2R A EE 25 mg

2R %A EE 50 mg

2R A 100 mg
ICEAT &M

AEHICEH SN-FERICRIEFNRVARICOVTOEREEF, Yot T77—7HH
ZHICRETHLDOTHY . ARFEREARFIOBERRAUNOEF BMICERYT S
EFHEFEA,

Yot 77 —HAEH
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AN B N B 1

R
i

1.5 ERJFSL3TE RO R S OVBR € D&

BE—EX

W5 SRR

2B DA

CR

controlled release (£ f#ctt)

EFD study for effects on embryo-fetal development (& - VR A I BT % 5llER)

ER extended release (1R i)

FEED study of fertility and early embryonic development to implantation (5% RHE K& N
HIRE TOYWIEIR AT 23 R)

IR immediate release (R[f{E)

NA noradrenaline (/ /L7 KLU )

NRS numerical rating scale

PPND study for effects on pre- and postnatal development, including maternal function

(HHAE AT M O AR O3 AT N R O REIZ B3 2 35U5R)

PR prolonged release (FR1E)

PR1 prolonged release type 1 (FRIMES A 77 1)

PR2 prolonged release type 2 (fRJi1E % A 7 2)

QOL quality of life (Z35D'E)

SR sustained release (4 Ji%1%)

TRF tamper resistant formulation (FL BA 1L L5I)

WHO World Health Organization (fH: SR fEERERE)

i MNTATEOE N E G RS AR O s

<IRBRSEH A 5 DERLIS OV T >

WAL CIEhE L 72 < DO FFREER X, Janssen Research & Development 11 (LLF, JRD k) &
Griinenthal £ (LLF, GRT4L) 12K % 2 >OIRBRE FHE &R 5235 S Tw% (JRD
R331333-PAl-xxxx, GRT #f : HP5503/xx i KF5503/xx) . ASE Y 2 —/ /LTl 1 DORBRFENMF
B 2 SOV E B ER TN H 556, PAl-xxxx/HPxx X% PAl-xxxx/KFxx & it L, 1
DOOEATE PALI-xxxx X% HPxx & L7=,

<HBEDIEFLIZHOWT >

A R—)L DR EIL, T ClEiE R & TRt LT,
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1.5 BEEREXZIRROZERURHAEOZER

151 ERXIIERRORERE

LB R—= NV HEREELE, GRT#E (R4 YY) TAIRINICHHOFREFEFE TH Y, A
FA RZpsg, #_0F R—UEBEOFEEREZ X 1.5.1-1 1R T, FX0F R—L
HFRHE, JEBRRWIC p A A A RZREEBER CFEd4 RIER) KO VT Rut v
(LAF, NA) HEVIAARAEER GEAva4 FMEH) o022 A L CBY, I
KRB IC B W CHEASE N SR ERICE S T2 2 MRS TWD, £, 0¥ R—L
WEO ERHH TH D Z L F R—L O-Z V7 o UEgiaiRiE, $EEREZ RS RN &R
RSN TV 5D,

X 1.5.1-1 3R 4 F—)LIEEEDILFEER

BB R ) UIRIRIE OB Y, #SM Tl GRT LA OVIRD 41 CRE) AkREITIT->TH D,
AN OW TR (BUF, IR) ®AIR O (LUF, ER) ®AINFEFE I T D,
IR BUHN T BPEEIR ISR T HIEHIE & U TR 37 WETHRGE SN TE Y (20134 11 ARER)

ER SUAN T MR 1Tk 2 7R3 & U TR 37 BETHRE STV D (20134 11 HFER)
ER BA| O RSN X, SLABIIERA (TRF) & LTRSS AURENC TRUERZFEARB S Tv
% TRF 88, KM OBRM & CROERFEAR SN TV D IRIEMEZ A 7 2 (PR2) 8E0NH D, AFRTIX
?yty77~7%ﬁéﬁﬂ§“/&%~wﬁwﬁ®%%%ﬁofkb,&A/&%~»ﬁ%ﬁ
g (LAF, #X0 % R—JVER) % [HEEEEN O @ OIS % fF 5 KI5 80 ) %
Zhee - hR & LT, EIHMBLERGEAGEEHGE Lz, 7k, A TOHX ¥ R—/L ER OI5E
TERANT, KEOHREEA & FEERD TRFETH 5,

152 FFEOEE

JEATEE O N DBV EEFIERERICE D L, BAIT 1981 NS ARITORRDE 1L L 72> T
W5 DL 2011 FED4 %t%@o%# IR B HDEIAIE 28.5%% 56, BETHEDKI35 A
WZTABBATEELTWDS Y, —RKIZFEROEEINE & BITHADORIEY 27 133ML T < 72
W, mEEPELARLTIERAUIC LD CETEDSZ ML TS Z R THISNS,
NPT, DA DBWTRCIRIRBRHARTE DREI © BRI R OASHPIE L A2 (KB 5 2, %
REOE LAIZIE, Jadr, DEBERE, SRR, (86, B0 - WEM, RIRIOXPER R #5226 0F
N5, ZORTYH, FATEHDAIBEEZIT CTODHERED 3 AT ACEBL, #THA
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BETIZIANC2 AU EICRET 2 2 LnMEEN TS Y, £, ZOWRABOREL 50%5398
VA, 30%23M 2 FEVIE CHRVVE A L HRE SN TR Y, WAITHEED QOL 24517 5 K& 725

KEroTnA 2, ZOkH7RISEEEE 2, 2007 4E 4 HIT [RASHEREAE) AiEirsh Y,

[E4E 6 HIZN AR DA OFHEI e HEMEZ B & Uz TS AURERHEMEIRARG | 2R E S
niz®, TO%, 201246 AT [AARRHEEILARGE ) ORE LA Thh, &My 7, 2
WIEE & EDOFENFTRERB OO WAETFEZEND XD, BALBZW SN biTo 2 en
MELENEY,

e PRI ORI IR L K O LD AS o THWO LA D, FEYEIEDO L L
B DOIFSERETH D O, HFUREER (LLTF, WHO) 72333 L7z WHO 57 8 AT 1A%
TIE, BRI B 2268 ik 2 R Uiz ZBEMEBRIR 7 & — (X 1.5.2-1) 129 - 7= 8@ SR 6
PHERESN TG D, ZU 8 R— VIR NS SN DA B A1 NI3E 3 BP0 AN 5%Y
L, F1EBRE L THEASNDIEAEA A FERIK, F2BME LTHEASRITHAEAA FIC
fe &, RIS 2 EERMEMN T EZH STV D,

® 1.5.2-1 WHO =EERERE S 4 —"

AFRCREMEIR I3 LT S35 EiiA B A Flaide/r e 28, 4% o a Rk
V7 2 = VBIEIRGH Y, 26 OHANE p A 4 A RZRAEEER 20 L CEURIEH 2R
F9000 i, OSSR ERE ITIEA R S 3 B AR 0 R ST L b R R O
GRS, BIWERORBURNEZBNE 2, MWEIZN U TT o ¥ = V8RR I ) 5
~DFEFA Fa—T—2arMibins ¥ 0 LaLans, s hid 5 & A T
AIRE7e A A A ROFEEITD2VRBUCH Y, AR TOF - /eA A4 ROIERBHIFI TN
%1020 UL, B FEOBYETIIRE N TV DA E A A RTS8 R a2 AT 5
— 5T, A RICEEAERRIERTH 2 EL, WRH SISO HIBREORENME L 725
Landn, BOKOERE, FEF A FORGRRBIHS 5 WITHERICELL 2 ERd 5,
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LK OMEM I3 A DINITIER DR £ 5 Z EMB WV, BEFICE o T b RIRBIERO—2>TH
D, RIET FeT7 T A% 2 b2 0w, HINEERIC X DB R R AL L ST
%9, £, ERIERHEGE T D &L, WD S WVIXIERIRS R Sh, LR E
RN A L AR T 258055 Y RIS DI RITIE & A SR Z 5 R0
128, FARIZMGRIICRET SR EOMERBREL SN TWD 9 JERKRRBRTIE, Z20F 1
— VIR IT E bpA B A RZ/RITH L TT T=2 MEWEZTRT 5T, BEEHEDmEI
TERIZEALERED 55N ENHERINTND Z b, ERIBRIZE X & R— ViR %
HWa Z L THEA A FORERHZ L AL HEMOBBEEG H 2 WO ITFRE B S 45 FEE
PEDRIB S ILTW D, ETz, RPN MR 2 P 5 FEfin U 72 ish el L AHRREBR TlL, # R4
N—/L ER OFIEITIRA A A FOREKR 2R ORANTH DA F > 2 RoREEE (LU, 4%
3 R CR) IZ467W—FH7T, #Ef, &b, EHEOFBESORRFEIGNAF a2 K CR
EHEELTH AN Z F— /L ER TIRWZ L3RS TV D Y

LEDZ &g, ZLZ R— L ER IZAFR T OREMEEIR IEIRE O BRI 2 50T 5 A 72 K401
R0 ED LWL, AFTORRBICET Lz, AHEEICET 5 BREER %X 1.5.2-2 1277,
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1.5.2.1  JEBGFREAER DHLER

15211 SEICEY SRR

152.1.1.1 [REE
BB R VIR 2 IV C, RHIGRAFRER, e M OVar itk 2 520 L 7=,

1.52.1.1.2 &)

TRF §E1%, 18EFICZ % R—L L LT25mg, 50mg XL 100mg 2 &89 57 4 /La—
TAYTRTHD, WIWE LT, RIZFLoAFT FT7000K, t7rAn—R, v7od—
JL6000NF, ha7xwo—/b, RY =7 a—i (5T , BbF2y, ~7nd
—/L 4000, #7, BRHAFG2E5T I =0 A —F (100 mg EIZIRIN) Z&ETe,

15.2.1.2 FIHEABR

N w BT DB, ERRET & LT u A e A FAEEEER (invitro) X OYNA FRHL
VIAZBREMEM (invitro XV invivo) ZeEf L, $UR{EM & L CRMERER, RIEMHEKE LD
i B TR O A BN 7L & TR L7,

RIREOEEBEERER 1T, invitro sk & U CRMERE DY T~ Ol & 3B M OBERERER, invivo 3R &
L CHEZAE M K QSR BT IR E 2 fat L7,

ZAEMEIEERERL, a7 Ny T U =R E U TR, O R M ORI R I RIE T 5
B, MerzetERERE L THRESR, B WREGR, WO B AR OHEPEMRRIC&IE
TRBERE LI

