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gg74ym%$%®mﬁ‘ﬁﬁw%ﬁ¢ﬁﬁm5n
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BELELE, TuraARSOUBERRIBITIAT SV
JWVvT 4 v DEEMEFEE L EYnEFREX I r s 2
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EETOHMIZ. 7T RH LU LAFBTHERICE
Motz (p = 0.0025, uF 5 7HE),

B DRER+5 (OXIQERHT) :

Ok 24 BEREILAN O ISEREIREE (0~10) S AFIBEFRTIOMEIC
HART2 RAVFUEETLTWRWER 3 BERLEEE,
OEBED I DERREOEELBMBBEIL R > 125 A,

a FHEER —
W10 TSHRE e
) 1t
ﬁ *l\\_h_._\____l_‘
0.8 h
0] s
2 Ny
3 0.6 7 e S
5 |
ﬁ 0.4 :
ﬁ p = 0.0025(A%S 5 &%)
m 0.2 7
0.0 4 T r r r T T T T - T T T
0 7 14 21 28 35 42 49 56 63 70 77 84
e A LR B (R)
(X % & )
1. $EfE{ER

TTVINT 4 E, TR Ty PROTHFITBY
T, ALFRIE, Bk, ERER BRI E R ERE

ELTAVWEWTRORRIZBWNTY, TALERI VA
S DPORWERSRERLED, TV I VT 4 Ui,
FEFA FREEIEAL, PRMEROBRLCERE
?ﬁ#é:&ulbﬁﬁ%%%%ﬁ?é&%zgnfw
. ER#E (in vitro) 2
ZRBEAGRBROBR, 77V VT 4 vide MR
Zp (2a—) FEFA FREKICH L TK;=0.16 nM,
k (By) FEFA FZEMEIC L TEK;=0.060M, §
(FNE) FEFA FZFEERICHLTK=1.79 M RV
ORL-1 (A A4 FZEEEE 1) ZAEICH L TK=15. 44
oM OFFEZ R U, 72, BEFEERBROBR, 77
VINT 43 MBEZ u VA FRERITRL
T ECyp=0.76 nM, kA 44 FZEMEITH LT EC,>
20,000 nM, & FEFA FREMEIZH L T EC;,=52, 458 nM
R OORL-1 2 ARIZRT U T EC,,=67T M DY &R L7z,
INLDRERNS, TV INT 4 En F A A R
BlEENMLTTI=X & LTER L., BH2EEIEA
ERTHOEEZLNTNS,

(B8R 5 BT 5 BIEEMAR]
—j&4 . 77 v J V7 1 > (Buprenorphine)
{bH4 : 21-cyclopropyl-7-a-[(S)-1-hydroxy-1,2,2-trimethylpropyl]-6,
14-endo-ethano-6,7,8,14-tetrahydrooripavine

#EEX

SFR 1 CpoHyNO,

SFE : 467.6

MR ARIIEAXIIIZEALARORKEREDOHERTH
5,

RN« RRITKICED TEIFICK K. TR M ACETR
F, AR ) NARIZTF ) —IVZRRBET T
. YrZua~FP ATETIT VY,

B A $9217°C

(& ]
IIWANR T —75 mg : 2 #& (K X2)
VAR eT—710 mg : 2 B (1 X2)
J VARV QT —720 mg : 2 B (1 X2)

(£ E X #]

LT 4 77— &4k - 3Bk No.BUP1005, 2007
Purdue Pharma L.P. : P& %L, 2008
Purdue Pharma L.P. : 328k No.BP96-0702, 2000
Purdue Pharma L.P. : 35%No.BP97-0303, 2000
Purdue Pharma L.P. : 3B No.BP97-0112, 2000
Hand C.W., et al. : Br J Anaesth, 1990, 64(3), 276-282
Purdue Pharma L.P. : 3Bk No.BP98-1204, 2000
Purdue Pharma L.P. : 3B No.BP97-0501, 2000
Purdue Pharma L.P. : 3&5% No.BUPDR04-111:1, 2004
Purdue Pharma L.P. : 3B% No.BUPPR03-177:1, 2003
Nanovskaya T, et al. : J Pharmacol Exp Ther, 2002, 300(1),
26-33
12) Marquet P, et al. : Clin Pharmacol Ther, 1997, 62(5), 69-571
13) Iribarne C, et al. : Life Sci, 1997, 60(22), 1953-1964
14) Kobayashi K, et al. : Drug Metab Dispos, 1998, 26(8),

818-821
15) Picard N, et al. : Drug Metab Dispos, 2005, 33, 689695
16) Heel RC, et al. : Drugs, 1979, 17, 81-110
17) Cone EJ, et al. : Drug Metab Dispos, 1984, 12(5), 577-581
18) Purdue Pharma L.P. : 3% BP97-1001,2000

19) Purdue Pharma L.P. : 385& BP98-0202, 2000
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20) ' Purdue Pharma L.P. : 38 BUP1009, 2004
21) ¥eUFET] #f : B IRESE, 79, 147-162, 1982
22) Purdue Pharma L.P. : BRERBUP-P-007, 2006

(&EHEERE]
‘E%iﬁﬂﬁb:%ﬂﬁi@ﬁ:lﬂ%ﬂb:og ELTHTRICIFHER
_F l/\o

AHBEHEX S I BESHERE

T100-6221 HEHATRERILONI-11-1
TEL. (03) 5293-1707 7 U —4& A ¥/ 0120-381332
FAX. (03) 5293-1723

ZAFEER 9:00~18:00 (£ - B - B R OMHARE 25&<)

HWERF T @Ax) LVT4 77— IHAEH
R X AR 2-16-4

et AXBEHKRAESH
IR ST BAROKE BT 408

® : I NVARIIBGEEGETT,
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JIWRINYeT—T 5,10,20 mg

(TFFL/L24)

B8

1.8 FAXERE

1.8.2 FXERRERAL

LT 477 —IHARM
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1.8.2 HfAXE () BREEN

(1) ZEERITHE

BREX IR (3]
FAEFA FERATIHEREER TRRBICH > BIEERICR T 28R
- EIAEBAEE
- BRI

(2) BEEXIEHRDOEERM

1) FEERIREBREAR

BIDS OEFE A THBET I LI NVT 4 0%, b MNERFHBBRIZEREZRAVWTER L in
vitro BRERIZBWW T, p, kB LUSA VA A FEEKIZEWEMEZ R L KifEiX, £hZh, 0.16,
0.06 3 LT 1.79 nmol/L), pSZAMEITK L TITEAEEIZEL LT, —7, xBRUSEEKIIXL T
IEREHEE S LTER L (BUP-P-007), £72, vV X, vy hBLXOUHFEZANWTT L /v
T4 DERBERE R TRS, HANREEZITHRNBSICEIVRELEE 25, {LFRH,
B, EREE L OBESHEEZEEIE L THV W ThoSERRBRIZBWTS, 771/
VT 4 DOINTIEAERID 5~100 {F581->72 (lRIL6, 1982),

2) FRERERBRAAR
a) % IHRAR

NSAID s THo 28R AENE bR, BB E 72 I3RBEE O LS K 2 HEEN
LEECKREYETAIBRELNE L LT, BIDS OB X UOREEERFT L (BUP2001 &
B, HxoBEofEyY, AEEHEE (THE - AEORERIL] o /HEFHEE 28) X
v 38RIHT T 5 mg~20 mg DFFH THRE L7, BTDS Z &K 9 @RERLT L7,
FOFRER, KROBELZ 0~10 D 11 B4 > N TRLUEFFERE THIE Lz A% 24 KHEL
WNOEHPEREIRE ] 1%, BTDS BEATBALAHET 5.7£1.4 (FHEERERZ, UUTRER Tho7w,
FERER37E19, AERER4EB 33121, FEREHR 9EB 3.8£2.0 L EFBHERIET %2
R LT, &6, NEE 24 BRILAIN O IRE | HRETBRAARIICH~N 2 RA PO EETL
T2 HERBIE 78.6% TH - 7=,

F7-, NSAID s THARERMENE LR, FEENORECBYER* AT 8E 2N
£ L LT, BTDS OFMER L OZe a2kt Lz (BUP2002 #ER),
FORER, NBE 24 BELINOFEHERIEE ] X, BTDS BiffBRtaRT 63113 Tho7225, HE
WER 50117, AERE% 4 HE 45516, ARERER 9HERB 4.022.7 LAMFABRIETZTRL
e &bz, NEFE 24 BERILINOEHIAEIRE ] MREABILARTICHE A~ 2 R A o FARKT L7
Flix 722% Th o7,
b) ZBIIHHELERABR

NSAIDs D#% A 8FI T+ RERDENE LNV, BBIE E 72 1R E O AL EIEIC K
HHEENLBEOKEYE T BREEL SR L LT, BIDS OFMMES X UORLMEE SR E
H# LERE L7z (BUP3801 RBR), BT VA V1%, EBIEALINEBEICE T 2RENROFF
R AT S (50 F MUBEPIETYA V] 2BAL, BEAEREOBRYIDOIERIER G M
b TERDENTRo*) LRZETOHMEEEMEER L Lz, 72, BxOBREOHER,
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FAEIHEEIC LY 2~4 BN T 5mg~20mg D#FH THRE L% ICEESILL, BIDS H 3\
X7 7 eEREZRK 2 BEAKRS L, '

ZORER, I EFRBICH L BIDS # T [ERIRP A+ &RokZ AU FEL,
FEFMMEOA R MBIRAET D E TOFEREOBRFHAIRBEHEL, 7T ERHOFNEH
W TERARRBFR+) Lol (p=0.0211, log-rank HRE) (K 1&HH),

:Dif % 24 BRI LN O EFERE A BTDS R SBIOMEIZH T 2 KA > L EHETFT LTV
A3 BERE LSS, BIUOKRO-DEREEDOLERELEBMBLEIZR > T28E,

= BTDS
[TTTTTTT I 'jat;ﬁ

1.0-_%;-:4“]_11-“ |1 1

o8] i
4u ........ 1'"""""""...--.---\.-------E .........
ﬁl sssssssnssnanand
m 0.6
8
o
o 0. 41

log-ranki® € (= & 5 pfE
0.2- p=0. 0211
0.0

0 7 14 21 28 35 42 49 56 63 70 77 84  (days)
—EEREMKREEYK

H1 FEF@HEOARY FARET ZETORBREDEERS (BUP3801 BAER)



CTD 1.8.2 ¥RAFSCERFRERIL Pagel4

F72, NSAIDs DR ARATHERERDIEDGELNARY, FEEILBECBHERELE T
HEBEEXG L LT, BIDS OFEMER L OEL2ME 75 B4R L ik LREH L 72 (BUP3802 3ER)
ZOFER, 7T RBITH A BTIDS HETEEHADA X FARET D E TOERE ORFEE
IEECHE L, 77RO RREMICEBENREAR T4 L o7 (p=0.0025, log-rank #7E) (X

2B8H),

mm : BTDS
EIIIIIIII : jat;ﬁ

ﬁ]‘ .:{:.. -
@ 0.6 -- ............................
& --------
s
ﬂ; 0.4-
B log-rank #REIZ & 5 p{E
. p=0. 0025
0.0 ] ' '

