 of the Reaulatory Plexiblllty 
Act (5lJ,S,C. 801 et HfJ,), It wUl not 
have a •lanlftcant economla Impact on 
• ,ubttanUal number of 1m1.ll bulneu 
enUU.. Molt hudltn of 
dfahlONlphenuone or preacripUon 
product, containing tbla 1ubttuct are 
alleldy reglltered to handle controlled 
1ubetancu and are aubject to the 
reaufatory requtnment, of the CSA, 
Bx,cufJvo Ord,r uas, 

The AoUna Admfnlatrator fw:tber 
ctlt&fles that tbfa rulemaktna hu been 
drafted In accordance with the 
prlnotplet In BxecuUve Order 12886 
MCUon 1(b). DBA bu detennlned that 
thla la not 1 1t1nlftcant ru1emakJna 
action. 11iel1fore. tht1 action ha• not 
been nvtewed by the Office of 
Manapment and Budget. 
llJtlctdlw Otd,r 13188 

Thia ••tton meet, the applicable 
ttandard, set forth tn sectlona 3(a) ed 
3(b)(2) of Executive Order 12988 CMI 
Juatlce Reform. 
Bxecutlw Otd,r 1:tua 

Thia rulemaldn1 doe, not preempt or 
modlfy ey provliton of it.ate l1w1 nor 
doe, lt tmpON enforcement 
reepon,tbmuee on any state: nor does It 
dfmtnJ,b the power of any atate to 
enfOMe ltl own laws, Accordtngly. thf.1 
rulnnakfng doe, l\t>t have faderalllm 
bnpltcattons wmanth1g the appllcaUon 
of Bxeoutlve Order 13132, 

Unfur,dsd MandatM Reform Act of 199/J 

Tht• rule wUI not result tn the 
expenditure by Slale1 local, and tribal 
aoverumenta, In the aggregate, or by the 
private MCtor, of $100,000,000 or more 
tu any one year. and wm not 
aignfflcantly or uniquely affect •mall 
government.I. Therefore, no action• were 
deemed neceaaary under the provutona 
of the Unfunded Mandates Reform Act 
of 1996, 

Small Bu1Jm111 Resulatory Bnforr:t1m1nt 
Falmt111 Act of 1908 

Thia rule l• not a major rule u 
defined by Section 804 of the Small 
Bwineaa Regulatory inforcement 
Paimeu Act of 1998, 'lbl, nde wm not 
result in an annual effect on the 
economy of $100,000,000 or btore: a 
major lnanue In costs or prtcu; or 
efpiftcant advene effect, on 
competition, employment, lnve1tm.ent, 
~~ctMty. luovatlon, or on the 
ablUty of United Statea•bued 
com~let to compete with foreign .. 
bu4kl companlea In doniottlo and 
export markets, 

Plain Lan,ua,, ln«rr1cUon1 

The Dru& Bnforcem.ent ( 
AdminiltnUon maktl every effort to . 
writ• clearly. Uyou have ~lom u 
to bow to im~• the oladty ot tbll 
rttulaU0.11, call or write Patrlcta M. 
Good. Chief, Uabon and Poltcy Sectton. 
Oftloe of Diversion Control, Drq 
Bntorcemeat AcbrdnlttraUon, · 
Wuhlnatou, DC 20531. telephone (202) 
301-1201, 

LIit of SUjlctll in 11 QT& Part 1111 
AdmlntltnUve pnct1cre and 

pl'OC:fMlule, Dru1 traffic control. 
Narcottc,, Pnaarlptton cbup, , 

Und• the authority vested in the 
Attorney General by Hett~ 201(a) of 
the CSAJ21 u.s.c.811(1)]. and 
delepte to the Admlnlltntor of the 
DBA by the Department of Juttce 
naulattom (21 C'J1R o.too), the Acilna 
Admtnlstrator hereby rules that 2t Q1R 
part 1308 be mended u follow,: 

PART 130l-{AMIHDEDJ 

1. The authority clt.atton for 21 Qi'R 
put 1308 aontlnuet to •du followa: 

Amll.tlyt at u.s.c. et 1. au. a1t(b) 
untt,a~ .. nobkl. 

2. Section 1308,14 t1 mended by 
redet~Ung tha axi1Ung ~pha . ( 
(o)(tS) through (cX49) u (oX18) tlirougb .... 
(o)(SO) and by addJn1 a new paragrapJ:i 
(c)(15) to read u foUowt: 

t1•1• ..... IV. 
• • • • • 

(c) • • • 
(15) Dfchloralphenazone-2467, 
• • • • • 

Dated: Aucu,t 3, 2001. 
WIIU..B,&aapldm. 
Aotln, AdltllnJdtotot. 
IFR Doc. ot-201578 Filtd e-ts-ot: 8:-45 em) 
...... CODl .. 1 ..... 

DEPARTMENT OF JUSTICE 

Drug Enfol'Clffllftt Admlnlltratlon 

21 CFA Part 1310 
(DIA-1MPP) 

RIM tt 111-AMS 

u.ted Clwnlcall: EatablllhlMnt of 
Non.,...,laled Tranwtlonl In 
Anhydroul Hydrogen Chfortdl 

MMttt: Drug Enforcement 
Admtnbtntfon (DBA), Ju,tice. ( · 
ACnON: Pinal rule conflrmaUon. ,, -----------
IUlltWIY: Bffectlve October a. t 008, the 
Comprehenatve Mathamphetamlne 

Ttte ■fcrotr.,,hfo f,,..,.. on thlt fll• ,,.. aewr•t• reproc:btf one of recordl •uwred to Nodtrn lnfo,-tfon IYlt• for •ferofflMfnt and J 
Wrt fHlltd. '" tht rttUl•r OtMJr•• of butfnfft. Tht pfiotoeraptif c proceH ... t, 1tendlrde of tht AMtrfcan Natf wl StandaNM ll'lltftutt . 
(ANII) for 1rehfval Mft'f'Ofll11. MOTlCEt lf tht fflllld flllt ~ ,. lt11 lttfblt than thf• Nottct, ft •• due to th• qualftv of tht 
doNMnt bet no ff lNd. t-,... t'-. .~ \v--.. 

J::p,.,, ff;;~~~ lcl~JD3 

J 
~ ...._ __ ..... ~ 
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Wednesday- March 12th, 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 
two drugs which have been rescheduled by the FDA and the DEA. We 
are now including these in the North Dakota statute to place them in the 
same schedule in which they have been placed federally. 

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

Page 3 Line 12 places dichloralphenazune 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. 
Exec:utive Director 
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