15213 EMHHERER

WA RE+ 2B & LT, MRS, P-BE- A AR 2 B8 M OV S i o 3R 8
REICOWTHRF L7z, oAl 2B e LT, KNS, M UIEZAARORA T =k
DOFEE, MERBAT, IERBATR OMMNBITIZOWTRE L, (REHCET 2385 LT, I
7Y — AR, ST A, R, T AR, REEEE (F R e—2A
P450 kOO U v U UER- VT v PR EESR O 4y THE) K ONIT R AT SR SR~ D RCB T
DUVWTHGET L7z, FRHCBIT 23R E LT, REOFE SRR, 3 ONTHIF P HRIH SOV TR L
7=, HYERELAEYMREERICET 2R B E LT, ZA7 arBRAICHT B OWTR
L7,

15214  HMHRAR

IR & LC, HEERGEERR (v AKROT v b RO ROEIREN) , KERE G EER
Br (7w N4aKO268M - A, 7> b4BEM : FIRWN, X 13KXO5208M R0, X4
W FURN, A X133 ), BB (inviro X OV invivoikER) |, 28 AUJRMERBR
(FTAKROT v ko fX0) , AR ARERR (7 v MIREER OVEIR £ TOYIIRRS IR
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T LB IR, T v BERO UV X - JRIRRAICET 2B - BIRNA TR, 7 v A
AT M QM AE#% DFE AN ONT RHADBEREIC B3 258k « #20) ROMKAFHERRER (S R K O
PRTEME) AR L, X0 ¥ R— R OZ MHEIZ W TRE LT,

1.5.2.2  BREREAERDELRR

15221 BHYOREFXKEE

152211  FEIHEHAR

WCKFEE T, Z v & B—/ Ui IR A% SR ORI & LT, ER RUAIZ2 1B8MELE 0k
FRAR L UCRIR LT,

IR ®WAIOBRFE TIL, HIHEREBRE LT20FEmL, £0 5 H 19 BRTIEL, EHMELTAE
WSRAE, BRI ZERFT Lo, 0o 1EBRTIE, FEME L TLREELOEAENE
ZWRT Uiz, 5 THRBRTIE, SME AR A O Ehie V2 2 ORGHIINZ, FFkEH T
DI BHRE K O, WO Z L Z R—)L IR DIRIFMEICOW T B Ra LTz, WA
RREERER T, SMNEABERE A 2 PR & U CTHEXIH S A AT XA 7 8 U T ¢ R OBAIE O 4475
HIRSEME A et LTz, SR EhRE PRIk B O ) - ROMGETRRER T i, SME A EERE R & x4
& LT, SEWEE K OV O B BIPEN NZ 3B RB I x5 B OB AT L, 3P R
e LT, BEFLEA~DEE, VR ~DRE, A BB~ D52 K O QT/QTe filfRE~
DOFBETMN LT, F7-, FBEREMZRIGE LT, EKYBEREICHT 2 BWEREORE, IrikbEe
B D S N OVl D S22 5T U 72, A BAEIC DWW T, SMESEER Rl AR % 5%t
GUZFEN L 7=,

ER -AIOBAFE TIX, 2 IR E LT 28 sl FEm L7z, AMRAI7rmaali i, SAEA
RN 2 RERITHES I NA AT XA Z VT ¢, AL AT A T8 T 0 ROEYFH)
[FIEEE 2 iRt Lo, SEENRE 2RO MRGTEER <X, SMEAERERR A &2 X8RI, FEWEhRE & O O H
EHAIMEI NS T BRI KT 5, BFORE, 7T a— L OREKR UK ZIHET 5 2 & D
AT L, 3EFMRETE LT, QT/QTc MIFR~DE AN L7z, 7ok, FERERM 2 xt4 &
7o, 370700 K OB RIFE AAE F o R s I IR B4 C I U 72 Bkt 2 F VN CREA
L7z,

152212 I HERAR

K D% < OETIL, 1@MEEIRE OIS CRRB I KANT Dtk ROt [3EEME] o ek
JFHOTAIUSK L THRI— DML - HETERKRMEH IS, # % R—LERIZOWNWTY, ST
XIEREE DB MR 2 x5 & LT BRI S W CHGRHEE M TN TR Y, 2 b Dl
RBR A 2 B E 2, THEENLEE CUL, O0EE) oBRMEEmOEE  CRE, 14
%), XiF TmEoEMEROEM]  (BEUAGEES) Z2hHE - iR & L THR 37 1 [E THKGE
T D (20134 11 ARER)

Uk X9, #~% R—/L ER OFFMERRERITE & U TIEmME DB MK 2 %512 F i
ENTWDN, Z % R—)L ER OFEMEIRICRT 57— 2 ZIUET 570, MR 2 545

10
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& L7 ¥AMER AR S T AHGER & L C PAI-3013/KF15 35k &% OY PAI-3014/KF 16 #5R 0> 2 785k 73 F it
Iz,

PAI-3013/KF15 3BRIE, WG S EORIEER A AT a2 81, 202 F—L
ER (PR2 ) OFNEROLZEMOFMAZ B E Lz —EERRR (7 & AMuiaH IR ER)
THY, E& UTHINTEN Lz, fGEFIL, 41 REREANBE GE4E4 4 NemK
WL DB ENR T THY, X Z F—ILERDBERYDOFTEA A FE LTHRESNSHKR
F) FRAENLE X HET 160 mg/ HUL FOA A A FEFHRAHE L TWAHHBET, 1ho%
i STV DEIRIRIRICH & L T e WA & Ui, IR 5, AR 28M [(—F
B # X RV ER B UTE/V B R RSEE (LUF, SR) BE] ROWERH 4 B (CZHE
Bl . 77 wREE, X% R—)L ERBEXITE/LE R SREE) OFF 6 A THEK S, 1RBREK
Z1H20RO#E L, RPEEoYRE &L, ¥~ % R—/LEREE 200 mg/H, E/LE R
SREESOmg/H & L, MEZORKEKGREITX ¥ F—/L ER 500 mg/H, £/t % SREFE
200 mg/H & L7z, PAI-3013/KF15 3BRIT TEfEfd (622 #1) ZFLAAILTE T L7z, PAI-
3013/KF15 iR DGR, FEAHMIEE THLHMEFFM TO L AR X —DHIEIZT, 78R
FTHH R H R—)L ER DEPERHER SN2 LD, HEEN S & EOBIERRIC T 5~
N R=V EROFIENBRES iz, 7o, HEREHITO VAR X —oE|IGrb, v
R SRIZKTT 2 &4 X R—/L ER DIELHHENR RS iz, # X % F—/L ER BEOZAENET RAT
Thol, BOLNTERAEFEFGUIA A A FEERIC I A B0 BIBEE K O R REE
SN OAEFEFERTHY, HNEFHHH TOBBEEORBEIGITE /L bR SREEL I LT
FAERIAR D~ T2,

PAI-3014/KF16 BRI, PAI-3013/KF15 7k & [AERIC &R O @ ORWMERIF 2 67 2 8%
ERIGUC, “HERRER (72X MulpEPIERER) & LT L7, PAI-3014/KF16 s8I,
JEGIOMAANDBHEE 72 o722 &, KOVPAI-3014/KF16 RBR CTL A% = — MUKl L LT LT
W=V E R IR $E28 FDA OFff/RICE D U a— i anif-i=oilra ik LT,

15222 ERNORAXRERE

152221  SFIHEHAR

H AR NN 2 K 82100, 28 TARRRER & L C 6 iR SN L7, AWK 2 MaTaBR e L T4
B, M OSEpE RO RERABR & LT 2 B EENE L 7z,

AEWIEFNFEORRRTCIE, BN THERBRICH W =SR2 4 771 (PR1) $2& ONE NS AR
BRI 2 TRE SEOHIXIHIASA AT _A T8V T 4 et Uiz, £72, TREHED R 5 & &R
DY FHIR M2 Bt Uiz, EMERE AT TIE, PRI SEZ AW /2B ERE O 15T & O TRF
B& & R T S5 B RE O A B EL I O R et e OV B AR R OV [ AR R & D3RI RE D R
DUV TRRET L7z,

152222 ERIR B
HMEENDLZ % F—)L EROHRERREE L LT, AT A FEFEE TR bmN

/oY, A4 A FEREORGEPVLE LW S -BE a4 FHIHEARE) , kT

11



BB RV 1.5 B2 S35 R O #iHe K ONBR 76 D

DA A RO G SN TEY ZX % R—/LVER~OYJ Y X BNME L b EE Iy
FA REIOBEZBE) BEx L, £2C, FEENDFBEOEEKREH T 244 A N
HRENBF, KOFAEAA RO 2 BEEERRIZ, # X0 % F—/L ER DR L2 ED
PRBIEHI Z2 B & 72 [ENE 1 FEEBR  (JINS024PR-JPN-CO1 #85%, LLT JPN-CO1 #klR) % i
THZEE LT

Srd BN UGN EiEvRds 020 || 020202020 FEPECHESE )N
I N i) {1 4 R L Tm, M AR T OIS T B A T R A
AHERE (DL, H#E) ool E 2K E x, JPN-CO1 R&Br 4 20 L 7=, JPN-CO1 ikBRIL, *4%
PO EE ORI A AT 2 A R AERF x5 2 X% F—/LER (PRI #&) OF%ME, %@
YR OEYERROMG Z BN E L72IFEMR, R TH 2, MEEFIL, 41 NEm
LA DO IR T DR BRR A DW= d A B NEEROE N LB BE (Y
FA REBUEARE) KOFEA A REIFEEREL S0 RBRRA SOV A EE (Fes
A ROV X BE) & Lz, IBREEGHITHEFE G~14 A KOHEEES (5 H
M) mofEksh, X% R—/LER%Z | B 2RO #E Lz, ¥ % F—/L ER OFA#
HalL, A4 A FHHEARETIEISOmg/HE L, 8441 RO R BEETIIU D B 2RO
FEFA FEREOR G BEIZHKSE 50~400mg/H & L7, HWEZORSHRGEIT, WThok
FHHEMTH 500 mg/H & L7z,

ARSI [THEREZER L7EFOEIE ) 1L, A4 REIHEARED 93.3% (28/30
) , FEFA ROV EBEZBEDN 80.6% (2936 #) Thol-, Fio, ARIMEDO EEFHHIEE T
b MEEEWICE TS Moy ba— /L ZfER L72ER OFIS1E, 44 NEHEAR
FTRIT% (26129%]) , AL NEIV X IEFE T 92.9% (26128 f5l) Tho7c, AEFRDE
FERL I EICRE TP EETH Y, ERAFEFERITEL, L, HIR, EREOAF LA NG
BRI L B NAERTH T, FEWEEEICHOWT, EFIRETOMIEF & v &% R— /L D3y
EhREIE, 25~250 mg/MlOFPFICE W CTHRERAIMEZ RTEEL BN,