0 7 14 21 28 35 42 49 56 63 70 77 84  (days)
—EERERBREAH

2 FEFEOAARY FARET IFETORBREDEFEHS (BUP3802 BRER)

c) BRHIRGAR _

NSAIDs D% 0 BIH| T+ 2 SRR PE DNV, &5V iT NSAIDs D% H BFI R L AR
BV, RS E - IIBES 0L HESEIC L 3T EENLBEOKREETHIRELS L
LT, Efif5rRO BTDS OR2EB L OEIMEEZRET L7z (BUP3803 #BR), Ex DEEDH
E%, FAEWHEEICLY 2~4 #8217 T 5 mg~20 mg O THRE L7-%, BTDS ZHK K 48
RIS U7z, T ORER, NB3E 24 RrRLINOFEERRMREE ] 1%, BTDS BifBA%AHET 6.5£1.2 TH
ST, FABRER 41115, AERER 24 EEB 27215, RE#isE T 2.511.8 & NI ER
EKFERLE,

¥ 72, NSAIDs D% O BIF| T4 7R SRR P/ LN, 5V i NSAIDs O A BANT T L
BEERR, FEENOHEOBMER2ATIBEENSRL LT, RER5RO BTDS 0L
SR I OESEZ R L. (BUP3804 RBR), ZORER, NEE 24 KHELINOFEKRMRE |
1%, BTDS BEfIBA#ERT 6.6L1.1 THo7228, FABRERE 3.8+1.5, HAERER 24 HE 3.0£1.9,
MEBEHASE TRF 2.6 1.8 L BEAHBABAEIE T 2R L7z,

3) Taet

KRB D BIDS MM BH IR 2 A EFLRBEEIL, H IHEHER TId BUP2001 7k 96.3%,
BUP2002 2B 100.0%, 5 IIHHHEGEAER Tid BUP3801 75k 88.4%, BUP3802 Bk 94.6%, RHIK
5382 T3 BUP3803 3Bk 99.5%, BUP3804 3Bk 99.5% ThH o7z,
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%72, £FBR O BTDS R BE BT 2 BEARBERIL, 5 NHFAER TILBUP2001 3% 92.6%,
BUP2002 3RBR 100%, 5IIAE iRk Tid BUP3801 325k 81.2%, BUP3802 3Bk 91.9%, R#ik5
Bk T BUP3803 3 96.2%, BUP3804 Bk 96.0% TH o7z,

EZRBRE DS LI2BA D BTDS BT BHF TR 2 HEERREHEIT 97.0% (779 £1/803 #I) T,
BITERREERIL 92.5% (743 61,7803 ) Thotz, ERBIERIX, B 62.5%, EH 35.7%, &
B 33.7%, MEHER 30.3%, BHAMALZ O FERR 28.6%, FEMED E 18.9%, #AMALALEE 15.3%,
B 11.8% Th o7, ZTOKIBHIIA A A NEERHIZ—EIICRD DN DIER D B W iXBEfT
BRI 2 RBREIR T, BRRMICERZBEL 22 bOIRD NI o7,

4) WHO F ABIRIEIERE D ZBFERE 7 & — CORA DAL BT

WHO FRPBARIGEETIE, 77V I VT 4 OO EMER (02 mg @ 8 B Z L ORERE)
XarA vy oREICRD L LTVWS,

#ES BUP1201 BRERODFER D O, &K 20 mg B0 MIFF 7 AL I N7 4 VIBRELVAVIE, 7
7V/»74ymmgﬁ%8%ﬁik@ﬁ@%ﬁbt&%K%Bnémﬁ¢77V/w74V%
EL_LVLET IV NT 42 400ug $E% 8 RERRI Z & OXER G Lz L 2 I2@ond b7 7L
JNT 4 VIRELVORB EHEIND, £z, AF20mg LV EWHETH 244 Smg BLV
10 mg BB MFR T I L )N T 4 VBELIUX, TV VT 42 200pg B 8 RERE Z &
DREHGHEL Y LEVWEHESNDS, Lo T, RFEMMRCEONDIOEFT AL I VT 0
BELVL, EROTIVIANT 4 v OLBERERRBETHLEEZAOND, Lo T, FHA
I WHO F0S AETRIBIRIE O ZBFERIR 7 & — CE BRI BN T bh 24 41 FEFBA
(BFAEAAR) EZDND,

EPEIAREKRRER TIX, NSAIDs TH4o7REREENE LN RWERAEREEIEIC M 5 BR B
FOERMEREAETABRELRNBLEL, 77 ERICH L TEAROENENRENT, £, KA
ODEHBEICB T AEEMIIRG Thol-, U EZEEE 2, LD [FREXIIZIR] 2RET D
NP Y
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3) HERUHAE

RZERUVHE (F)

WE, AT L, BT, BEE. EBRSNRSOIRIBIERICRE L, 7 BRIV B X TER
35, FIEEARAEIXT SV T 02 LT 5mg & L, ZOHEOREM ARIZEE OERITIR
U CGEEHERT 52, 20mg #8202 &,

4) RERUVAEOHRERLL
RERVCHE () 13, ERNERRBREEICE S TRE LT,

D BEv Bz HkE

R 268 FE i U728 1 F83R8k T, BTDS 5, 10, 20 mg % 7 HRJEEEET Lz, =D
#ER, BTDS Bif11% 72 Bl ClEh 7 7L VT ¢ VBEIZ ER L, BIDS ZERETS (BT
% 168 Kff]) FTHRELEHBEZRLE, Z0OZ &0, BVEBXRRBIZT A EAZYTHS
LEZBNT,

2) BEAHERAL
BTDS DBREAFERALORRFHIBWT, HifES, B35, ERBass, ARSI L72BRD Con B
FOVAUC 1%, BEAEALIZ Ko TREREWT R o T2,

3) FEMEE

FEAA RidfE &2 CORZERRLDZ &b, ERHDECEERAORADEE LEx TRR
5, W2IZ, FRHICY > T, BAENOKRLICHEEL, ERVDRLIBFELHERLEEGEA
HETLIGEUABRRRET S HAEBEIEEEZRAWVWA Z BRI TWS, 46, FTHERER,
BMARRL L OEHHRERRICIBVTS, BIDS 5mg Z#FIEHES L, SRR L IZEM2H
BLAEAD, VEIJSCTI0mg, 20mg LIEXRHEEL, BEZLOREZRELL,

4) HE

TFVINT 4 VIFHEENLREOKREICH LTHaREEDIRERL, ZORDMmEPR
BEAS 100~500 pg/mL TH B Z EPHERENTWD, ZZT, 7TV INT 4 R ET 57
DI I BF ORRFE B FHE S, PAMEEICHT 2 /ABEE S, Z ORFOHEA
BT TV AT 4 OmETIRED 100~150 pg/mL KT H700I2 20 mg LRESN, B
BL L T30mg & 40 mg BB &SN, Zh b 3 BAIZAWZERRRICEBWNT, BAMEREIC
X UCTHEDESRIES N, BERABFEIERINTVD,

—77, PEEL OIS AEEFICHT 2BA & U THRRORA L v b & MR E % ER
T %792 BTDS 2B Sz, AEICOWTIZBTDS 20 mg (RRRBH] 20 mg (ZF8Y) 25 Bk
L, {&F&E L LTBIDS 5mg & BTDS 10 mg 23f% Sh iz, ¥MIBWTIE, EWMEREFHIRR
BRT, ERAMERBE AT RE RS E LZERRABRD EM X1, BTDS 5 mg~20 mg % BLfT
L7zBE0BFMER L O RFRAREPER STV S,

ENICBWTIEE [ HERRBRNSER S, BIDS 5, 10, 20 mg % 7 AFHEEEST LZBEOR
MR S v,

b OMENERRBRE L OCENS I RO REE b & ICE R S B TRARICE VT,
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BTDS 5mg ZFIEHE L UAERWEEICLY 20mg T TWETE B2 L & Lz, TO#E, BTDS
5 mg~20 mg DFNHER L OBRF2 ISP ER I NI,

ZF DB FER ST E I EBERBRIZ I TI, BTDS 5 mg~20 mg % FB#EEIC X v Bift Lz
BS, BTDS 7 7 RICHAEBNZEBEDRETT L, BLUOBRGFRARZEPER SN,

U LDBRABRRER G, b TRHERVHE] 2RETDHIE L L,

(5) FERALOIE () BLUZTORTEIRH

A EOER () 1%, FRIF 4 A 25 HERSE 606 5RER@EM [ERAERLRMALED
SEEEHEICOWVWTY, FBAERREE 607 FEREFEM [ERAEERLOFEA EoEEEREHEIC OV
T CHERL, ZEOENAOERARBEER CHERRBRE,. BRI 2thotvd (4 R
ReERAIOFER EoREEORE, BESHAEPHET —F T — b (CCDS) 2ZBITRE LT,

FERLEDIE () BLUEOHRTEIRNL

fERLEOER ()

RERHL

[ 2] ROBEFIZFESLEVNIE)

(1) AF D s3T5 LB BUE DBERERE D 3 %
&

(2) B 22 PRI IR BB B OB RERRE S D &
5BE (FRIEISEBINDIBINDES
%)

(#%E]

(1) CCDS DEHE S BIT, —BWBREBFEL LT
BREL,

Q)AF % EE 2 FFRIFIIR BT EEEE D H
HEEFCERE LG EOREMITHILL TV
TEnh, ERORRHESEBICRSER L L,

P CMEER IS RICREET A EALDEEY

DODHERTHZ &,

52 &,

CPEEXITHRICEHET SERALOEED

P LT B R OMERIE DIBRIC BV T AAIE
LA, FEA A FEURAIORS 2B TR
CFHBR TR O RERDRPEON VA
FHT, hOFEFA RERH O 25 S
ELELTDEEARBEEELET LR :
VEBAEAE B OVBRRE (B D 1B AR OF BT |
: | 2AFNIA A A FRAITSH Y | DEEOER
L2 BHEER ORE & 72 5 BEMHE, DEH -
L HAMER, KFY X7 2 EDAEN2D
W2 ATV, AR OB G OME 2 EEICH
H T

FEA A FEBA OB S 2 & LRFHIGR T
+HRBREIFLNT. AEARCKEL KT
BUEAREAETAIBBEICH L TOLERAL RS Z
b, ThOPAHRELRD LD, BEDRRIC
DWTEEMBRE L7,

WEBE, KF - BLAO Y X7 BREVBEICITER
LR BN D, DER - HERER, KFED R
7 B EOABHREHEITO LOERRE L

ERALEOER ()

g«m%&umécﬁﬁiéﬁﬁiwﬁﬁ»
1. P EIRE T B

.y
N o

(RZERUVARICEEYT 5EALOEE)

| 1. ERs B
D RIERE T2 BB ETTIL AT 40D
P MPRESRLCERT S0, SRHRS
BonDETHMEZETS, 20D, BHE:
WIS U T OB B 2RO R E BT B |

DR AR 2 BN EE R ERRRBRE R T
X, MR T IV AT 4 VIREPEEREBIZE
FTAHETICHT BRI DZ D, TOMIX
MBS U THh o A 72 S R RO B
PEETOIVNERD D,
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T, BEETAHI L,
_ZﬂMTﬁﬁ

BEAHEAL A 2. R BRI BE T 25613
: SHEMUEORREZHITHI L,
(3. HEE

L TR B ARICERT B,

4 RE
ERRICRT AR ME. SEEEREND
Bbia T ERHEDTIPRNT &,

L BLARBLEEITI 2 L,
5&5@%&

RADEREZRFNT D &, Eio, EHRIC

WIZOWTHRHTHZ &,
_6h5®¢¢
DAFI OG- ZHLE L L RoBAITIX
BEREFEORBREZHE DR~
P BT L,
L ORB OB & I LOF B A FEREAIC

Widfh oA vt A4 FEBRI OERBEI+
BIZELNRNE
Eo

P DO EE A RERAIDDARF A~ X
L BHAIE, MIVEBXENCHER LTty
A RFERA OERDR OFHehri %2 K |
LT, REIORMZRETHZ L, B, &
AR (BOoel b XHEE Somg/HB) OF
B A FERAID DY B EETIE, +
DRERDRBBONRVBENARDHLOD |