UEDXoic, REENOESEOEMEREZAT 2 AARANEE (A4 A FHFHEANEE KD
FEFA NI ERZEE) T3t 5, XX ¥ R—)L ER OFIER OREIENRREI MRS
i,

N

<

N

152223 S #EAER

ENE TFEER (JPN-CO13ER) OFSRZEEE 2, & AR E L TH 4 A Mg AR
F x5 & L7z INS024ER-KAJ-C02 &l (BAF, KAJ-CO2#tExR) , ROAEAA NI Rz BE
Z %5 & L= INS024ER-JPN-CO3 3Bt (BLF, JPN-CO3 #BR) o 23tBrzitm L=, 7k [
G RSe[| 000 GENCIOEeeE 0 JMeed |
I - 58 L 7o, URLAHR T O D OB A I F 2 Tl A FEM L7z,

(1) BEHREZE IIHEHER (KAJ-C02 HER)

KAJ-CO2 iRBRIE, WD O 5 ORI 2 A9 5 B AN K OEE AIRE 1Tk 5 Z
Z R—/)VER (TRF§8) OFRMEKRNLE2MEOhE BRI E Lz, 7 & Lk, FEEEMR, &
BRI CThH 5, MEBFIIHA A A NERECTHORBRRI GO T A A A NERE
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DOFGDPLE LM SN TogRE (FeA A R AEE) &L, MREL, mAed AR
DOREM 7R ARAITHHAF 2 R CR Z AWz,

IR G INT 48H (HEREI L OHERI 2 50 “HEMRW) TR S, ks
BA4E H ORI HICHERE 2 Z <X % R—/VEREEXIIAF > a R CREOWTNNI 1 1 OFIE
TT U LZE T, IBBRER G5B A NS XX ¥ R—)LER T4 Fv 2 K CROWT
g 1 H2[EEA#RE L, InBREoyE 581X, # X0 % R—/VERBETIT S0mg/H, *
X a RVCREETCIZ10mg/H & L7z, HEZOKRERGEIL, XX F—/LERFETIX
400 mg/H, AF¥ 2 R CREETIZ80mg/H & L7,

A BFEAMIE H [11 781 > b Numerical Rating Scale (NRS) 2 X 2 YR IRE A 27 O
NR—=R2 T A U HIERER G THT 3 B £ TOYHELE] O RENS, A% a
CR T3 2% %~ H R—)L ER OIELMERRGES Lz, 2% K—/)L ER DEEMITRIFTH
D, RO ERAEFERFGUIMEN, B, EH, HREOFEF A NEHRRICEISADNDF
FThY, BBEFECDEINDHEME OELORIEGIEAF T 2 R CREEE L TH 2
v 4 R—)L ER BE CHUEMICIE D o T2, Z X0 # R—/L ER BEICRRD DA EHRO EIEH 1T
FICBEIHELE ThoTz, 2B, BRNHSERATS, LiteFROFANER LT 1
7 7 A VISR ST,

(2) EAE IN#EEER (JPN-CO3 FER)

JPN-CO3 3BRIE, HAEEED O & B ORISR L T A A R Z ERE G LTV 5 H
RNWERE ZxtGe & Uiz, FFER, 77 2k, WITHERBR TS 5, 1BBROSVTIRE 2 7 MJ
Hlc, ZRIEL LTlA A A FORKRILBEARKTH L E/NL LR SR Z iz, JPN-C03
REBOERML, A4 A FEREOT VR 2% | HEUNOES R = b e — LEZRER K O 4
PEDND, OF A A FEERE L Z X% R—/)L ER O FE L2 HatdT 52 L, ROF L2 R
—/VER (TRF $£) % QMM AEG LIZBEOZ 2R OBREEORGF & Uiz, 1R 5801
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
NUCYNTA® ER safely and effectively. See full prescribing information
for NUCYNTA®ER.

NUCYNTA® ER (tapentadol) extended-release oral tablets C-1

Initial U.S. Approval: 2008

DOSAGE FORMS AND STRENGTHS

®  Extended-Release Tablets: 50 mg, 100 mg, 150 mg, 200 mg, 250 mg

3)
CONTRAINDICATIONS

WARNING: ABUSE POTENTIAL, LIFE-THREATENING
RESPIRATORY DEPRESSION, ACCIDENTAL EXPOSURE, and
INTERACTION WITH ALCOHOL

See full prescribing information for complete boxed warning.

. NUCYNTA® ER contains tapentadol, a Schedule Il controlled
substance. Monitor for signs of misuse, abuse, and addiction during
NUCYNTA® ER therapy. (5.1)

. Fatal respiratory depresson may occur, with highest risk at
initiation and with dose increases. Instruct patients on proper
administration of NUCYNTA®" ER tabletsto reduce therisk. (5.2)

e  Accidental ingestion of NUCYNTA" ER can result in fatal overdose
of tapentadol, especially in children. (5.3)

. Instruct patients not to consume alcoholic beverages or use
prescription or non-prescription products containing alcohol while
taking NUCYNTA® ER because of the risk of increased and
potentially fatal plasma tapentadol levels. (5.4)

INDICATIONS AND USAGE
NUCYNTA® ER is an opioid agonist indicated for the management of:
. moderate to severe chronic pain in adults (1)
e neuropathic pain associated with diabetic peripheral neuropathy
(DPN) in adults (1)
when a continuous, around-the-clock opioid analgesic is needed for an
extended period of time.
Limitations of Use
e  NUCYNTA®ER is not for use:

—  Asan as-needed (prn) analgesic (1)

—  For pain that is mild or not expected to persist for an
extended period of time (1)

—  For acute pain (1)

—  For postoperative pain, unless the patient is already
receiving chronic opioid therapy prior to surgery, or if the
postoperative pain is expected to be moderate to severe
and persist for an extended period of time. (1)

DOSAGE AND ADMINISTRATION

® Individualize dosing based on patient’s prior analgesic treatment
experience, and titrate as needed to provide adequate analgesia and
minimize adverse reactions. (2.1, 2.2)

®  The initial dose in patients not currently taking opioid analgesics is 50
mg twice a day. (2.1).
Instruct patients to swallow NUCYNTA® ER tablets whole. (2.7)
Use a gradual downward titration when NUCYNTA® ER is
discontinued in a physically dependent patient. (2.3, 5.13)

®  Reduce the dose of NUCYNTA® ER in patients with moderate hepatic
impairment. (2.4)

® NUCYNTA® ER use in patients with severe renal impairment is not
recommended. (2.5)

®  Conservative initial dosing of NUCYNTA® ER in elderly patients is
recommended due to possible decreased renal and hepatic function.
(2.6)

Significant respiratory depression (4)
Acute or severe bronchial asthma (4)

Known or suspected paralytic ileus (4)

Hypersensitivity to tapentadol or to any other ingredients of the product
(C))
®  Concurrent use of monoamine oxidase inhibitors (MAOI) or use within
the last 14 days. (4)
WARNINGS AND PRECAUTIONS
See Boxed WARNINGS

®  FElderly, cachectic, and debilitated patients and patients with chronic
pulmonary disease: Monitor closely because of increased risk of
respiratory depression. (5.5, 5.6)

® Interaction with CNS depressants: Consider dose reduction of one or
both drugs because of additive effects. (5.7, 7.3)

Hypotensive effect: Monitor during dose initiation and titration. (5.8)

Patients with head injury or increased intracranial pressure: Monitor for
sedation and respiratory depression. Avoid use of NUCYNTA® ER in
patients with impaired consciousness or coma susceptible to intracranial
effects of CO, retention. (5.9)

Seizures: Use with caution in patients with a history of seizures. (5.10)

Serotonin Syndrome: Potentially life-threatening condition could result
from concomitant administration of drugs with serotonergic activity.
(5.11)

ADVERSE REACTIONS
The most common (>10%) adverse reactions were nausea, constipation,
dizziness, headache, and somnolence. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Janssen
Pharmaceuticals, Inc. at 1-800-526-7736 (1-800-JANSSEN) or FDA at 1-
800-FDA-1088 or www.fda.gov/medwatch.
DRUG INTERACTIONS

® (NS depressants: Increased risk of respiratory depression, hypotension,
profound sedation, coma or death. When combined therapy with CNS
depressant is contemplated, the dose of one or both agents should be
reduced. (7.3)

®  Mixed agonist/antagonist opioids (i.e., pentazocine, nalbuphine, and
butorphanol): May reduce analgesic effect and/or precipitate withdrawal
symptoms. (7.5)

®  Monitor for signs of serotonin syndrome when NUCYNTA" ER is used
concurrently with SSRIs, SNRIs, tricyclic antidepressants, or triptans.
(7.4)
USE IN SPECIFIC POPULATIONS
Pregnancy: Based on animal data, may cause fetal harm. (8.1)

Nursing mothers: Closely monitor infants of nursing women
receiving. NUCYNTA"™ ER. (8.3)

®  Renal or hepatic impairment: not recommended in patients with severe
renal or hepatic impairment. Reduce dose in patients with moderate
hepatic impairment. (8.7, 8.8)

See 17 for PATIENT COUNSELING INFORMATION AND
MEDICATION GUIDE.

Revised: 9/2013
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FULL PRESCRIBING INFORMATION

WARNING: ABUSE POTENTIAL, LIFE-THREATENING RESPIRATORY
DEPRESSION, ACCIDENTAL EXPOSURE, and INTERACTION WITH ALCOHOL

Abuse Potential

NUCYNTA® ER contains tapentadol, an opioid agonist and Schedule Il controlled
substance with an abuse liability similar to other opioid agonists, legal or illicit [see
Warnings and Precautions (5.1)]. Assess each patient’s risk for opioid abuse or addiction
prior to prescribing NUCYNTA® ER. The risk for opioid abuse is increased in patients
with a personal or family history of substance abuse (including drug or alcohol abuse or
addiction) or mental illness (e.g., major depressive disorder). Routinely monitor all patients
receiving NUCYNTA® ER for signs of misuse, abuse, and addiction during treatment [see
Drug Abuse and Dependence (9)].

Life-threatening Respiratory Depression

Respiratory depression, including fatal cases, may occur with use of NUCYNTA® ER, even
when the drug has been used as recommended and not misused or abused [see Warnings
and Precautions (5.2)]. Proper dosing and titration are essential and NUCYNTA® ER
should only be prescribed by healthcar e professionals who are knowledgeable in the use of
potent opioids for the management of chronic pain. Monitor for respiratory depression,
especially during initiation of NUCYNTA® ER or following a dose increase. Instruct
patients to swallow NUCYNTA® ER tablets whole. Crushing, dissolving, or chewing
NUCYNTA® ER can cause rapid release and absorption of a potentially fatal dose of
tapentadol.