P RER LRT BTN HEOT, BE

AlfE
RECLVHET 2HAIL. BEORELE

AKIBEFTBRAEE 4 BREIZRE L TH 28
THHENELNRVEAIE., OB RE |
| oA EA A FREFR OB XEORREY B
ERBRODREZHER L., B5OMREOLEMY |
| 5. BE O

| EEE— SRS L COEST ARERB LN

CHET

LB HOT, &%#5_;

2) ENERRRTIX, oA 41 FERFIN S
AHI~OE D BEZZREFTL TR, BIVEZX S
B, BTT54034 FERFORpRL
EERLET, BEICAFOREZBBT D4
ERbH D,

T, KERMXETIE, Mhot i A FEE
B2 OFF~OEI Y B2 OEIZ, THHE (@&
AE/LERHE 80 mg/HiB) DA EEA KEH4
BLIBX9RBEOERDHHBETIEI+S
REBPEBELNRVWBZNAED D] LEHSNT
BY, BNTHLRBOEERENLE L HBL
7.

|2 BEfE AT
AAREATBIAAH 1T BE OREZBE L, EY)
REFIRPEONBIERASRNERD LD
AEREZITO> L, ERPEITH/OLN
BRWNBAIE. TV VT 48 LT 5~10mg
| AFERED BXBHE

WBIMERRBR TIX. IRSEHIM % 0~14 B TH—BY
FHERALIC AR 2 BEfF L7z & & AUC B T¥ Cmax Dk
2RO b, REHRP 21 BELETIXAUC RTR
Cmax O EHERTD o nole, ZTDI LMD,
B EIR 7 2 REAHBALIC RS
DX, AR EMA T 25A, 2kl
YL 3BEEEETILERD S,
3L HEE
ENERRAR TIX. 2AOEAY (AEHEH)
WAH 5mg 2 HERE L, SRR L AL R
LB BEEERIEICL Y 5~10mg T oA ERE
BTV, BEZSLOEEARRBRE L.
4. BE

WCERE LT,
BRWEE, OB RIBE~OEREEZRTFTT 24

ERHDHI D, BEROGMNXEOREEZSE
WZERE LT,

| 6. E5OHIE
EETHHEE. AR HEER 24 BRI EO !
MRz bTb L, £, 7TV INT 4V
Dp A A A RERE~OBFEIMOL
EAA FERAIL DN 2D, SV BRER

FRORMXEFEOTRRESBICREL L, £,

ERIEREBROT IV I NT 4 OEBHNIH 24 B
BThdIenb, REMEPERLLVEDIRE
R BRNC, hoF a1 FERAIZERHL
VXD EEHE L,
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R LEOER ()

AR EARHL

1. HERE (ROBHICITEEICHRET S L)

(1) FFRSRE DR T L TV 5 B (RIS b
nNa8FEnndH5,)

QQMTEHEEZREZ LT WEE (REIROBEERO &
HRE. ERMIEREEROBE ., QIERLEZ
FTIEPMONTVWAEAZHREFOBEE) QT
EEZEZTEBZENEDS,)

Q) EY - TNa—KFEXIXZOBEFERDOH 5 BE
UREMEZE TV, )

W ENREEDO D 5 BE FPRIMHECEEN
EOoERZEZTBENLED D, )

(B)va v 7 REICHZBEE FEBRRLORRINE % HRT 5
BENARSB.)

6)Jif - BHEREEDH 2BE (EAXHEKRTIEE

nNBdHs,)
() REMETFBE UREETUER 28 5 o0 5l
REFRTIBLNEDH D)

®) FKEMEA Ly A0 BE (HILEEB ZIHT 2. )

) EERBOHDBE (4T 1 FERIHOINE % &
ZTBENED D, )

10)BRDODHDBE (ARLLDOT TV INT 4 D
RINEXHEML, MPREX ERTIBENYR D
%,)

1. EERE

(1) EB R IMHNRE R O EREEE O &
DERBEIIREERTHDZ D, —REIC
EREEDET L TWIBREZEERS L L
7

(2) A DERRAER T, AA| 20mg X 2 B 5 TH
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&5 BELTWRWARR (3558) B LT nW&FR (HAGE
INN International Nonproprietary Name EE— 4

JAN Japanese Accepted Names A AR EZE o —ik 4
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1.9 —BMEAFICRIXE
1.9.1 INN

B L buprenorphine
BA% TSV N7 gv

= 21-cyclopropyl-7 @ -[(S)-1-hydroxy-1,2,2-trimethylpropyl]-
6,14-endo-ethano-6,7,8,14-tetrahydrooripvine

Rec.(Recommended) INN List 13
(No. 10, Vol. 27, Reprinted from WHO Chronicle 1973): WHO Drug Information
KIREEINTWVWD,

1.9.2 JAN

1

HEL Buprenorphine

AA% TSV N7 v

It 24 (28)-2-[(5R,6R,7R,148)-17-(Cyclopropylmethyl)-
4,5-epoxy-3-hydroxy-6-methoxy-6,14-
ethanomorphinan-7-yl]-3,3-dimethylbutan-2-ol
(28)-2-[(5R,6R,7R,148)-17-(¥ 7 v 7 1 ¥ )b A F)V)-

4,5-TRKF T -3-E FrF-6-2 b F-6,14-
TE)EANT A F T AN]I3-VAFNT X 2-F—

EA
tkv@EmEhT,
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JIWVARIRVeT—7F 5,10,20 mg

(TFL/IL240Y)

E1H REEFTRERRUVAAXEICET H1FH

110 BE - BIEZFDHREEEEERDEF LD

LT 477 —#HA
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CTD 1.10 =¥ - BIERZEOREFEELRDOE LD
.
2= B L TWARWARR (355 B L TWRWARR (AAFE
AIG Albumin/Globulin Ratio TNTIv/ a7y b
BTDS Buprenorphine Transdermal System TFVINVT 4 RRERIN A
GGT y-glutamyltranspeptidase y-TNE IV NG UARTFE—E
LDso 50% Lethal Dose 50%E &

Pty Ltd

Proprietary Limited

Bt
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110 B3 - BIEFOEEEEZEHOTELY

L4 - B4

(28)-2-[(5R,6R,TR,148)-17-(3 7 0 F 1 E /L A FN)-4,5-TRF 3-8 FRFT-6-A bF1-6,14-F ) F)VT 4 F 2 -T-A )V]-
33-DAFNT B L2-F = (Bl TTVINT V) ROEORA

It CA A FEURACYARRRIE T AR I 5 AT 351 59U

Zhie « R - B BAETE
- NEYRIE
ik - AR WE. AWK L, BiiEs, B, BB SUIMIBEIC R L, 7 BEICRE D B THERT 2,
VIR HARIE TV V7 4 L T5mg & L, EORDOITARIIEE OERIZIE U THEEMEBT 525, 20mg Z@x R\ &,
BIFEDIEE
Bik: TV INvT4v
i 22 SPN6)

HBIRIT - o0 B

B . INAReT—FS5 mg (AP TTVINT 4 0% SmgER)
INWVANR T —7 10mg (I BFRTFVINT 4 % 10mg EF)
JIVANR T —T20mg (AR TFVINT 4% 20mg EH)

@I ROHEETEIEIOTER - FE 0I'TAlD

y3deq



LAEIESSA:

B B E5EER LDs, (mg/kg)
<A rqn) 260~800
7 v b &0 >1000
<A KT >1000
A KT >1000
<R HEERN 90
7 v b HEREN 197
<~ R 24~72
7 v b FRAN 31~62
A X FERM 79
<R Pl >600
7 v b M >600
RKiE#H 53R
MR (B RS (mareg’h) g ) ERFR (0> SNRFRSR SRR
CD-1= 72 | 28HTH 12353 0, 80, 240, 800 800 BRI BE LT R L.
(B E&An)
FVB/N<= 7 % | 28HH 2352 0, 18.75, 37.5, 150, 600 600 7L,
(B R 8 Ah) BEEAICIEE (150, 600) I L OMELFEDEBMIRL
([ 18.75, 150, 600),
CD-1=7 2 3% AR (2352 0, 80, 240, 800 800 AL,
(B R &Am) BDZbiTv (HD240, 800 ; MEDLIRIKRE) ;

EEEDOTLE (HED800 ; 8033 X 1800),
FRIZ 9 2RE s (HE800) ;
RICEDBENB X OB AOE( (HEDOERIRRE) ;
BEEEORD (MED240, 800) ;

K BEDO—IBMEDORD (HED240, 800),

SDT v b+ | 3% AR 123578 0, 5, 10, 20mg’Z~ VA |20mg/Z » b/H | BIDSHE CiXiR3KICEE I AT R72 L,

(K & &Am (BTDS) ; (BTDS), KRESAARE IS5 LA B ICEBEROBL (MEDLS, 5.0),
L UBTDS) | 0, 05, 15, 5mg5v VA | 5mg/5 v +H
G i) G4 i)

R EOHNEEEZEOENE - ¥=Z 011dLD

¢ageq




==
=

(mo%)

B

HE5HIH

BEER

RE5&
(mg/kg/H)

wENE
(mg/kg/H)

ERFR (U y aNEBFIRAR LW EE)

HRUA MY

28 H ]

FREZ
(BTDS)

0, 5, 30, 60mg/7¥ ¥

Smg/ v ¥
(%92)

EL72L,
EFEBO—BEORL, FEMINE, BEEEOCEMZREL
(30, 60mg/T7YX) ;

B 5-ER0L D B & | B R e

(TR BEED THEKREEDY) ;

HEEE OB ER, BEMRREIBER X ORREE &
BEEE R AE G (2R,

v—7 VR

28 A [

FRRE
(BTDS)

0, 30, 60, 120mg/Af X

120mg/A X
(#12)

L,

HEMEDERT (D30, MEHED60E L T8120) ;
EFEEORD/ERE, BEEORY (£RER) ;

B L PEEOREHEYE (77 v RBLUEERER) ;
B 5 ERAL IR S EREE e R IR IEIE IS X UVA B g
(7T RE L OERER),

B — 7 VR

34 A

FRE
(BTDS)

0, 10, 35, 120mg/A X

120mg/A{ X
(#912)

B L,
BELABIC—@EOEFEROB/D/EE (35, 120) ;
HEET/AEHNEORD R X OEERO—GEOELY (£
IR

2Ry F OUEFHRALICEBRPR 72 BRI, WP b P EED
REIEE, MR SEREE 2 2E F 7 iR IBER 2,
FEALB LCEBEEAR (F7eREa020LER),

Hanford
=T

28 A [

R (BTDS)

FET 72 L, 6611 CTHREIRT, 70 BRI,

Hanford
=7y

3% AR

(23
(BTDS)

0, 08, 4, 8

®e L,
HEWEDIKT (B24)), KEHENEORD () ;

B R R (T R 2 a2 NER) ;
REARBIO®Z a7 Y v on, A/GHOBY (HEDS) ;
TR DR R R A, BEERER, REAERBIC
FREM b P EEOMNMEE (77 R a0ER),

CD-1w 7 A

318

B

(B R &Ah)