Accidental Exposure

Accidental ingestion of NUCYNTA® ER, especially in children, can result in a fatal
overdose of tapentadol [see Warnings and Precautions (5.3)].

I nteraction with Alcohol

The co-ingestion of alcohol with NUCYNTA® ER may result in an increase of plasma levels
and potentially fatal overdose of tapentadol [see Warnings and Precautions (5.4)]. Instruct
patients not to consume alcoholic beverages or use prescription or non-prescription
products that contain alcohol whileon NUCYNTA® ER.




1 INDICATIONS AND USAGE
NUCYNTA® ER (tapentadol) is indicated for the management of:

= moderate to severe chronic pain in adults
= neuropathic pain associated with diabetic peripheral neuropathy (DPN) in adults

when a continuous, around-the-clock opioid analgesic is needed for an extended period of time
[see Clinical Sudies (14.1, 14.2)] .

Limitations of Usage

NUCYNTA® ER is not intended for use:

I Asan as-needed (prn) analgesic

I For pain that is mild or not expected to persist for an extended period of time

I For acute pain

I For postoperative pain unless the patient is already receiving chronic opioid therapy prior

to surgery or if the postoperative pain is expected to be moderate to severe and persist for
an extended period of time.

2 DOSAGE AND ADMINISTRATION

2.1 Initial Dosing

Initiate the dosing regimen for each patient individually, taking into account the patient's prior
analgesic treatment experience. Monitor patients closely for respiratory depression, especially
within the first 72 hours of initiating therapy with NUCYNTA® ER [see Warnings and
Precautions (5.2)].

Consider the following factors when selecting an initial dose of NUCYNTA® ER:
I Tota dally dose, potency, and kind of any prior analgesic the patient has been taking
previously;

I Reliability of the relative potency estimate used to calculate the equivalent dose of
tapentadol needed (Note: potency estimates may vary with the route of administration);

I Patient's degree of opioid experience and opioid tolerance;
I Genera condition and medical status of the patient;
I Concurrent medication;
I Type and severity of the patient's pain.
NUCYNTA® ER tablets must be taken whole, one tablet at a time, with enough water to ensure

complete swallowing immediately after placing in the mouth [see Patient Counseling
Information (17)] .



NUCYNTA® ER is administered at a frequency of twice daily (every 12 hours).

Discontinue all other tapentadol and tramadol products when beginning and while taking
NUCYNTA® ER [see Serotonin Syndrome Risk (5.11)] . Although the maximum approved total
daily dose of NUCYNTA® immediate-release formulation is 600 mg per day, the maximum total
daily dose of NUCYNTA® ER is 500 mg. Do not exceed a total daily dose of NUCYNTA® ER
of 500 mg.

Use of NUCYNTA® ER as the First Opioid Analgesic
Initiate NUCYNTA® ER therapy with the 50 mg tablet twice daily (at 12 hour intervals).

Conversion from NUCYNTA® to NUCYNTA® ER

Patients can be converted from NUCYNTA® to NUCYNTA® ER using the equivalent total daily
dose of NUCYNTA® and dividing it into two equal doses of NUCYNTA® ER separated by
approximately 12-hour intervals. As an example, a patient receiving 50 mg of NUCYNTA® four
times per day (200 mg/day) may be converted to 100 mg NUCYNTA® ER twice a day.

Conversion from other Opioids to NUCYNTA® ER

While there are useful tables of oral and parenteral equivalents, there is substantial inter-patient
variation in the relative potency of different opioid drugs and formulations. Specific
recommendations are not available because of a lack of systematic evidence for these types of
analgesic substitutions. As such, it is safer to underestimate a patient's 24-hour NUCYNTA® ER
requirement and provide rescue medication (e.g., immediate-release opioid or non-opioid) than
to overestimate and manage an adverse reaction. In general, begin with half of the estimated
dally tapentadol requirement as the initial dose, managing inadequate analgesia by
supplementation with immediate-rel ease rescue medication.

Published relative potency/equianalgesia data are available and may be referred to in clinical
practice guidelines such as those published by authorities in the field of pain medicine, but such
ratios are approximations. Consider contacting your specific state medical or pharmacy
professional societies for further information on how to safely convert patients from one opioid
to another.

2.2 Titration and Maintenance of Therapy

Individually titrate NUCYNTA® ER to a dose that provides adequate analgesia and minimizes
adverse reactions. Continually reevaluate patients receiving NUCYNTA® ER to assess the
maintenance of pain control and the relative incidence of adverse reactions. During chronic
therapy, especially for non-cancer-related pain (or pain associated with other terminal illnesses),
periodically reassess the continued need for the use of opioid analgesics.



Titrate patients to adequate analgesia with dose increases of 50 mg no more than twice daily
every three days. In clinical studies, efficacy with NUCYNTA® ER was demonstrated relative to
placebo in the dosage range of 100 mg to 250 mg twice daily [see Clinical Sudies (14)] .

If the level of pain increases, attempt to identify the source of increased pain, while adjusting the
NUCYNTA® ER dose to decrease the level of pain.

Patients who experience breakthrough pain may require dosage adjustment or rescue medication
with an appropriate dose of an immediate-release opioid or non-opioid medication.

If signs of excessive opioid-related adverse reactions are observed, the next dose may be
reduced. Adjust the dose to obtain an appropriate balance between management of pain and
opioid-related adverse reactions.

During chronic, around-the-clock opioid therapy, especially for non-cancer pain syndromes,
reassess the continued need for around-the-clock opioid therapy regularly (e.g., every 6 to 12
months) as appropriate.

2.3 Discontinuation of NUCYNTA® ER

When the patient no longer requires therapy with NUCYNTA® ER tablets, use a gradual
downward titration of the dose to prevent signs and symptoms of withdrawa in the
physically-dependent patient.

2.4 Patients with Hepatic Impairment

The use of NUCYNTA® ER in patients with severe hepatic impairment (Child-Pugh Score
10-15) is not recommended.

In patients with moderate hepatic impairment (Child-Pugh Score 7 to 9), initiate treatment using
50 mg NUCYNTA® ER and administer no more frequently than once every 24 hours. The
maximum recommended dose for patients with moderate hepatic impairment is 100 mg of
NUCYNTA® ER once daily [see Clinical Pharmacology (12.3)].

No dosage adjustment is recommended in patients with mild hepatic impairment (Child-Pugh
Score 5 to 6) [ see Warnings and Precautions (5.15) and Clinical Pharmacology (12.3)] .

2.5 Patients with Renal Impairment

No dosage adjustment is recommended in patients with mild or moderate renal impairment.
NUCYNTA® ER use in patients with severe renal impairment is not recommended [see
Warnings and Precautions (5.16) and Clinical Pharmacology (12.3)] .



2.6 Elderly Patients

In general, recommended dosing for elderly patients with normal renal and hepatic function is
the same as for younger adult patients with normal renal and hepatic function. Because elderly
patients are more likely to have decreased rena and hepatic function, consideration should be

given to starting elderly patients with the lower range of recommended doses [see Clinical
Pharmacology (12.3)] .

2.7 Administration of NUCYNTA® ER

Instruct patients to swallow NUCYNTA® ER tablets whole. The tablets are not to be cuit,
crushed, dissolved, or chewed due to the risk of rapid release and absorption of a potentially fatal
dose of tapentadol [ see Warnings and Precautions (5.1, 5.2)] .

Instruct patients to take NUCYNTA® ER one tablet at a time and with enough water to ensure
complete swallowing immediately after placing in the mouth [see Warnings and Precautions
(5.2), and Patient Counseling Information (17)].

3 DOSAGE FORMS AND STRENGTHS
NUCYNTA® ER 50 mg, 100 mg, 150 mg, 200 mg and 250 mg extended-release tablets are
available in the following colors and prints:

I 50 mg extended-rel ease tablets are white oblong-shaped with a black print “OMJ 50" on
oneside

I 100 mg extended-release tablets are light-blue oblong-shaped with a black print “OMJ
100" on one side

I 150 mg extended-release tablets are blue-green oblong-shaped with a black print “OMJ
150" on one side

I 200 mg extended-release tablets are blue oblong-shaped with a depression in the middle
running lengthwise on each side and a black print “OMJ 200" on one side

I 250 mg extended-release tablets are dark blue oblong-shaped with a depression in the
middle running lengthwise on each side and awhite print “OMJ 250" on one side.

4 CONTRAINDICATIONS
NUCYNTA® ER is contraindicated in:

I Patients with significant respiratory depression

I Patients with acute or severe bronchial asthma or hypercarbia in an unmonitored setting
or in the absence of resuscitative equipment

I Patients with known or suspected paralytic ileus



I Patients with hypersensitivity (e.g. anaphylaxis, angioedema) to tapentadol or to any
other ingredients of the product [ see Adverse Reactions (6.2)] .

I Patients who are recelving monoamine oxidase inhibitors (MAQI) or who have taken
them within the last 14 days due to potential additive effects on norepinephrine levels
which may result in adverse cardiovascular events [ see Drug Interactions(7.2)] .

5 WARNINGS AND PRECAUTIONS
5.1 Abuse Potential

NUCYNTA® ER contains tapentadol, an opioid agonist and a Schedule 11 controlled substance.
Tapentadol can be abused in a manner similar to other opioid agonists legal or illicit. Opioid
agonists are sought by drug abusers and people with addiction disorders and are subject to
crimina diversion. Consider these risks when prescribing or dispensing NUCYNTA® ER in
situations where there is concern about increased risks of misuse, abuse, or diversion. Concerns
about abuse, addiction, and diversion should not, however, prevent the proper management of
pain.

Assess each patient’s risk for opioid abuse or addiction prior to prescribing NUCYNTA® ER.
The risk for opioid abuse is increased in patients with a personal or family history of substance
abuse (including drug or alcohol abuse or addiction) or mental illness (e.g., major depression).
Patients at increased risk may still be appropriately treated with modified-release opioid
formulations, however these patients will require intensive monitoring for signs of misuse,
abuse, or addiction. Routinely monitor all patients receiving opioids for signs of misuse, abuse,
and addiction because these drugs carry arisk for addiction even under appropriate medical use.

Misuse or abuse of NUCYNTA® ER by crushing, chewing, snorting, or injecting the dissolved
product will result in the uncontrolled delivery of the opioid and pose a significant risk that could
result in overdose and death [ see Overdosage (10)] .

Contact local state professional licensing board or state controlled substances authority for
information on how to prevent and detect abuse or diversion of this product.

5.2 Life Threatening Respiratory Depression

Respiratory depression is the chief hazard of opioid agonists, including NUCYNTA® ER.
Respiratory depression, if not immediately recognized and treated, may lead to respiratory arrest
and death. Respiratory depression from opioids is manifested by a reduced urge to breathe and a
decreased rate of respiration, often associated with a“sighing” pattern of breathing (deep breaths
separated by abnormally long pauses). Carbon dioxide (CO,) retention from opioid-induced
respiratory depression can exacerbate the sedating effects of opioids. Management of respiratory



depression may include close observation, supportive measures, and use of opioid antagonists,
depending on the patient’s clinical status [ see Overdosage (10)].

While serious, life-threatening, or fatal respiratory depression can occur at any time during the
use of NUCYNTA® ER, the risk is greatest during the initiation of therapy or following a dose
increase. Closely monitor patients for respiratory depression when initiating therapy with
NUCYNTA® ER and following dose increases. Instruct patients against use by individuals other
than the patient for whom NUCYNTA® ER was prescribed and to keep NUCYNTA® ER out of
the reach of children, as such inappropriate use may result in fatal respiratory depression.

To reduce the risk of respiratory depression, proper dosing and titration of NUCYNTA® ER are
essential [see Dosage and Administration (2)] . Overestimating the NUCYNTA® ER dose when
converting patients from another opioid product can result in fatal overdose with the first dose.
Respiratory depression has also been reported with use of modified-release opioids when used as
recommended and not misused or abused.

To further reduce the risk of respiratory depression, consider the following:

| Proper dosing and titration are essential and NUCYNTA® ER should only be prescribed
by healthcare professionals who are knowledgeable in the use of potent opioids for the
management of chronic pain.

| Instruct patients to swallow NUCYNTA® ER tablets whole. The tablets are not to be cut,
crushed, dissolved, or chewed. The resulting tapentadol dose may be fatal, particularly in
opioid-naive individuals.

| NUCYNTA® ERis contraindicated in patients with respiratory depression and in patients
with conditions that increase the risk of life-threatening respiratory depression [see
Contraindications (4)] .

5.3 Accidental Exposure

Accidental ingestion of NUCYNTA® ER, especially in children, can result in afatal overdose of
tapentadol.

5.4 Interaction with Alcohol

The co-ingestion of alcohol with NUCYNTA® ER can result in an increase of tapentadol plasma
levels and potentially fatal overdose of tapentadol. Instruct patients not to consume alcoholic
beverages or use prescription or non-prescription products containing alcohol while on
NUCYNTA® ER therapy [see Clinical Pharmacology (12.3)].

5.5 Elderly, Cachectic, and Debilitated Patients

Respiratory depression is more likely to occur in elderly, cachectic, or debilitated patients as they
may have altered pharmacokinetics or atered clearance compared to younger, healthier patients.
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Therefore, monitor such patients closely, particularly when initiating and titrating NUCYNTA®
ER and when NUCYNTA® ER is given concomitantly with other drugs that depress respiration
[ see Warnings and Precautions (5.2)] .

5.6 Use in Patients with Chronic Pulmonary Disease

Monitor for respiratory depression those patients with significant chronic obstructive pulmonary
disease or cor pulmonale, and patients having a substantially decreased respiratory reserve,
hypoxia, hypercarbia, or pre-existing respiratory depression, particularly when initiating therapy
and titrating with NUCYNTA® ER, as in these patients, even usua therapeutic doses of
NUCYNTA® ER may decrease respiratory drive to the point of apnea [see Warnings and
Precautions (5.2)]. Consider the use of alternative non-opioid analgesics in these patients if
possible.

5.7 Interactions with CNS Depressants and lllicit Drugs

Hypotension, and profound sedation, coma or respiratory depression may result if NUCYNTA®
ER is used concomitantly with other CNS depressants (e.g., sedatives, anxiolytics, hypnotics,
neuroleptics, muscle relaxants, other opioids and illicit drugs). When considering the use of
NUCYNTA® ER in a patient taking a CNS depressant, assess the duration of use of the CNS
depressant and the patient’s response, including the degree of tolerance that has developed to
CNS depression. Additionally, consider the patient’s use, if any, of alcohol and/or illicit drugs
that can cause CNS depression. If NUCYNTA® ER therapy isto beinitiated in a patient taking a
CNS depressant, start with a lower NUCYNTA® ER dose than usua and monitor patients for
signs of sedation and respiratory depression and consider using a lower dose of the concomitant
CNS depressant [ see Drug Interactions (7.3)] .

5.8 Hypotensive Effect

NUCYNTA® ER may cause severe hypotension. There is an increased risk in patients whose
ability to maintain blood pressure has already been compromised by a reduced blood volume or
concurrent administration of certain CNS depressant drugs (e.g., phenothiazines or general
anesthetics) [ see Drug Interactions (7.3)] . Monitor these patients for signs of hypotension after
initiating or titrating the dose of NUCYNTA® ER. In patients with circulatory shock,
NUCYNTA® ER may cause vasodilation that can further reduce cardiac output and blood
pressure. Avoid the use of NUCYNTA® ER in patients with circulatory shock.

5.9 Use in Patients with Head Injury or Increased Intracranial Pressure

Monitor patients taking NUCYNTA® ER who may be susceptible to the intracranial effects of
CO; retention (e.g., those with evidence of increased intracrania pressure or brain tumors) for
signs of sedation and respiratory depression, particularly when initiating therapy with
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NUCYNTA® ER. NUCYNTA® ER may reduce respiratory drive, and the resultant CO,
retention can further increase intracranial pressure. Opioids may also obscure the clinical course
in a patient with a head injury.

Avoid the use of NUCYNTA® ER in patients with impaired consciousness or coma.

5.10 Seizures

NUCYNTA® ER has not been evaluated in patients with a predisposition to a seizure disorder,
and such patients were excluded from clinical studies. The active ingredient tapentadol in
NUCYNTA® ER may aggravate convulsions in patients with convulsive disorders, and may
induce or aggravate seizures in some clinical settings. Monitor patients with a history of seizure
disorders for worsened seizure control during NUCYNTA® ER therapy.

5.11 Serotonin Syndrome Risk

Cases of life-threatening serotonin syndrome have been reported with the concurrent use of
tapentadol and serotonergic drugs. Serotonergic drugs comprise Selective Serotonin Reuptake
Inhibitors (SSRIs), Serotonin and Norepinephrine Reuptake Inhibitors (SNRIs), tricyclic
antidepressants (TCAS), triptans, drugs that affect the serotonergic neurotransmitter system (e.g.
mirtazapine, trazodone, and tramadol), and drugs that impair metabolism of serotonin (including
MAOQIs). This may occur within the recommended dose. Serotonin syndrome may include
mental-status changes (e.g., agitation, halucinations, coma), autonomic instability (e.g.,
tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia,
incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea) and can be
fatal [ see Serotonergic Drugs (7.4)].

5.12 Use in Patients with Gastrointestinal Conditions

NUCYNTA® ER is contraindicated in patients with GI obstruction, including paralytic ileus. The
tapentadol in NUCYNTA® ER may cause spasm of the sphincter of Oddi. Monitor patients with
biliary tract disease, including acute pancredtitis, for worsening symptoms.

5.13 Avoidance of Withdrawal

Avoid the use of mixed agonist/antagonist analgesics (i.e., pentazocine, nalbuphine, and
butorphanol) in patients who have received or are receiving a course of therapy with afull opioid
agonist analgesic, including NUCYNTA® ER. In these patients, mixed agonists/antagonists
analgesics may reduce the analgesic effect and/or may precipitate withdrawal symptoms.

When discontinuing NUCYNTA® ER, gradually taper the dose [see Dosage and Administration
(2.3)].
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5.14 Driving and Operating Heavy Machinery

NUCYNTA® ER may impair the mental or physical abilities needed to perform potentially
hazardous activities such as driving a car or operating machinery. Warn patients not to drive or
operate dangerous machinery unless they are tolerant to the effects of NUCYNTA® ER and
know how they will react to the medication.

5.15 Hepatic Impairment

A study with an immediate-rel ease formulation of tapentadol in subjects with hepatic impairment
showed higher serum concentrations of tapentadol than in those with normal hepatic function.
Avoid use of NUCYNTA® ER in patients with severe hepatic impairment. Reduce the dose of
NUCYNTA® ER in patients with moderate hepatic impairment [ see Dosage and Administration
(2.4) and Clinical Pharmacology (12.3)]. Closely monitor patients with moderate hepatic
impairment for respiratory and central nervous system depression when initiating and titrating
NUCYNTA® ER.

5.16 Renal Impairment

Use of NUCYNTA® ER in patients with severe renal impairment is not recommended due to
accumulation of a metabolite formed by glucuronidation of tapentadol. The clinical relevance of
the elevated metabolite is not known [see Clinical Pharmacology (12.3)] .

6 ADVERSE REACTIONS
The following adverse reactions are discussed in more detail in other sections of the labeling:
I Respiratory Depression [ see Warnings and Precautions (5.2)]
I Interaction with Alcohol [ see Warnings and Precautions (5.4)]
I Chronic Pulmonary Disease [ see Warnings and Precautions (5.6)]
I Hypotensive Effects [ see Warnings and Precautions (5.8)]
I Interactions with Other CNS Depressants [ see Warnings and Precautions (5.7)]
I Drug abuse, addiction, and dependence [ see Drug Abuse and Dependence (9.2, 9.3)]
I Gastrointestinal Effects [see Warnings and Precautions (5.12)]
I Seizures[see Warnings and Precautions (5.10)]

I Serotonin Syndrome [ see Warnings and Precautions (5.11)]

6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in clinical practice.
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Commonly-Observed Adverse Reactions in Clinical Studies with NUCYNTA® ER in
Patients with Chronic Pain due to Low Back Pain or Osteoarthritis

The safety data described in Table 1 below are based on three pooled, randomized, double-blind,
placebo-controlled, parallel group, 15-week studies of NUCYNTA® ER (dosed 100 to 250 mg
BID after a 50 mg BID starting dose) in patients with chronic pain due to low back pain (LBP)
and osteoarthritis (OA). These trials included 980 NUCYNTA® ER-treated patients and 993
placebo-treated patients. The mean age was 57 years old; 63% were female and 37% were male;
83% were White, 10% were Black, and 5% were Hispanic.

The most common adverse reactions (reported by >10% in any NUCYNTA® ER dose group)
were: nausea, constipation, dizziness, headache, and somnolence.