0, 80, 240, 800

FoEle L

BT, RICE DG, BEOMG (SREH),

@I EXOHBEEZEOEEE - FFE 0I'TdLd

933eg



==
H

(mo%)

B

|58

B EER

BRERE
(mg/kg/H)

WEER
(mg/kg/R)

FER2FR (U y aNBFRARONICRER)

SDZ v b

6% AE

PERL
(B e 87)

0, 20, 60, 200

60

BIEICBEE LT 2L,

B, BHHROEN, Fr—IZTILEWTe, RIZX 575N,
BORRCBRAMEOIE, EFEEOBYL, IROEAIL,
BE5%OEEEOTUEART, KRE/AEEMEORD,
BiEEORLD (IHLLE),

BAKEDRD (HEDOEBIKRE ; MED60, 200),

GGTOHE (HED200), BIBEEOHEM (D60, 2008 L
HE200)

B L ONE CRHER 2@ (HE0200),

RUA FrY=

6% A

FREZ
(BTDS)

0, 5, 30, 60mg/7¥*

60mg/ 7 %
(#930)

XL,

HEHERE (60) BIUEEE (30, 60) O—iBMENED ;
B R BRI (7T R e e R0ER) ;

i CRE LR AR O FEE SRR IREA LR L OVMELD
BAERIERIR DO DT IREN (77 R 2 ETeRNER),

SN

6% A

2352
(BTDS)

0,

10, 35, 120mg/Af X

120mg/ 1 X
(#912)

i l,

AR TO—i@MEDHEE R OB /ERF ;
ERER X OMEEO— @R ;

B I BRI RS K O 2 b
(7R EFLRNER)

Bk (51, 2, 4, 228 Bi3358 X U120,
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ISS Integrated Summary of Safety REZEHME
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3.28 RE

BHES EHORE EHET i
BT 7V VT 4 o OERIT, MF B&ES 20MF10117 (ER 244818 glEzs) «xs,

3282 #ipE

3.2.8.2.1  Manufacturer(s) Name and Address Tasmanian Alkaloids Pty. Ltd. AT & A
3284 FEEOEHE

3.2.8.4.1  Specification Tasmanian Alkaloids Pty. Ltd. T
3.2.8.4.1  Analytical Method Tasmanian Alkaloids Pty. Ltd. AT
3287 REHE

3.2.8.7.1  Re-Test Period and Storage Conditions (Labeling) Tasmanian Alkaloids Pty. Ltd. B
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E3# REICETIXE
3.2.P H#

\ = Pl =u g*}l’o)ﬁﬁ
BRES BHOXRE HEEk4 Y

32.P1 AR UM

3.2.P1 Description and Composition of the Drug Product 5 mg LohmannTherapie-Systeme AG ~ FLAE R

3.2.P.1 Description and Composition of the Drug Product 10 mg ~ LohmannTherapie-Systeme AG ~ FMH&EE

32P.1 Description and Composition of the Drug Product 20 mg ~ LohmannTherapie-Systeme AG ~ FEAHE R

32.P2 BUFIBRRORE

3.2.P2 Pharmaceutical Development LohmannTherapie-Systeme AG ~ FEli&E#
32P3 fui

3.2.P3.1 Manufacturer LohmannTherapie-Systeme AG ~ FHEE ¥
3.2.P.3.2  Batch Formula LohmannTherapie-Systeme AG &R
3.2;P.3.3 ggiggﬁion of Manufacturing Process and Process LohmannTherapie-Systeme AG ARG
3.2P.3.4  Control of Critical Steps and Intermediates LohmannTherapie-Systeme AG FHEE R
3.2.P.3.5  Process Validation and/or Evaluation LohmannTherapie-Systeme AG ~ FH&EHH

32.P4 HRIMFIOER

32.P4 Overview Over the Excipients LohmannTherapie-Systeme AG ~ FHM&EH}
32.P4.1  Specifications (Levulinic acid) LohmannTherapie-Systeme AG ~ FLMEH
3.2.P42  Analytical Procedures (Levulinic acid) LohmannTherapie-Systeme AG ~ FHHEF}
3.2P.43  Validation of Analytical Procedures (Levulinic acid) LohmannTherapie-Systeme AG FLAmE R
3.2.P.44  Justification of Specifications (Levulinic acid) LohmannTherapie-Systeme AG X2y

32.P.4.5  Excipients of Human or Animal Origin (Levulinic acid) =~ LohmannTherapie-Systeme AG ~ #FHl&E ¥}

3.2P4.6  Novel Excipients (Levulinic acid) LohmannTherapie-Systeme AG ~ FHEE Rt

HERMYT 7 VVEE 2-TFA~NF I - BFRE =L - TZ VABRT FN - 77 VVEBRFESHER (DURO-TAK
387-2051/87-2051) OIEHIT. MF BEEE 220MF20002 (Epk22€9H 70 FRERS) X5,

32P4.1  Specifications (DURO-TAK 387-2051) LohmannTherapie-Systeme AG ~ FHE& %
32P.42  Analytical Procedures (DURO-TAK 387-2051) LohmannTherapie-Systeme AG ~ FHH&E#H
32P43 Validation of Analytical Procedures (DURO-TAK LohmannTherapic-Systeme AG =3t

387-2051)

3.2.P.44  Justification of Specifications (DURO-TAK 387-2051) LohmannTherapie-Systeme AG ~ FE&E#H

Excipients of Human or Animal Origin (DURO-TAK

32PA5  1en 505 1 LohmannTherapie-Systeme AG ~ FLHER
32P4.6  Novel Excipients (DURO-TAK 387-2051) LohmannTherapie-Systeme AG ~ FELME Rt

HEINDT 7 VAER 2-TFNA~FIN - BERE = « 77 UABRTFN - 727 )V VEBRILESEEKR (DURO-TAK
387-2054/87-2054) @%iﬁqi\ MF %%633%& 2 220MF20003 (Epk 2249 A7 8 HHEZ&E) k3,
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3.2.P4.1 Specifications (DURO-TAK 387-2054) LohmannTherapie-Systeme AG B2y
3.2P.42 Analytical Procedures (DURO-TAK 387-2054) LohmannTherapie-Systeme AG Mg R
32P43 ;f;;{geggir)l of Analytical Procedures (DURO-TAK LohmannTherapie-Systeme AG ST
3.2.P4.4  Justification of Specifications (DURO-TAK 387-2054) LohmannTherapie-Systeme AG ~ FLAHE R
32PA45 ?gg‘gg‘g of Human or Animal Origin (DURO-TAK  \ o i erapie-Systeme AG B gat
3.2.P.4.6 Novel Excipients (DURO-TAK 387-2054) LohmannTherapie-Systeme AG EZfig S8
3.2.P4.1 Specifications (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG B2y
32P42  Analytical Procedures (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG ~ FHl&k}
32P43 Xgﬁ&e&ig;on a(i) Analytical Procedures (Aluminum LohmannTherapie-Systeme AG B E
3.2.P4.4 Klsgtf;f:ctgt)(r)lnate) of Specifications (Aluminum LohmannTherapie-Systeme AG A&k
32PA4S5 i}é(;itgilzgzsto r(:;ft e§Iuman or Animal Origin (Aluminum LohmannTherapic-Systeme AG ST
3.2.P4.6  Novel Excipients (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG &R
3.2.P4.1 Specifications (PET(Polyethylene terephthalate) web) LohmannTherapie-Systeme AG ~ FElE R
32P42 évglil;ytical Procedures (PET (Polyethylene terephthalate) LohmannTherapic-Systeme AG =3t
32P43 t\é?;;i}?ttliz;latg ?Vzﬁl)ytical Procedures (PET(Polyethylene LohmannTherapic-Systeme AG =7t
32P44 g:rs;;f;i:ﬁ;iloa?e) V(‘)]ib)Speciﬁca‘[ions (PET(Polyethylene LohmannTherapic-Systeme AG =3kt
A e ety " Loty AG__ S
32P46 i\lvgt\)f;el Excipients  (PET(Polyethylene terephthalate) LohmannTherapic-Systeme AG S
32P4.1 ?g;(rzrilf)'lcations (PET(Polyethylene terephthalate) film LohmannTherapic-Systeme AG T
32P42 glnglggif;ll)Procedures (PET(Polyethylene terephthalate) LohmannTherapie-Systeme AG SR
32P43 :é?;?]it}ilg?atg lealz?ﬁ) Procedures (PET(Polyethylene LohmannTherapie-Systeme AG SR
32.P.4.4 i‘:;itlﬁzigit::)n of Specifications (Polyethylene terephthalate LohmannTherapie-Systeme AG ARG
3245 ?I;(gi%)(ilgglt)s/ethy?efne teigrllllt?;late)ofr'ﬂm 21‘;:1;1:‘)‘11 onen LohmannTherapic-Systeme AG  FRAlEEHt
32P46 12\130:;1) Excipients (PET(Polyethylene terephthalate) film LohmannTherapic-Systeme AG =T
39P41 ?Opg;irfr'ic):ations (PET (Polyethylene terephthalate) foil LohmannTherapie-Systeme AG T
aras e U Lot Sy A0 B
32.P43 X’?)llijcll::lil(;?ene ?:repl:}?ziztei)c?(l)il lg(r)(l)l‘:l;iures e LohmannTherapie-Systeme AG  FFAHEA
sanes et o alons PET PO oo Sy NGBS
3245 ?lz((fli;aeiflil}t’ieneo fere?li?aﬁzte)ofi)il ﬁ)l(l)l:rz; onem (E1 LohmannTherapie-Systeme AG  BHASAY
32P46 Novel Excipients (PET (Polyethylene terephthalate) foil LohmannTherapic-Systeme AG =7t

100pm)
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& B = i, 5%
32.P5 BAOEH
32.P.5.1  Specification(s) LohmannTherapie-Systeme AG ~ FHE&E#}
3.2P.5.2  Analytical Procedures LohmannTherapie-Systeme AG ~ FHMEE}
3.2.P.5.3  Validation of Analytical Procedures LohmannTherapie-Systeme AG ~ FHl&E R

Buprenorphine Transdermal Patch (BTDS) Additional

Study on Intermediate Precision for Submission in Japan

“ (Validation Protocol issued on January 20,2010,

04-230-00-1-00029-00) . PR
3.2P53 “Buprenorphine Transdermal Patch (BTDS) Additional LohmannTherapie-Systeme AG

Study on Intermediate Precision for Submission in Japan”

(Validation Report issued on March §, 2010,

04-230-00-2-00029-00),
3.2.P.54  Batch Analyses 5 mg LohmannTherapie-Systeme AG ~ FEli&E#H
32P.54  Batch Analyses 10 mg LohmannTherapie-Systeme AG ~ FEA&kt
3.2.P.54  Batch Analyses 20 mg LohmannTherapie-Systeme AG ~ FHIE&E ¥
32.P55 Characterisation of Impurities LohmannTherapie-Systeme AG FHEE R
3.2.P.5.6  Justification of Specifications LohmannTherapie-Systeme AG ~ FHli&
32P6 EELIIEEME
3.2.P.6 Reference Standards or Materials LohmannTherapie-Systeme AG ~ FHElE ¥}
32P7 FBEROWEARSR
3.2.P.7 Container Closure System LohmannTherapie-Systeme AG ~ FHEl&E ¥}
32P8 REH
3.2.P.8.1  Stability Summary and Conclusions LohmannTherapie-Systeme AG  FHl&#
3.2.P.8.2 Post-Approval Stability ~ Protocol ~and  Stability LohmannTherapie-Systeme AG ~ SFl&#

Commitment
3.2.P.83  Stability Data LohmannTherapie-Systeme AG ~ FHli& %
32.A Z0fh
3.2.A.1 Facilities and Equipment LohmannTherapie-Systeme AG ~ FHl&E#t
32.A2 Adventitious Agents Safety Evaluation LohmannTherapie-Systeme AG ~ FElE R
3.2.A3 Novel Excipients LohmannTherapie-Systeme AG SRS R

[ VAN T —7 5 mg, A 10 mg, Al 20 mg] O . - ;

32.A3 . . L2 LohmannTherapie-Systeme AG ~ EHH& K+

FRM (V7Y VB OBMEE ey
3.2.A.3.1  Specifications (Levulinic acid) LohmannTherapie-Systeme AG & #
3.2.A.3.2  Analytical Procedures (Levulinic acid) LohmannTherapie-Systeme AG ~ FHl&
3.2.A3.3  Validation of Analytical Procedures (Levulinic acid) LohmannTherapie-Systeme AG PR
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3.2.A.3.4  Justification of Specifications (Levulinic acid) LohmannTherapie-Systeme AG FEMmE R

3.2.A3.5  Excipients of Human or Animal Origin (Levulinic acid) LohmannTherapie-Systeme AG ~ FElE

3.2.A.3.6  Novel Excipients (Levulinic acid) LohmannTherapie-Systeme AG ~ FHEE#

BRI T 7 U LVEE - F AT BERE =L« T2 UNABT FN - 77 Y AR EAEEKR (DURO-TAK
387-2051/87-2051) DIFHIT. MF BEFES 220MF20002 (ERE224€9 870 ZERERE) 12X 3,

32.A3.6 Novel Excipients (DURO-TAK 387-2051) I:fag‘éﬁizfggf;‘;;si;n’* Division o trgeist

FEMBT 7 VNVEE 2-FA~F ) « BEBRE =)L « 77 U LVER T F) - 727 U LVEREES KRR (DURO-TAK
387-2054/87-2054) DIEERIT. MF BFE S 220MF20003 (EpE224E9 A7 H FRERE) Tk 3,

32.A3.6 Novel Excipients (DURO-TAK 387-2054) National Adhesives — A Division = gropyy

of Henkel Corporation
[JNVANRT—7 5 mg, F10 mg, A 20 mg] @
32.A3 ey (PAI=ULT7TEFALTE I —F) @ LohmannTherapie-Systeme AG P&

BHNE A
3.2.A.3.1  Specifications (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG ~ FEAHE#
3.2.A.3.2  Analytical Procedures (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG ~ FHli&#}
Validation of Analytical Procedures (Aluminum . =z .
32.A33 Acetylacetonate) LohmannTherapie-Systeme AG L& #H
Justification of Specifications (Aluminum . =5 .
32.A34 Acetylacetonate) LohmannTherapie-Systeme AG ~ FHE#H
Excipients of Human or Animal Origin (Aluminum . = s
3.2.A35 Acetylacetonate) LohmannTherapie-Systeme AG ~ FHli& %
3.2.A.3.6  Novel Excipients (Aluminum Acetylacetonate) LohmannTherapie-Systeme AG ~ FLMHER

32R AWEIEOEMENCEET A58 LohmannTherapie-Systeme AG ~ FEAHE#
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4.21 EBHER
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x5 &5
4.2.1.1 zh & AT 2B
In vitro Opioid Receptor Binding and
1201, upp. Euntions] roperies of BUDTenorhine: purgue pharma T i
! 007 Norbuprenorphine and L.P. NJ, USA 20/ - fif
Norbuprenorphine-3-glucuronide
In Vitro Characterization of
42.1.1. B%};PR Buprenorphine and Morphine at the Purdue Pharma 20-,;-'- 7
2 ) Human Mu, Kappa, Delta and ORL-1 L.P. NJ, USA (i
189:1 Opioid Receptors 20N -
4.2.1.2 Bl kA S8 HUER
MR L
4.2.1.3 wEMEERABRR
4213 DSE- Effects of Nalmefene on ‘ 19 N . =y
1 739 bupreno.rphme-mduced respiratory ~ W
depression in rats , USA 1 O .

4214 EHFEHEDHALEARR

BN R e L
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422 EVHEEER
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g% 12 i B
za 52 EE o ®ME & fE % 7t 3 f #1
4221 HWEBIVCANYF—va v REE
3% B 72 L
4.2.2.2 WU
Single Dose Pharmacokinetics of
4222, BBJ{’PP Buprenorphine following Skin Painting Purdue Pharma 20-;-- ¥
1 ) and Dermal Patch Application in L.P. NY, USA i
177:0 Sprague Dawley Rats 20
PKDM Toxicokinetic Aspect of, ”A
Comparative Dermal Toxicity and 20 NEN -
4222. BUP . . . . i
) NDSE Toxicokinetic Study in Rats with ~ (i
438 Buprenorphine Patches Applied at One, 200 .-
Two or Three Day Intervals”
PKDM A Preliminary Dose Range-finding )
4222. BP-D Dermal Toxicity and Toxicokinetic 19.»\,-.- w
3 SE-34 Study in Rats with Buprenorphine i
2:0 Patches e
DSE  Evaluation of the Effects of Bath OB
4222. . . G
4 -243-  Immersion on Plasma Buprenorphine ~ i
GLP Levels in Mini-Swine 20 .
42.2.3 A
Mass Balance, Tissue Distribution, and
4223, BUPPR i tabolic Profile of *H-Buprenorphine 20N B
1 03- after Intravenous Administration to ~ i
177-1 atter ministration CUSA > O
4223, BUPD Igfz Vitro Protein Bmdmg of Purdue Pharma 20 . =5
5 RO4-11 [’H]-Buprenorphine Using Mouse, Rat, LP NY. USA ~ i
1:1 Rabbit, Dog, Monkey and Human Plasma T ? Pl X 1 ]
4.2.2.4
4294 PKDM In Vitro Metabollsm.of Buprenorphine Purdue Pharma 20/ .- =3
: -BUP- by Rat Liver and Skin Subcellular LP NY. USA ~ i
DMO001 Fractions o ’ 20 .-
In Vitro Metabolism and Drug
PKDM Interaction of Buprenorphine following N
4224, _BUP its Incubation with Human Liver Purdue Pharma o it
2 ~ Microsomes Recombinant Human L.P. NY, USA i
DM002 Cytochrome P450 Isoforms and Human 20N -
Hepatocytes
4.2.2.5 HEi
ZEER L
4226 EPBEFNEYMBEAEEM GFERRK)
Effect of Ketoconazole on
42.2.6. —B?JSP— Buprenorphine Metabolism in Human Purdue Pharma 20-3'- 7
1 001 Hepatocytes and Human Liver L.P. NY, USA > N i

Microsomes
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4226. DS Bupreno'rphlr.le Metabolism and Drug Purdue Pharma 1 1 | =
5 -BUP- Interactions in Human Hepatocytes and LP NY. USA ~ .
002 Recombinant Enzymes . > 20NN
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4.2.3.1 H[E &5 EHERR
4231 DSE- A Preliminary Single Application 19 - - %
) 107 Dermal Toxicity Study in Rats, Rabbits, ~ =
and Dogs with Buprenorphine Patches , USA g 1 1 ]
4231 DSE- A Preliminary Single Application 10 .. 5
5 185 Dermal Toxicity Study in Hanford ~ 2
Minipigs with Buprenorphine Patches , USA 194 BN B
4231  DSE- A Preliminary Single Application ' 15 . %
3 179 Dermal Toxicity Study in SPF Yorkshire ~ %
Pigs with Buprenorphine Patches , USA 10 .
4232 REELGHEEAR
4232 NDSE 28-Day Dose Range-finding Dermal 20 = . =y
‘ 1 " -586- Toxicity and Toxicokinetic Study with ~ ;ﬁﬁ
GLP  Buprenorphine Base in CD-1 Mice , USA 201 . - ’
20 =
423.2. _]?)I-JOP] Buprenorphine: 28-Day Repeated Dose — .«,.- i
2 1 Dermal Toxicity Study in FVB/N Mice , USA > ONE At
20 =
423.2. 1?16130861_3 A Three-Month Dermal Toxicity Study — -N-- i
3 GLP with Buprenorphine Base in CD-1 Mice TUSA ORI i
A Preliminary 14-Day Range-Finding
4232 NDSE Toxicity and T0x1cok1'net1c Study in 20/ . . %
4 2530 Rats with B.uprer'lor_phlne Base using the ~ =
Dermal (Skin Painting) Route of , USA 20 .
Administration ‘
A Three-Month Carcinogenicity 20 )
4232. NDSE Range-Finding Study with e &
5 -(5}]8411)- Buprenorphine Patches and USA 20-;- 1l
Buprenorphine Base in Rats ’ )
A Six-Month Dermal (Skin Painting) 20 )
4232 NDSE Toxicity Study in Rats with a 28-Day .- B
6 -398- Recovery Period with Buprenorphine ~ i
GLP Base , USA 2018 BN .
. . 1 =
4232, BSS;:- A 7-Day Dermal Toxicokinetic Study in 9--- iF
7 GLP Rabbits with Buprenorphine Patches TUSA O fiy
4232. 3% A 28-Day Dermal Toxicity Study in PEEE -,
8 GLP Rabbits with Buprenorphine Patches CUSA O - i
. 1 =
42.32. _lggf_ A 6-Month Dermal Toxicity Study in 9-N-'- At
9 GLP Rabbits with Buprenorphine Patches TUSA O iy
.. . 1 =
4232, -]?Sg- A 28-Day Dermal Toxicity Study in 9--- mt
10 GLP Dogs with Buprenorphine Patches TUSA O i
1988, =
4232, .]318315- A 3-Month Dermal Toxicity Study in 9-N.- it
11 GLP Dogs with Buprenorphine Patches TUSA BT il
. 1 =
4232. -l;le— A 6-Month Dermal Toxicity Study in 9-N-- il
12 GLP Dogs with Buprenorphine Patches TUSA 20 i
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4732 DSE. A Preliminary Dose Range-finding 100 . B =
13 210 To.x1‘01‘ty Stl}dy in Male Hapford ~ =
Minipigs with Buprenorphine Patches 19 N .
DSE A 28-day Dermal Toxicity Study in 8 1 1 [
4232. . . . it
14 -251- Hanford Minipigs with Buprenorphine ~ i
GLP  Patches , 190 .
DSE A 3-Month Dermal Toxicity Study in 8 1 | [
4232. S . . Az
15 -211- Hanford Minipigs with Buprenorphine ~ J
GLP  Patches , 1Ol .
DSE A 6-Month Dermal Toxicity Study in OEEEE
4232. L . . wf
16 -212-  Hanford Minipigs with Buprenorphine ~ i
GLP  Patches ) 200 ..
4233 E=mERR
4.2.3.3.1 In Vitro i B
Mutagenicity Test with Buprenorphine
Hydrochloride in the Salmonella
4233, PSE o picherichia Coli/ - B
1.1 “232- \ammalian-Microsome Reverse ~ fff
GLP Mutation Assay with a Confirmatory - USA rmm.
Assay
L5178Y TK +/- Mouse Lymphoma
4233, 2?? Forward Mutation Assay with ]9-;'- B
12 =7 Buprenorphine Hydrochloride with a i
GLP Confirmatory Assay Emmm
Mutagenicity Test on Buprenorphine
4233 DSE  Hydrochloride in a Chromosome 10 . - =5
’1'3' " -234- Aberrations Study in Human Whole ~ ;ﬂﬁ
' GLP Blood Lymphocytes with a Confirmatory 191 .
Assay with Multiple Harvests
4.2.3.3.2 InVivo B
4233 DSE  Mutagenicity Test on Buprenorphine 19/ - - =y
'2' 1' " -235- Hydrochloride in the In Vivo Mouse ~ ;ﬁﬁ
’ GLP  Micronucleus Assay 190
4.2.3.4 B A TR R BR
4.2.3.4.1 KB AFERAR
4234 BUP Bupr'enorph.ln.e: 26—We§k Derrr}a] 20 . . =7
11 P-012 Carcmoggmmty Study in Hemizygous USA ~ i
) Tg.AC Mice ’ 20 .
Buprenorphine Base: A Two Year Dermal 20 ENEE
4234. BUP . S . i . G
12 N-004 (Skin Painting) Carcinogenicity Study in ~ i
’ Rats 2018 .
Assessment of the Tumor Response in:
4234, Bunon Buprencrphine: A Two-Year Dermal o
13 ot al. (Skin Painting) Carcinogenicity in Rats - - (i