The most common reasons for discontinuation due to adverse reactions in eight Phase 2/3 pooled
studies reported by >1% in any NUCYNTA® ER dose group for NUCYNTA® ER- and placebo-
treated patients were nausea (4% vs. 1%), dizziness (3% vs. <1%), vomiting (3% vs. <1%),
somnolence (2% vs. <1%), constipation (1% vs. <1%), headache (1% vs. <1%), and fatigue (1%

vs. <1%), respectively.



Table 1: Adverse Drug Reactions Reported by > 1% of NUCYNTA® ER-Treated Patients and Greater
than Placebo-treated Patients in Pooled Parallel-Group Trials'

NUCYNTA® ER 50 to 250 mg BID? Placebo
(n=980) (n=993)
Nausea 21% %
Constipation 17% %
Dizziness 17% 6%
Headache 15% 13%
Somnolence 12% 4%
Fatigue 9% 4%
Vomiting 8% 3%
Dry mouth % 2%
Hyperhidrosis 5% <1%
Pruritus 5% 2%
Insomnia 4% 2%
Dyspepsia 3% 2%
Lethargy 2% <1%
Asthenia 2% <1%
Anxiety 2% 1%
Decreased appetite 2% <1%
Vertigo 2% <1%
Hot flush 2% <1%
Disturbance in attention 1% <1%
Tremor 1% <1%
Chills 1% 0%
Abnormal dreams 1% <1%
Depression 1% <1%
Vision blurred 1% <1%
Erectile dysfunction 1% <1%

TMedDRA preferred terms. The trialsincluded forced titration during the first week of dosing.
2NUCYNTA® ER dosed between 100 and 250 mg BID after a starting dose of 50 mg BID
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Commonly-Observed Adverse Reactions in Clinical Studies with NUCYNTA® ER in
Patients with Neuropathic Pain Associated with Diabetic Peripheral Neuropathy

The types of adverse reactions seen in the studies of patients with painful diabetic periphera
neuropathy (DPN) were similar to what was seen in the low back pain and osteoarthritis trials.
The safety data described in Table 2 below are based on two pooled, randomized withdrawal,
double-blind, placebo-controlled, 12-week studies of NUCYNTA® ER (dosed 100 to 250 mg
BID) in patients with neuropathic pain associated with diabetic peripheral neuropathy. These
trials included 1040 NUCYNTA® ER-treated patients and 343 placebo-treated patients. The
mean age was 60 years old; 40% were female and 60% were male; 76% were White, 12% were
Black, and 12% were “Other”. The most commonly reported ADRs (incidence # 10% in
NUCYNTA® ER-treated subjects) were: nausea, constipation, vomiting, dizziness, somnolence,
and headache.

Table 2 lists the common adverse reactions reported in 1% or more of NUCYNTA® ER-treated
patients and greater than placebo-treated patients with neuropathic pain associated with diabetic
peripheral neuropathy in the two pooled studies.
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Table 2: Adverse Drug Reactions Reported by > 1% of NUCYNTA® ER-Treated Patients and Greater
than Placebo-Treated Patients in Pooled Trials (Studies DPN-1 and DPN-2)'

NUCYNTA® ER 50 to 250 mg BID? Placebo®
(n=1040) (n=343)
Nausea 27% 8%
Dizziness 18% 2%
Somnolence 14% <1%
Constipation 13% <1%
Vomiting 12% 3%
Headache 10% 5%
Fatigue 9% <1%
Pruritus 8% 0%
Dry mouth % <1%
Diarrhea 7% 5%
Decreased appetite 6% <1%
Anxiety 5% 4%
Insomnia 4% 3%
Hyperhidrosis 3% 2%
Hot flush 3% 2%
Tremor” 3% 3%
Abnormal dreams 2% 0%
Lethargy 2% 0%
Asthenia 2% <1%
Irritability 2% 1%
Dyspnea 1% 0%
Nervousness 1% 0%
Sedation 1% 0%
Vision blurred 1% 0%




Pruritus generalized 1% 0%
Vertigo 1% <1%
Abdominal discomfort 1% <1%
Hypotension 1% <1%
Dyspepsia 1% <1%
Hypoesthesia 1% <1%
Depression 1% <1%
Rash 1% <1%
Chills* 1% 1%
Feeling cold? 1% 1%
Drug withdrawal syndrome 1% <1%

TMedDRA preferred terms.

2NUCYNTA® ER dosed between 100 and 250 mg BID after a starting dose of 50 mg BID. It includes ADR reported in the
open-label titration period for al subjects and in the double-blind maintenance period for the subjects who were
randomized to NUCYNTA® ER.

3 It includes ADR reported in the double-blind maintenance period for the subjects who were randomized to placebo after
receiving NUCYNTA® ER during the open-label titration period.

“Tremor was observed in 3.4% of NUCYNTA® ER-treated subjects vs. 3.2% in placebo group, chills- in 1.3% vs.1.2% in
placebo, and feeling cold- in 1.3% vs.1.2% in placebo.

Other Adverse Reactions Observed During the Premarketing Evaluation of NUCYNTA®
ER

The following additional adverse drug reactions occurred in less than 1% of NUCYNTA® ER-
treated patients in ten Phase 2/3 clinical studies:

Nervous System Disorders. paresthesia, balance disorder, syncope, memory impairment,
mental impairment, depressed level of consciousness, dysarthria, presyncope, coordination
abnormal

Gastrointestinal disorders: impaired gastric emptying
General disordersand administration site conditions: feeling abnormal, feeling drunk

Psychiatric disorders. perception disturbances, disorientation, confusiona state, agitation,
euphoric mood, drug dependence, thinking abnormal, nightmare

Skin and subcutaneoustissue disorders; urticaria
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M etabolism and nutrition disorders: weight decreased

Cardiac disorders. heart rate increased, palpitations, heart rate decreased, left bundle branch
block

Vascular Disorder: blood pressure decreased

Respiratory, thoracic and mediastinal disorders: respiratory depression
Renal and urinary disorders:. urinary hesitation, pollakiuria
Reproductive system and breast disorders: sexual dysfunction
Eyedisorders: visual disturbance

I mmune system disorders: drug hypersensitivity

6.2 Postmarketing Experience

The following adverse reactions, not noted in Section 6.1 above, have been identified during post
approval use of tapentadol. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure.

Psychiatric disorders. hallucination, suicidal ideation, panic attack

Anaphylaxis, angioedema, and anaphylactic shock have been reported very rarely with
ingredients contained in NUCYNTA® ER. Advise patients how to recognize such reactions and
when to seek medical attention.

7 DRUG INTERACTIONS
7.1 Alcohol

Concomitant use of alcohol with NUCYNTA® ER can result in an increase of tapentadol plasma
levels and potentially fatal overdose of tapentadol. Instruct patients not to consume alcoholic
beverages or use prescription or non-prescription products containing alcohol while on
NUCYNTA® ER therapy [ see Clinical Pharmacology (12.3)] .

7.2 Monoamine Oxidase Inhibitors

NUCYNTA® ER is contraindicated in patients who are receiving monoamine oxidase inhibitors
(MAOQI) or who have taken them within the last 14 days due to potential additive effects on
norepinephrine levels, which may result in adverse cardiovascular events [ see Contraindications

(4)].
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7.3 CNS Depressants

Concurrent use of NUCYNTA® ER and other central nervous system (CNS) depressants
including sedatives or hypnotics, genera anesthetics, phenothiazines, tranquilizers, and alcohol
can increase the risk of respiratory depression, hypotension, profound sedation or coma. Monitor
patients receiving CN'S depressants and NUCYNTA® ER for signs of respiratory depression and
hypotension. When such combined therapy is contemplated, start NUCYNTA® ER at 1/3 to 1/2
of the usual dosage and consider using alower dose of the concomitant CNS depressant.

7.4 Serotonergic Drugs

There have been post-marketing reports of serotonin syndrome with the concomitant use of
tapentadol and serotonergic drugs (e.g., SSRIs and SNRIs). Caution is advised when
NUCYNTA® ER is co-administered with other drugs that may affect serotonergic
neurotransmitter systems such as SSRIs, SNRIs, MAOIs, and triptans. If concomitant treatment
of NUCYNTA® ER with a drug affecting the serotonergic neurotransmitter system is clinically
warranted, careful observation of the patient is advised, particularly during treatment initiation
and dose increases [ see Warning and Precautions (5.11)] .

7.5 Mixed Agonist/Antagonist Opioid Analgesics

The concomitant use of NUCYNTA® ER with mixed agonist/antagonists (e.g., butorphanol,
nalbuphine, and pentazocine) and partia agonists (e.g., buprenorphine) may precipitate
withdrawal symptoms. Avoid the use of agonist/antagonists and partial agonists with
NUCYNTA® ER.

7.6 Anticholinergics

The use of NUCYNTA® ER with anticholinergic products may increase the risk of urinary
retention and/or severe constipation, which may lead to paralytic ileus.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C: There are no adequate and well-controlled studies of NUCYNTA® ER
in pregnant women. NUCYNTA® ER should be used during pregnancy only if the potential
benefit justifies the potential risk to the fetus.

Tapentadol HCl was evaluated for teratogenic effects in pregnant rats and rabbits following
intravenous and subcutaneous exposure during the period of embryofetal organogenesis. When
tapentadol was administered twice daily by the subcutaneous route in rats at dose levels of 10,
20, or 40 mg/kg/day [producing up to 1.36 times the plasma exposure at the maximum
recommended human dose (MRHD) of 500 mg/day for NUCYNTA® ER based on an area under
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the time-curve (AUC) comparison], no teratogenic effects were observed. Evidence of
embryofetal toxicity included transient delays in skeletal maturation (i.e., reduced ossification) at
the 40 mg/kg/day dose which was associated with significant maternal toxicity. Administration
of tapentadol HCI in rabbits at doses of 4, 10, or 24 mg/kg/day by subcutaneous injection
[producing 0.3, 0.8, and 2.5 times the plasma exposure at the MRHD based on an AUC
comparison, respectively] revealed embryofetal toxicity at doses >10 mg/kg/day. Findings
included reduced fetal viability, skeletal delays and other variations. In addition, there were
multiple malformations including gastroschisis/thoracogastroschisis, amelia/phocomelia, and
cleft palate at doses >10 mg/kg/day and above, and ablepharia, encephalopathy, and spina bifida
at the high dose of 24 mg/kg/day. Embryofetal toxicity, including malformations, may be
secondary to the significant maternal toxicity observed in the study.