(Purdue Pharma, L.P. Study No.
BUP-N-004)

4.2.3.42 BHIXITHES A MR R

Y EE R L

4.2.3.43 O oRBR
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4.2.3.5 AEGEFREAEBEAR
423,50 FREES L OHIKE CONMIEREEICET 5 KB
A Dose Range-finding
Developmental/Reproductive Toxicity
4235 DSE- and Toxicokinetic Study in Rats with 19-3'- %
1.1 390 Topically Applied Buprenorphine =
Patches and Subcutaneously - USA 20N -
Administered Buprenorphine HCI
A Fertility and Early Embryonic 20 )
42.3.5. IEISDST_E Development (Segment I) Study in Rats -3- A
1.2 GLP with Topically Applied Buprenorphine CUSA > O i
Patches
42352 HMAEMBIUOHEROELEL S CICHEOKEICHET 55K
A Pre- and Postnatal Dose
DSE  Range-Finding Study in Rats with IV 11
423.5. : . .
71 418- Topically Applied Buprenorphine ~ e
' GLP  Patches and Subcutaneously , USA 20N .
Administered Buprenorphine HCL
A Pre-and Postnatal Study in Rats with
423.5. NsDSi.E Topically Applied Buprenorphine — 20-5'- ¥
22 "~*~  Patches and Subcutaneously I
GLP Administered Buprenorphine HCL - USA 20
42353 & - lRIRBEEICET 5 AR
A Developmental Toxicity Study in Rats
4235. NDSE with Topically Applied Buprenorphine mm.
3.1 -(5}12})- Patches and Subcutaneously USA 20-;- i
Administered Buprenorphine HCL ’ )
A Dose Range-finding Developmental
Toxicity and Toxicokinetic Study in
4235 DSE- New Zealand White Rabbits with 19-3'- %
32 395 Topically Applied Buprenorphine =
Patches and Subcutaneously » USA Z0NLE-
Administered Buprenorphine HCI
A Developmental Toxicity Study in New
NDSE Zealand White Rabbits with Topically 0mmEEm
4235 _528- Applied Buprenorphine Patches and ~ "
33 GLP  Subcutaneously Administered , USA commmmm
Buprenorphine HCL
4.2.3.5.4 FAERZ M W2 RER
ZEER 2L
4.2.3.6  Jm P PR RABR
4.2.3 .??(1)3_ A Primary Dermal Irritation Study in — 19-"- +F
6.1 GLP Rabbits with Buprenorphine Patches ’ O i
DSE A Dermal Sensitization Study in Guinea O E
423.6. . . . . il
5 -163- Pigs with Buprenorphine Patches using a ~ {i
GLP  Modified Buehler Design 1O N B
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4237 BUP  Buprenorphine Base: A 31-Week Dermal 20 . - =7

'7' 1' ’ -N- (Skin Painting) Chronic Toxicity Study ~ i
’ 003 in Mice with a 4 Week Recovery Phase , USA 20 .

4037 DSE A Single Dose Oral Administration 100 .. =

72 " -244- (capsule) Safety Study in Beagle Dogs ~ i
’ GLP  with Buprenorphine Patches , USA 20 .

4237 DSE A Single Dose Buccal Administration 1O .- =3

'7'3' " -245- Safety Study in Beagle Dogs with a ~ i
’ GLP  Buprenorphine Patch , USA 20 .-
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433 |lizukaet fUFEEH RX2007TM O — R EEAEH. _ _ z
o al, 1981 =i g - i B B AF 22 9t %
1981;7(3):279-321.
Katchman AN, et al. Influence of opioid
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al, 1989  buprenorphine. Br J Pharmacol.
1989;97:801-8.
Yanagita BMEEFE O, TA TS FLITBIT D =
43.6 etal, Buprenorphine D EW K FHEHAK. £ - - %_
1981 of BF - RiT KR SR BF ZE 4R . 1981;7(3):337-46.
K R A B L O -
43.7 - DBARERBRICET 3 - — =

3 B § O 5= &




CTD 1.12 T EE—&

Pagel7

E58 BRESBRBEE
52 BERRR—K®R

ifj ABRES BEtORE
=

eSS ]

52 — R —ER

- - %




CTD 1.12 &fHER—& Pagel8
B5H BERBRESE
53 HEHEEERUVEERR
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5311 NAFTRAFEY T 4 (BARBRBEE
53.1.1.1 BP97-0501 A Randomized, Crossover, Pharmacokinetic e 11 |
5970501 Study to Characterize the Absolute Bioavailability USA ~ LA
- of Buprenorphine TDS 198
53.1.1.2 (Addendum) prenorp ‘mmEm
53.12 H#k BA RBRR OAEMFHIREEBE)RBRBEE
LR L
53.1.3 Invitro-Invivo OBIEZRRF L - RBRBEE
LR L
53.1.4 AEMFHROE(CFEROITERFNREE
Validation Report of a Quantitative Method for
BUPVR the Determination of Buprenorphine and Its
53.14.1 03-039:1 Metabolite Norbuprenorphine in Human Plasma ~ USA — A
' Using a Liquid Chromatography Mass
Spectrometric (LC-MS/MS) Method
BUPVR LC-MS/MS Assay Validation of Buprenorphine _ =
>-3.14.2 05-032:1 and Norbuprenorphine in Human Plasma USA fif
PDM Validation of LC-MS/MS Bioanalytical Methods
53.143 . (PDM97-0812M:0) for the Analysis of USA — Bzl
#97-0812V:0 L
Buprenorphine in Human Plasma
Determination of Buprenorphine in Human
53.144 TM-332 EDTA Plasma by LC-MS-MS Validation of the USA — il
Analytical Method
Validation of Liquid Chromatography-Tandem
PDMBA Mass Spectrometric (LC-MS/MS) Bioanalytical
i Methods (PDMBA-BUP-MR0599:1 and _ =
>-3.14.5 BP1298VP- PDMBA-BUP-MR-0599:2) for the Determination USA wFfif
VR0599:0 . .
of Buprenorphine and Norbuprenorphine in
Human Plasma
Validation of an LC/MS/MS Method for the _ =
>-3.14.6 20442 1 Quantitation of Buprenorphine in EDTA Plasma USA wF il
Validation of an LC/MS/MS Method for the =7
5-3.14.7 20442 2 Quantitation of Buprenorphine in EDTA Plasma USA fif
Analytical Method for the LC/MS/MS Analysis _ =
>-3.14.8 VI1330P1 of Buprenorphine in Human Plasma Usa ¥l
PKDM Validation of an LC/MS/MS Bioanalytical
53.14.9 . Method (PDM 97-0812M:0) for the Analysis of USA — Bail]
BP0897V:1 .
Buprenorphine in Human Plasma.
Validation of an LC/MS/MS Method for the
53.14.10 25720 2 Quantitation of Buprenorphine and USA - B2
Norbuprenorphine in Human EDTA Plasma.
LC/MS/MS Assay Validation of Buprenorphine
53.14.11 QPS42-0217 and Norbuprenorphine in K,EDTA Human USA - Bl
Plasma
QPS LC/MS/MS Assay Validation of
Buprenorphine-38-D-glucuronide and _ =
>3.14.12 i?égg?gg? HP Norbuprenorphine-38-D-glucuronide in Human USA Gl

Plasma
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533.1 EEHERE IR 2 PK ROMHBAERBREE
3311 BUploos TEERARRABTEAZETS - S
BTDSS, 10 & Ut 20 D H[EI#Z 538k O
A Randomized, Crossover, Analytically Blinded
53312 BP96-0304  Single Dose Bioequivalence and Dose omim
Proportionality Study of Three Strengths of USA ~ BE
3 BP96-0304  Buprenorphine Transdermal System in Normal, ie_1 1 |
533.13 (Addendum) Healthy, Adult Volunteers
A Pharmacokinetic/Pharmacodynamic Study of
53.3.1.4  BP96-0803  Buprenorphine TDS 25 pg/hr Single Application to
- . 4 . e 11 |
Determine the Pharmacologic Actions and Duration USA - T4
: of Wear for the 12.5 pg/hr Placebo, LN - "
533.1.5 BP96-0803 >3 pg/hr Active, and the 50 pg/hr Placebo Patches —
(Addendum) i, Healthy Adult Volunteers
533.1.6 BP98-0201 A Parallel Group Study to Evaluate the Absorption LN
and Disposition Kinetics of Buprenorphine USA N =7
BP98-0201 Delivered by a Transdermal System Applied for P p—
53.3.1.7 (Addendum) Varying Durations in Young, Healthy Volunteers —
A Randomized, Crossover,
533.1.8  BP96-0501  Pharmacokinetic/Pharmacodynamic Study of
. . ommm
Buprenorphine TDS 25 pg/hr Single Dose to =
. A n USA ~ Bl
BP96-050]  Determine the Relative Bioavailability from N
5.3.3.1.9 (Addendum) Different Body Regions in Healthy Adult "
Volunteers
An Open Label Incomplete Crossover Pilot Study
to Characterise the Pharmacokinetics of 2000 .
53.3.1.10 BUP1012 Buprenorphine 5 pg/H Transdermal Patch When UK ~ BE
Applied at Four Anatomical Sites in Healthy 2000
Elderly Subjects of Varying Body Fat Composition.
Open, Randomized, Two-Part, Crossover Study to 20N
Determine The Pharmacokinetics of Transdermal T
53.3.1.11 BUPI1201 . ) . UK ~ 5%
Buprenorphine Compared with Sublingual ORI
Buprenorphine in Healthy Subjects. -
5332 MBEICKIT D PK RO B AR EE
A Single Dose, Randomized, Double-Blind,
533.2.1  BP96-0104  Pparallel Group Study of the Safety and 1omm.
Pharmacokinetics of Buprenorphine TDS (12.5,25, USA ~ &
BP96-0104 50 pg/hour) vs. Placebo in Patients with Moderate i1 1
53322 (Addendum) to Severe Pain Following Orthopedic Surgery
A Multi-Center, Randomized, Double-Blind,
Parallel Group, Placebo- and Active-Controlled
53323 BP96-0101 Study of the Safety and Efficacy of Buprenorphine | Om
TDS (Transdermal Delivery System) 12.5, 25, and USA ~ =
50 pg/hr Applied Every Six Days For Sixty Days Lom
BP96-0101 Vs IR 5 mg Oxycodone/325mg Acetaminophen "
53324 (Addendum) Tablets q6h prn vs Placebo in Patients With
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Safety and Efficacy of Buprenorphine TDS
53.3.2.5 BP96-0102  (Transdermal Delivery System) S, 10 and 20 oM
Applied Every 7 Days for Sixty Days vs. 5 mg =
: USA ~ B
Oxycodone/325 mg Acetaminophen Tablets LomLm
53.32.6 BP96-0102 g6h prn vs. Placebo in Patients With Chronic Low .
(Addendum) g,k Pain
Exploratory Analysis of Buprenorphine oM
53327 Analysis Pharmacokinetics in Japanese and US Clinical HA - =7 fff
e Report Trials of Buprenorphine Transdermal Systems USA g
20 .
(BTDS)
5333 WEMERZHRF L2 PK ABRBEE
A Single Dose Pharmacokinetic/Pharmacodynamic ‘
3331 P96- . 1
53.3.3 BP96-0702 Study of Buprenorphine Transdermal System USA }3- o T4
BP96-0702  (25mg/hour, 10mg/patch) in Healthy Elderly and P
53332 (Addendum) YOung Adult Volunteers —
A Parallel Group Study to Evaluate the Effects of
53333  BP97-0303  Buprenorphine Transdermal System on Vital Signs
o e 1 1 |
and Oxygen Saturation in Young Healthy =
USA ~ Bl
BP97-0303 Volunteers, Elderly Healthy Volunteers, and Lo
53334 Ad d- d Elderly Patients With Hypertension Receiving )
(Addendum) Thiazide Diuretics
53335 BPITO0I2 4 Single-Dose Pharmacokinetic Study of il 1 1|
BP97-0112 Buprenorphine in Healthy Adults and Adult USA ~ BT
53.3.3.6 (Addendum) Subjects with Hepatic Impairment e 1 1|
5334 SHAMERZHRF L PK ABRBREE
A Pharmacokinetic Study to Determine the Effect
5334.1 BP96-1102 1
of Increased Core Body Temperature on USA ,13- = =4
53349 BP96-1102 Buprenorpﬁ%ne g‘xbsorp‘cﬁilf)ll)asFl"onI:I the Vel Lo
3.4 (Addendum) Buprenorphine 25 whr in Normal Volunteers
53343 BP98-1204  Evaluation of Effect of External Heat Application 19 .
on the Plasma Concentration Time Course of USA ~ i
53344 ?ﬁgg;ﬁfﬁl) Buprenorphine From BTDS in Healthy Subjects i 1|
An Open-Label Study to Determine the Apparent
53345 BP99-0204  Time To Steady-State Plasma Concentrations 1oL .
Following the Application of Buprenorphine USA - T4
Transdermal System (BTDS) and the Effects of LN
5334.6 BP99-0204 1 cal Heat on the Plasma Concentrations of )
(Addendum)  gynrenorphine After BTDS Removal
A Parallel Open-Label Study to Examine Plasma
53347  BUP1002 Concentrations of Buprenorphine Following 200N .
Reapplication of 10-mg Buprenorphine USA ~ B i
BUP1002 Transdermal System (BTDS) After Variable 2000 .
53.34.8 (Addendum) Application Site Rest Periods in Healthy Subjects
A Third-Party Blind, Double-Dummy Study to
5.3.34.9  BP97-1001  Evaluate the Effects of Buprenorphine Transdermal oL
System (BTDS) Plus Midazolam and of Fentanyl USA — T4
Transdermal ([l Plus Midazolam on P p—
53.3.4.10 BP97-1001  vjty) Signs and Oxygen Saturation in Young )
T (Addendum)

Healthy Volunteers
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A Third-Party Blind, Double-Dummy Study to
53.3.4.11 BP98-0202  Evaluate the Effects of Buprenorphine Transdermal
. e 1 1 |
System (BTDS 10) Plus Prochlorperazine and of USA - %4
Fentanyl Transdermal ([ D Plus P p—— ?
5334.12 BP98-0202  Pprochlorperazine on Vital Signs and Oxygen —
(Addendum)  Saturation in Young Healthy Volunteers
A Single Center, Randomized, Double-Blind,
Crossover Study to Assess Buprenorphine 20000 .
53.34.13 BUP1009 Accumulation and Description of Its Metabolites USA ~ B2
During Co-Medication of BTDS and Ketoconazole, o) 1 1 |
Used As a CYP3A4 Inhibitor, in Healthy Subjects
5335 Htal—varPKABRHBEE
53351 BUPPK Pharmacokinetics/Drug Metabolism Report USA . =T ff

00-072:0 (Clinical Pharmacokinetics)
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5341 fRFEHEBRE RIS PD RBK O PK/PD REHEE
A Randomized, Crossover,
53.4.1.1 BP95-0901  Pharmacokinetic/Pharmacodynamic
Characterization of Buprenorphine TTS 50 pg/hour i 1 1|
(Single Dose), Buprenorphine TTS 50 pg/hour, UK ~ =k
(3 Sequential Doses) and Buprenorphine e 1 1|
534.1.2 BP95-0901  pytravenous Injection 0.3 mg (Single Dose) in
(Addendum) Normal, Healthy, Adult Volunteers
534.13 BP98-1202 A Study to Characterize the Abuse Potential of Iommm
Buprenorphine TDS in Non-Opioid Dependent USA ~ B2
53414 BP98-1202  volunteers 20
e (Addendum)
A Randomized, Double-blind, Placebo- and
Positive-Controlled, Parallel Group,
Dose Escalating Study to Evaluate the Effect of 20 .-
534.15  BUPI0I1 Buprenorphine Delivered by the Buprenorphine USA ~ A
Transdermal System (BTDS) at 10- and 40-mg 20 m

Dose Levels on QT Intervals in Healthy Adult
Volunteers
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o BTDS 055 I#A L #EABR 20NN
53.5.13 BP96-0604
BP96-0604 A Comparative Study of Buprenorphine e 1 1 |
53.5.14 (Addendum) TDS,Oxycodone/Acetaminophen Tablets qid USA ~ BE
and Placebo in Patients with Chronic Back Pain 19N I
53515 BP96-0604
T (ETHR)
53.5.1.6 BP99-0203 A Double-Blind Placebo-Controlled Study of PEEN
BP99-0203 Buprenorphine Transdermal System (BTDS)in  USA ~ &
5.3.5.1.7 (Addendum) Patients with Osteoarthritis of the Hip or Knee 190 .
A Randomized, Double Blind, Pilot Evaluation
of the Effectiveness of BTDS vs Placebo
. . .y . 2000 .
53518 BUP3002 (With Short-acting Opioid Therapy Preser}t in USA N sz
Both Groups) on Health Outcomes Associated oML
With Analgesic Management of Elderly
Residents in Supervised Living Environments
An Open-Label Extension Study of a
Randomized, Double-Blind, Pilot Evaluation of
the Effectiveness of BTDS vs. Placebo (With 20 m
53.5.1.9 BUP3002S Short-Acting Opioid Therapy Present in Both USA ~ 2%
Groups) on Health Outcomes Associated with 2000 .
Analgesic Management of Elderly Residents in
Supervised Living Environments
An Open-label Run-in, Followed by a
Randomized, Double-Blind, Placebo Controlled,
Parallel Group Study to Show the Effectiveness SONLE
535110 BUP3201 of Buprenorphine Transdermal Delivery System USA N sz
e (BTDS) - 5,10 and 20 mg Therapy in the UK By =
Management of Patients with Chronic -
Non-malignant Pain Syndromes Responsive to
Opioid Combination Therapy
A Randomized, Double-Blind,
Placebo-Controlled, Parallel Group, Multicenter
Study to Determine the Efficacy and Safety of 20NN
535111 BUP3011+ Buprenorphine Transdermal System (BTDS) in USA N ) sz
e BUP3011S Subjects with Moderate to Severe Osteoarthritis ORI =
(OA) Pain Requiring Daily Treatment with -
Opioids.
(Core Study and Extension Phase)
53.5.1.12  BUP3012 A Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group, Multicenter
53.5.1.13 BEP3012 Study to Determine the Efficacy and Safety of 2omm.
(1* Addendum) . ; USA ~ 2%
the Buprenorphine Transdermal Delivery oML
535114 BUP3012 System (BTDS) in Subjects with Moderate to )

(2"Addendum)

Severe Osteoarthritic Pain of the Hip or Knee
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A Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group, Multicenter
Study to Determine the Efficacy and Safety of 2000 .
5.3.5.1.15 BUP3012S the Buprenorphine Transdermal Delivery USA ~ BE
System (BTDS) in Subjects with Moderate to 200
Severe Osteoarthritic Pain of the Hip or Knee:A
6-month Open-label Extension Phase
A Randomized, Double-Blind, Double-Dummy,
Parallel Group Study to Compare The Efficacy
BUPN and Tolerability of Buprenorphine Transdermal UK 190 .
53.5.1.16 CLINdOOl Delivery System (5mg, 10mg and 20mg) with AUS ~ 2%
Buprenorphine Sublingual Tablets (200ug and 200 .
400pg ) in Patients with Moderate to Severe
Pain Due to Osteoarthritis
Buprenorphine Transdermal System or Codeine 20l mm
5.3.5.1.17  020-006 Plus Acetaminophen for Opioid Therapy in Canada ~ 5%
Patients with Chronic Low Back Pain 20 .
Long Term Open Label
Extension of A Randomized Dopble-Blind 20N
535118  020-0060L Crossover Stud){ of Buprenorphlpe Transdermal Canada N Bz
System or Codeine Plus Acetaminophen for ORI
Opioid Therapy in Patients with Chronic Low )
Back Pain
53.5.1.19 BP98-1201 A Double-Blind Comparative Study of 1o .
Buprenorphine Transdermal System (BTDS) USA - sz
BP98-1201 and Hyd‘rocod_one/Ac.etaminopI.len . e -
5.3.5.1.20 (Addendum) Tablets in Patients With Chronic Back Pain i
535121 BUP3014 A Randomized, Double-Blind, Multicenter,
R +BUP3014S Active-Control Study Evaluating the Efficacy > OB L
and Safety of Buprenorphine Transdermal USA _ sz
BUP3014 System (BTDS) in Subjects with Moderate to Y — =
5.3.5.1.22  +BUP3014S Severe Osteoarthritis Pain :
(Addendum) (Core Study and Extension Phase)
A Multicenter, Randomized, Double-blind,
535123  BUP30I5 Active Comparator Study to Determine the 200 -
Efficacy and Safety of BTDS 20 or *A USA ~ 5E
53.5.1.24 BU?3015 Versus BTDS 5 in Subjects with Moderate to 20M .
(HKETHR) Severe Low Back Pain
A Multicenter, Randomized, Double-blind,
5.3.5.1.25 BUP30158 Active Comparator Study to Determine the 20NN N
Efficacy and Safety of BTDS 20 or *A '
N : USA ~ BE
BUP3015S Versus BTDS 5 in Sl}bjects with Moderate.to > ONL
53.5.1.26 Severe Low Back Pain: A 52-week Extension
(Addendum) Phase
A Randomized, Double-Blind Study Evaluating 20N BN
53.5.127 BUP30I8 the Dose Conversion From = *B  to — ygp ~ BE
Buprenorphine Transdermal System (BTDS) in > O LI
Subjects with Osteoarthritis (OA) Pain .
53.5.128 BUP3019 Randomized, Double-blind, Multicenter, Active
Comparator Study to Determine the Efficacy 200 .
and Safety of BTDS 20 or  *A  versus USA ~ 5%
53.5.1.29 BUP3019 BTDS 5 in Subjects with Moderate to Severe 20In .
(Addendum)  (gteoarthritis (OA) Pain.
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A:oxycodone HCI immediate release
B:hydrocodone/acetaminophen
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53.5.1.30 BUP3019S Randomized, Double-blind, Multicenter, Active
Comparator Study to Determine the Efficacy 200 .
and Safety of BTDS 20 or  *A  versus USA ~ &
BUP3019S BTDS 5 in Subjects with Moderate to Severe 200
5.3.5.1.31 (Addendum) Osteoarthritis (OA) Pain.
Buprenorphine Transdermal System Versus
5.3.5.1.32  020-007 Placebo with Acetaminophen Rescue in Patients
with Chronic Low Back Pain 20NN
A Subgroup Analysis Evaluating QTc Effects in Canada =~ 2%
535133 020-007 Chronic Low Back Pain Patients Receiving 208
e (Addendum) Buprenorphine Transdermal System (BTDS)
Versus Placebo with Acetaminophen Rescue
Long Term Open Label
Extension of A Randomized Double-Blind 2000 .
5.3.5.1.34  020-0070L Crossover Study of Buprenorphine Transdermal — Canada ~ 5%
System Versus Placebo with Acetaminophen 2000 mm
Rescue in Patients with Chronic Low Back Pain
A randomized, Open, Controlled Parallel Group,
Multicenter Study to Evaluate the Efficacy and 2000 .
53.5.1.35 BUP4009 Safety of Norspan® versus *C in SEK ~ BE
Subjects with Chronic, Moderate Osteoarthritis 200N I
Pain of the Hip and /or Knee
5352 FEMRRBREBEE
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53523 BP96-0103 A Long-Term, Open-Label, Clinical Use Safety oM .
Study of BTDS 5, BTDS 10, and BTDS 20 ’
. USA ~ 2%
BP96-0103 Applied Every 7 Days for the Management of ORI
53524 (Addendum) Ongoing Pain Syndromes o
An Open-Label, Multi-Center, Titration Study to
Establish the Long-Term Safety and Tolerability
of Buprenorphine Transdermal Delivery System 2000 .
53.52.5 ?2%1;2202/ (BTDS) 5 mg, 10 mg, and 20 mg in Patients ~ Oo’° ~ B
With Chronic Non-Malignant Pain Syndromes 20 mm
Responsive to Opioid Combination Therapy—a
28-Week Extension Study
" 200 .
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A:oxycodone HCI immediate release C:tramadol extended release