In a study of pre- and postnatal development in rats, oral administration of tapentadol at doses of
20, 50, 150, or 300 mg/kg/day to pregnant and lactating rats during the late gestation and early
postnatal period [resulting in up to 2.28 times the plasma exposure at the MRHD on an AUC
basis] did not influence physical or reflex development, the outcome of neurobehavioral tests or
reproductive parameters. At maternal tapentadol doses >150 mg/kg/day, a dose-related increase
in pup mortality was observed to postnatal Day 4. Treatment-related developmental delay was
observed in the dead pups, including incomplete ossification. In addition, significant reductions
in pup body weights and body weight gains at doses associated with maternal toxicity (150
mg/kg/day and above) was seen throughout lactation.

8.2 Labor and Delivery

NUCYNTA® ER is not for use in women during and immediately prior to labor, where shorter
acting analgesics or other analgesic techniques are more appropriate. Occasionally, opioid
analgesics may prolong labor by temporarily reducing the strength, duration, and frequency of
uterine contractions. However, these effects are not consistent and may be offset by an increased
rate of cervical dilatation which tends to shorten labor.

Opioids cross the placenta and may produce respiratory depression and psychophysiologic
effects in neonates. Closely observe neonates whose mothers received opioid analgesics during
labor for signs of respiratory depression. An opioid antagonist, such as naloxone, should be

available for reversal of opioid-induced respiratory depression in the neonate in such situations.

8.3 Nursing Mothers

There is insufficient/limited information on the excretion of tapentadol in human or animal
breast milk. Physicochemical and available pharmacodynamic/toxicological data on tapentadol
point to excretion in breast milk and risk to the breastfeeding child cannot be excluded.
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Because of the potential for adverse reactions in nursing infants from NUCYNTA® ER, a
decision should be made whether to discontinue nursing or discontinue the drug, taking into
account the importance of the drug to the mother.

Withdrawal symptoms can occur in breast-feeding infants when maternal administration of
NUCYNTA® ER is stopped.

8.4 Pediatric Use

The safety and efficacy of NUCYNTA® ER in pediatric patients less than 18 years of age have
not been established.

8.5 Geriatric Use

Of the total number of patients in Phase 2/3 double-blind, multiple-dose clinical studies of
NUCYNTA® ER, 28% (1023/3613) were 65 years and over, while 7% (245/3613) were 75 years
and over. No overall differences in effectiveness or tolerability were observed between these
patients and younger patients.

In general, recommended dosing for elderly patients with normal renal and hepatic function is
the same as for younger adult patients with normal renal and hepatic function. Because elderly
patients are more likely to have decreased rena and hepatic function, consideration should be
given to starting elderly patients with the lower range of recommended doses [see Clinical
Pharmacology (12.3)] .

8.6 Neonatal Withdrawal Syndrome

Chronic maternal use of NUCYNTA® ER during pregnancy can affect the neonate with
subsequent withdrawa signs. Neonatal withdrawal syndrome presents as irritability,
hyperactivity and abnormal sleep pattern, high pitched cry, tremor, vomiting, diarrhea and failure
to gain weight. The onset, duration and severity of neonatal withdrawal syndrome vary based on
the drug used, duration of use, the dose of last maternal use, and rate of elimination drug by the
newborn. Neonatal opioid withdrawal syndrome may be life-threatening and should be treated
according to protocols developed by neonatology experts.

8.7 Renal Impairment

The safety and effectiveness of NUCYNTA® ER has not been established in patients with severe
renal impairment (CLcg <30 mL/min). Use of NUCYNTA® ER in patients with severe renal
impairment is not recommended due to accumulation of a metabolite formed by glucuronidation
of tapentadol. The clinical relevance of the elevated metabolite is not known [see Clinical
Pharmacology (12.3)] .
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8.8 Hepatic Impairment

Administration of tapentadol resulted in higher exposures and serum levels of tapentadol in
subjects with impaired hepatic function compared to subjects with normal hepatic function [see
Clinical Pharmacology (12.3)]. The dose of NUCYNTA® ER should be reduced in patients with
moderate hepatic impairment (Child-Pugh Score 7 to 9) [ see Dosage and Administration (2.4)].

Use of NUCYNTA® ER is not recommended in severe hepatic impairment (Child-Pugh Score 10
to 15) [ see Warnings and Precautions (5.15)] .

9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance

NUCYNTA® ER contains tapentadol, a Schedule I controlled substance with a high potential
for abuse smilar to fentanyl, methadone, morphine, oxycodone, and oxymorphone.
NUCYNTA® ER is subject to misuse, abuse, addiction, and criminal diversion [see Warnings
and Precautions (5.1)]. The high drug content in the extended release formulation adds to the
risk of adverse outcomes from abuse and misuse.

9.2 Abuse

All patients treated with opioids require careful monitoring for signs of abuse and addiction,
because use of opioid analgesic products carries the risk of addiction even under appropriate
medical use.

Drug abuse is the intentional non-therapeutic use of an over-the-counter or prescription drug,
even once, for its rewarding psychological or physiological effects. Drug abuse includes, but is
not limited to the following examples: the use of a prescription or over-the-counter drug to get
"high”, or the use of steroids for performance enhancement and muscle build up.

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop
after repeated substance use and include: a strong desire to take the drug, difficulties in
controlling its use, persisting in its use despite harmful consequences, a higher priority given to
drug use than to other activities and obligations, increased tolerance, and sometimes a physical
withdrawal.

"Drug-seeking" behavior is very common to addicts and drug abusers. Drug-seeking tactics
include emergency calls or visits near the end of office hours, refusal to undergo appropriate
examination, testing or referral, repeated claims of loss of prescriptions, tampering with
prescriptions and reluctance to provide prior medical records or contact information for other
treating physician(s). “Doctor shopping” (visiting multiple prescribers) to obtain additional
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prescriptions is common among drug abusers, people suffering from untreated addiction and
criminals seeking drugs to sell.

Abuse and addiction are separate and distinct from physical dependence and tolerance.
Physicians should be aware that addiction may not be accompanied by concurrent tolerance and
symptoms of physical dependence in all addicts. In addition, abuse of opioids can occur in the
absence of true addiction and is characterized by misuse for non-medical purposes, often in
combination with other psychoactive substances.

NUCYNTA® ER can be diverted for non-medical useintoillicit channels of distribution. Careful
record-keeping of prescribing information, including quantity, frequency, and renewal requests,
asrequired by law, is strongly advised.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy,
and proper dispensing and storage are appropriate measures that help to limit abuse of opioid
drugs.

9.3 Dependence

Both tolerance and physical dependence can develop during chronic opioid therapy. Toleranceis
the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the
absence of disease progression or other external factors). Tolerance may occur to both the
desired and undesired effects of drugs, and may develop at different rates for different effects.

Physical dependence resultsin withdrawa symptoms after abrupt discontinuation or a significant
dose reduction of a drug. Withdrawal also may be precipitated through the administration of
drugs with opioid antagonist activity, e.g., naloxone, nalmefene, or mixed agonist/antagonist
analgesics (pentazocine, butorphanol, buprenorphine, nalbuphine). Physical dependence may not
occur to a clinically significant degree until after several days to weeks of continued opioid

usage.

NUCYNTA® ER should be discontinued by a gradual downward titration [see Dosage and
Administration (2.3)]. If NUCYNTA® ER is abruptly discontinued in a physically-dependent
patient, an abstinence syndrome may occur. Some or al of the following can characterize this
syndrome: restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills, piloerection,
myalgia, mydriasis, irritability, anxiety, backache, joint pain, weakness, abdomina cramps,
insomnia, nausea, anorexia, vomiting, diarrhea, increased blood pressure, respiratory rate, or
heart rate.
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Infants born to mothers physically dependent on opioids will aso be physically dependent and
may exhibit respiratory difficulties and withdrawal symptoms [see Use in Specific Populations
(8.1,8.2,8.6).

10 OVERDOSAGE
10.1 Clinical Presentation

Acute overdosage with opioids can be manifested by respiratory depression, somnolence
progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted
pupils, and sometimes pulmonary edema, bradycardia, hypotension and death. Marked mydriasis
rather than miosis may be seen due to severe hypoxiain overdose situations.

In case of overdose, priorities are the re-establishment of a patent and protected airway and
institution of assisted or controlled ventilation if needed. Employ other supportive measures
(including oxygen, vasopressors) in the management of circulatory shock and pulmonary edema
asindicated. Cardiac arrest or arrhythmias will require advanced life support techniques.

The opioid antagonists, naloxone or namefene, are specific antidotes to respiratory depression
resulting from opioid overdose. Opioid antagonists should not be administered in the absence of
clinically significant respiratory or circulatory depression secondary to tapentadol overdose.
Such agents should be administered cautiously to patients who are known, or suspected to be,
physically dependent on NUCYNTA® ER. In such cases, an abrupt or complete reversal of
opioid effects may precipitate an acute withdrawal syndrome.

Because the duration of reversal would be expected to be less than the duration of action of
tapentadol in NUCYNTA® ER, carefully monitor the patient until spontaneous respiration is
reliably re-established. NUCYNTA® ER will continue to release tapentadol adding to the
tapentadol load for up to 24 hours after administration necessitating prolonged monitoring. If the
response to opioid antagonists is suboptimal or not sustained, additional antagonist should be
given as directed in the product’ s prescribing information.

In an individual physically dependent on opioids, administration of an opioid receptor antagonist
may precipitate an acute withdrawal. The severity of the withdrawal produced will depend on the
degree of physical dependence and the dose of the antagonist administered. If adecision is made
to treat serious respiratory depression in the physically dependent patient, administration of the
antagonist should be begun with care and by titration with smaller than usual doses of the
antagonist.
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11 DESCRIPTION

NUCYNTA® ER (tapentadol) is a mu-opioid receptor agonist, supplied in extended-release film-
coated tablets for oral administration, containing 58.24, 116.48, 174.72, 232.96, and 291.20 mg
of tapentadol hydrochloride in each tablet strength, corresponding to 50, 100, 150, 200, and 250
mg of tapentadol free-base, respectively. The chemical nameis 3-[(1R,2R)-3-(dimethylamino)-1-
ethyl-2-methyl propyl]phenol monohydrochloride. The structural formulais:

oH

.HCI

The molecular weight of tapentadol HCI is 257.80, and the molecular formulais C14H23NO°HCI.
The n-octanol: water partition coefficient log P valueis 2.89. The pKavalues are 9.36 and 10.45.
In addition to the active ingredient tapentadol HCI, tablets also contain the following inactive
ingredients: a pha-tocopherol (vitamin E), hypromellose, polyethylene glycol, and polyethylene
oxide. The film coating is comprised of polyvinyl alcohol, polyethylene glycol, talc, titanium
dioxide, and the colorant FD& C Blue #2 aluminum lake is used for 100, 150, 200, and 250 mg
strengths; and additionally, yellow iron oxide is used in 150 mg tablets. Printing inks contain
shellac glaze and propylene glycol for all strengths, and black iron oxide (50, 100, 150 and 200
mg tablets) or titanium dioxide (250 mg tablets).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tapentadol is a centrally-acting synthetic analgesic. The exact mechanism of action is unknown.
Although the clinical relevance is unclear, preclinical studies have shown that tapentadol is a
mu-opioid receptor (MOR) agonist and a norepinephrine reuptake inhibitor (NRI). Analgesiain
animal modelsis derived from both of these properties.