CTD 1.12 #fTER—& Page27
BHEES ABRES 2g IOF - Efsm i
53531 — Integrated Summary of Safety ~ (EINFRER) A — il
53532 — BMEDOE LN (ENRER) AA — i
53533 — Integrated Summary of Safety  (JESRER) USA — 5%
5354 ZTOMOBERRARBRHELE
AL RS 2 15 LT 5 e
53.54.1  BUP3803 BTDS D& #i# 538k HA 17 B2
(6 » A BEROFHERESE) ORI
BB EE LR LTS e
53.542  BUP3804 BTDS D& Hi#k 535k HA 7 H FHAfh
(6 » AR5 OFERES) 20N .
N 208
53543  BUPI019 BERMARRABIEEHRET D BIDS 7 N -

Z & RELHI(TDS) D K7 FE R AR

200 -




CTD 1.12 #fIEE—E Page28
E58 BREEBRHEE

5.3.6 TREDERERICET 28E5E

EREE HBRES BERoRE EWEHET  EREHE

5.3.6.1 — PSUR (Data lock point : 20ll/F/E-20lVID) — — &
53.6.2 — PSUR (Data lock point : 200208 — — 5%
53.6.3 — PSUR (Data lock point : 200/N/I-20l/VID) — — 5%
53.6.4 — PSUR (Data lock point : 20il/I/I-20M/WV D) — — zE
53.6.5 — PSUR (Data lock point : 200/N/E-20l/VE) — — 2%
53.6.6 — PSUR (Data lock point : 200lV/N/ - 20V — — 2%
53.6.7 — PSUR (Data lock point : 200lV/N/E-20l/VID) — — 5%
53.6.8 — PSUR (Data lock point : 200/N/H-20MVI) — — 5%
53.6.9 — PSUR (Data lock point : 200/N/I- 20V — — 5%
5.3.6.10 — PSUR (Data lock point : 200/N/I-20MVID) — — BE
53611 . PSUR Addendum . . sz

(Data lock point : 20ll/WI-200/AN)




CTD 1.12 I+ EE—&

Page29

E58 BESKREBEE
53.7 BET—4—RKELLVEHIRE

BRES RBES  EHOXRE

ES X

FE it

[BET — & —HRE L UEFIREE)




CTD 1.12 #fHEE—& Page30

B58 BEEBRHEE

54 BEXH

BHES RBRES BEORE Ehasgpr  FEhiaHiE
I 7/ 7 % 6%

41 ] I B B - &%
AT, PHIEX :

542 B HEENR 2 31T 2 FEMRIEOBIE. — - %
AT Y = 7.1999;20(8):1119-1126
ARERBR, FrEEM, ARAMER, 1LA—i,
KEWAE, BokEz :

543 AARICR T 2 BEERERET 5BE - - 2%
BT 5 RBUEFAE.
A VY Y = 7 .2004;25(11):1541-51
KEFHEE :
BEORHDRA 7 ) = 7 IR

44 R AT) | %
A7 Y =7 .2002;23(4):478-485
RAaFEoAM -

545 RAEREBEE (FFR) , S HOBROLDIT. B sz

o HA BTA A EBH 2003 (CREFHR) | -

HEEAT 1 J1/VBEZE. 2003;224-235
AAZZ, TEMZER, #XEL, EHEFR:
T 7 vt —E-2 BRI ERK

54.6 traxis (Blay s x%E) o — — B
R ZRRMER X OERRABREGE.
H 3REEE. 2008;131:127-136
BRET:

5.4.7 FERT uA FHRRIE - ERAIOBIER. - - 2%
BRER & RPIEIR. 1989;8(3):31-35
S5 ROKA

548 ERAEBEE I3 23 LUVRR O — — B
&+ BIME - B, 2002;15(7):729-733
Lochmander LS, Dalen N, Englund G, Hamalainen
M, Jensen EM, Karlsson K, et al. :

549 Intra-articula‘r _hyaluronan injection in the treatment _ _ Bz
of osteoarthritis of the knee :
arandomized, double blind, placebo controlled
multicenter trial. Ann Rheum Dis. 1996;55:424-431
-l AR B EE.

>4.10 Pharma Media. 2002;20(5):121-128 B &%
JIIESF :

5.4.11 RIERE DEYWREC X AH T T ue—F. — — 2%
_AV 7Y =v7.2007;28(1):41-49
RERF], HHE—, ENE:

54.12 &R DR, B - B - B - - 2E
2003;(8):968-976
INERBL, AR, BRATEEA -

54.13 [EEEEERAE OEWRE. B - B - 8. — — zE
2002;15(6):601-607
W, YR, )I0Y, SRS

5.4.14 fEE MR BT T B EREERE - BWIRIE. — — 2%

a2 & BEER. 2003;3(2):42-49




CTD 1.12 H{fTEE—& Page31

ERES ABRES  EHoXRE EheET  EREHIE
MEE—, SME—, LHEE, THREE,
RS

5.4.15 - ERAEBEE & R IC T 2 ER=—X L - - BE
FEAA FEREROZREICET 2HE.
FRREZE. ERRESE. 2008 ;24 (10) B : 865-873.
HHESCRIER : BSA ORE&HD B OfEHR

54.16 - —WHO 3 A SR TR IRE —. - - BE
SRR, 1996
SR
A ROFEB ARG~ D

5.4.17 — i — — &
S & . -
~A 7 U = 7.2007;28(3):313-319
IERET, WIEHZE, MEER

54.18 - BB A A A g D8 H. - - BE
A7) = 7.2004;25(4):432-439
American Geriatrics Society :

54.19 — The Management of Persistent Pain in Older - — BE
Persons. JAGA. 2002;50:S205-S224
Kalso E, Allan L, Dellemijn P.L, Faura C.C, Ilias
WK, Jensen T.S, et al. : . _

>:4.20 - Recommendations for using opioids in chronic &%
non-cancer pain. Eur J Pain. 2003; 7:381-386
BHET, TER—H -

5.4.21 — TFVINT 4 VK BIBRE. — — 2%
T 7 L B ER. 2003;3(2):80-86
BRIRARBRIZ 31T 2 r FREE OB &

54.22 - ZIICBHE Y S FEME. - - BE
EEERE 136 5, FRK 1342 HA27H
BBy TRVERICK LRBIFE O&REH
HE SN D FHEREMLDOIFREFEICRBWNT

5.4.23 - LR M T 5 - OICLERIEFE & — — zE
BEHEIZOWT.
EEFSNE, FRTIE5A24HR
R (A & 45 BRGSO RRRFHME

54.24 - BT AHA RTA . - - BE
FHE 104 5, FRLSHFEI2A2E

_ BRI 0D T b DR FAL. ~ ~ N

5425 BEIRES 1047 5, TR 104 11 A 30 H &5
Ballantyne J.C, Mao J.

5.4.26 - Opioid therapy for chronic pain. — - &
N Engl J Med. 2003; 349:1943-53.
Kalso.E, Allan.L, Dellemijn P.L.I, Faura C.C, Ilias

_ WK, Jensen T.S, et al. . _ N

3427 Recommendations for using opioids in chronic 2%
non-cancer pain. Eur J Pain. 2003;7:381-386
Modi P.

5408 . Review of rational approaches to the treatment of . _ Bk

pain management-role for opioids therapies. Curr
Drug Ther. 2008; 3: 33-43.




CTD 1.12 RAHEE—& Page32
EHES ABRES  EHoOXRE EGET  EREHE
Farrar J.T. et al. Young JP Jr, LaMoreaux L, Werth
JL, Poole RM.
5.4.29 - Clinical importance of changes in chronic pain — — &
intensity measured on an 11-point numerical pain
rating scale. Pain. 2001; 94(2): 149-158.
RFFE. DRAREEEDERFER.
5.4.30 - HEBRAMRE. ZRARBEEE — - %
—RRB L RTFRYE—. REVLEE, R, 2008
Tawfik M.O. , Bryuzgin V, Kourteva G, et al. Use of
5431 _ ‘Franse'rmal fe_ntanyl withopt prior opioid stabilization . sz
in patients with cancer pain.
Curr Med Res Opin. 2004;20(3): 259-267.
FET.
5.4.32 - B ER L Ny FT A . S, - - 2%
1977, 19(2):210-222
Suzuki T, Kishimoto Y, Misawa M, Nagase H,
Takeda F.
5433 . Role of the Kappa-opioid system in the attenuation _ _ sz
o of the morphine-induced place preference under =
chronic pain.
Life Sci. 1999;64:PL1-7.
Suzuki T, Kishimoto Y, Misawa M. Formalin-and
carrageenan-induced inflammation attenuates place
5.4.34 — preferences produced by morphine, — — &%
methamphetamine and cocaine.
Life Sci. 1996;59:1667-1674.
Jasinski DR, Pevnick JS, Griffith JD.
Human pharmacology and abuse potential of the
5.4.35 — analgesic buprenorphine: — — &E
a potential agent for treating narcotic addiction.
Arch Gen Psychiatry. 1978; 35(4):501-16.
Nutt D, King LA, Saulsbury W, Blakemore C.
5436 _ Development of a rational scale to assess the harm of _ sz

drugs of potential misuse.
Lancet. 2007;369(9566):1047-53.