12.2 Pharmacodynamics

Tapentadol is 18 times less potent than morphine in binding to the human mu-opioid receptor
and is 2-3 times less potent in producing analgesiain animal models. Tapentadol has been shown
to inhibit norepinephrine reuptake in the brains of rats resulting in increased norepinephrine
concentrations. In preclinical models, the analgesic activity due to the mu-opioid receptor agonist
activity of tapentadol can be antagonized by selective mu-opioid antagonists (e.g., naloxone),
whereas the norepinephrine reuptake inhibition is sensitive to norepinephrine modulators.
Tapentadol exertsits analgesic effects without a pharmacologically active metabolite.
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Effects on the cardiovascular system: There was no effect of therapeutic and supratherapeutic
doses of tapentadol on the QT interval. In a randomized, double-blind, placebo- and positive-
controlled crossover study, healthy subjects were administered five consecutive immediate-
release formulation doses of tapentadol 100 mg every 6 hours, tapentadol 150 mg every 6 hours,
placebo and a single oral dose of moxifloxacin. Similarly, the immediate-release formulation
tapentadol had no relevant effect on other ECG parameters (heart rate, PR interval, QRS
duration, T-wave or U-wave morphology).

Concentration-Efficacy Relationships

The minimum effective plasma concentration of tapentadol for analgesia varies widely among
patients, especially among patients who have been previously treated with agonist opioids. As a
result, individually titrate patients to achieve a balance between therapeutic and adverse effects.
The minimum effective analgesic concentration of tapentadol for any individua patient may
increase over time due to an increase in pain, progression of disease, development of a new pain
syndrome and/or potential development of analgesic tolerance.

Concentration-Adverse Experience Relationships

There is a genera relationship between increasing opioid plasma concentration and increasing
frequency of adverse experiences such as nausea, vomiting, CNS effects, and respiratory
depression.

Effects on the Central Nervous System (CNS)

The principa therapeutic action of tapentadol is analgesia. Tapentadol causes respiratory
depression, in part by a direct effect on the brainstem respiratory centers. The respiratory
depression involves a reduction in the responsiveness of the brain stem respiratory centers to
both increases in carbon dioxide tension and electrical stimulation. Tapentadol depresses the
cough reflex by direct effect on the cough center in the medulla.

Tapentadol causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid overdose
but are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic origin may produce
similar findings). Marked mydriasis rather than miosis may be seen with hypoxia in overdose
situations [see Overdosage (10)]. Other therapeutic effects of tapentadol include anxiolysis,
euphoria, and feeling of relaxation, drowsiness and changes in mood.

Effects on the Gastrointestinal Tract and on Other Smooth Muscle

Gadtric, biliary and pancreatic secretions are decreased by tapentadol. Tapentadol causes a
reduction in motility and is associated with an increase in tone in the antrum of the stomach and
duodenum. Digestion of food in the small intestine is delayed and propulsive contractions are
decreased. Propulsive peristaltic waves in the colon are decreased, while tone is increased to the
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point of spasm. The end result is constipation. Tapentadol can cause a marked increase in biliary
tract pressure as a result of spasm of the sphincter of Oddi, and transient elevations in serum
amylase. Tapentadol may also cause spasm of the sphincter of the urinary bladder.

Effects on the Cardiovascular System
Tapentadol produces peripheral vasodilation which may result in orthostatic hypotension.

Effects on the Endocrine System

Opioid agonists have been shown to have a variety of effects on the secretion of hormones.
Opioids inhibit the secretion of ACTH, cortisol, and luteinizing hormone (LH) in humans. They
also stimulate prolactin, growth hormone (GH) secretion, and pancreatic secretion of insulin and
glucagon.

Effects on the Immune System
Opioids have been shown to have a variety of effects on components of the immune systeminin
vitro and animal models. The clinical significance of these findings is unknown.

CNS Depressant/Alcohol Interaction

Additive pharmacodynamic effects may be expected when NUCYNTA® ER is used in
conjunction with acohol, other opioids, or illicit drugs that cause central nervous system
depression.

12.3 Pharmacokinetics

Absorption

The mean absolute bioavailability after single-dose administration (fasting) of NUCYNTA® ER
is approximately 32% due to extensive first-pass metabolism. Maximum serum concentrations of
tapentadol are observed between 3 and 6 hours after administration of NUCYNTA® ER. Dose
proportional increases for AUC have been observed after administration of NUCYNTA® ER
over the therapeutic dose range.

Steady-state exposure of tapentadol is attained after the third dose (i.e., 24 hours after first twice
daily multiple dose administration). Following dosing with 250 mg every 12 hours, minimal
accumul ation was observed.

Food Effect
The AUC and Cpax increased by 6% and 17%, respectively, when NUCYNTA® ER tablet was
administered after a high-fat, high-calorie breakfast. NUCYNTA® ER may be given with or
without food.

27



Distribution

Tapentadol is widely distributed throughout the body. Following intravenous administration, the
volume of distribution (\Vz) for tapentadol is 540 +/- 98 L. The plasma protein binding islow and
amounts to approximately 20%.

Metabolism

In humans, about 97% of the parent compound is metabolized. Tapentadol is mainly metabolized
via Phase 2 pathways, and only a small amount is metabolized by Phase 1 oxidative pathways.
The major pathway of tapentadol metabolism is conjugation with glucuronic acid to produce
glucuronides. After oral administration approximately 70% (55% O-glucuronide and 15% sulfate
of tapentadol) of the dose is excreted in urine in the conjugated form. A total of 3% of drug was
excreted in urine as unchanged drug. Tapentadol is additionally metabolized to N-desmethyl
tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%) by CYP2D6,
which are further metabolized by conjugation. Therefore, drug metabolism mediated by
cytochrome P450 system is of less importance than phase 2 conjugation.

None of the metabolites contribute to the analgesic activity.

Excretion

Tapentadol and its metabolites are excreted amost exclusively (99%) via the kidneys. The
terminal half-life is on average 5 hours after ora administration. The total clearance of
tapentadol is 1603 +/-227 mL/min.

Special Populations

Geriatric Patients

The mean exposure (AUC) to tapentadol was similar in elderly subjects compared to young
adults, with a 16% lower mean Ca Observed in the elderly subject group compared to young
adult subjects.

Renal Impairment

AUC and C of tapentadol were comparable in subjects with varying degrees of renal function
(from normal to severely impaired). In contrast, increasing exposure (AUC) to tapentadol-O-
glucuronide was observed with increasing degree of rena impairment. In subjects with mild
(CLcr= 50 to <80 mL/min), moderate (CLcr= 30 to <50 mL/min), and severe (CLcr= <30
mL/min) rena impairment, the AUC of tapentadol-O-glucuronide was 1.5-, 2.5-, and 5.5-fold
higher compared with normal renal function, respectively.

Hepatic Impairment
Administration of tapentadol resulted in higher exposures and serum levels to tapentadol in
subjects with impaired hepatic function compared to subjects with normal hepatic function. The
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ratio of tapentadol pharmacokinetic parameters for the mild hepatic impairment group (Child-
Pugh Score 5 to 6) and moderate hepatic impairment group (Child-Pugh Score 7 to 9) in
comparison to the normal hepatic function group were 1.7 and 4.2, respectively, for AUC; 1.4
and 2.5, respectively, for Cha; and 1.2 and 1.4, respectively, for ty». The rate of formation of
tapentadol-O-glucuronide was lower in subjects with increased liver impairment.

Pharmacokinetic Drug Interactions

Tapentadol is mainly metabolized by Phase 2 glucuronidation, a high capacity/low affinity
system; therefore, clinically relevant interactions caused by Phase 2 metabolism are unlikely to
occur. Naproxen and probenecid increased the AUC of tapentadol by 17% and 57%,
respectively. These changes are not considered clinically relevant and no change in dose is
required.

No changes in the pharmacokinetic parameters of tapentadol were observed when
acetaminophen and acetylsalicylic acid were given concomitantly.

Only aminor amount of tapentadol is metabolized via the oxidative pathway. In addition, in vitro
studies did not reveal any potential of tapentadol to either inhibit or induce cytochrome P450
enzymes. Thus, clinically relevant interactions mediated by the cytochrome P450 system are
unlikely to occur.

The pharmacokinetics of tapentadol were not affected when gastric pH or gastrointestinal
motility were increased by omeprazole and metoclopramide, respectively.

Plasma protein binding of tapentadol is low (approximately 20%). Therefore, the likelihood of
pharmacokinetic drug-drug interactions by displacement from the protein binding siteis low.

Drug Interaction/Alcohol Interaction

NUCYNTA® ER may be expected to have additive effects when used in conjunction with
alcohol, other opioids, or illicit drugs that cause central nervous system depression, because
respiratory depression, hypotension, hypertension, and profound sedation, coma or death may
result [ see Warnings and Precautions (5.4)] .

An in vivo study examined the effect of alcohol (240 mL of 40%) on the bioavailability of a
single dose of 100 mg and 250 mg of NUCYNTA® ER tablet in healthy, fasted volunteers. After
co-administration of a 100 mg NUCYNTA® ER tablet and alcohol, the mean Cpa value
increased by 48% compared to control with a range of 0.99-fold to 4.38-fold. The mean
tapentadol AUC ¢« and AUC; s were increased by 17%; the T and t, were unchanged. After
co-administration of a 250 mg NUCYNTA® ER tablet and alcohol, the mean Cra Value
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increased by 28% compared to control with a range of 0.90-fold to 2.67-fold. The mean
tapentadol AUC,5; and AUC;,¢ were increased by 16%; the Ty« and ty, were unchanged.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Tapentadol was administered to rats (diet) and mice (oral gavage) for two years.

In mice, tapentadol HCI was administered by oral gavage at dosages of 50, 100 and 200
mg/kg/day for 2 years (up to 0.34 times in the male mice and 0.25 times in the female mice the
plasma exposure at the maximum recommended human dose [MRHD] for NUCYNTA® ER on
an area under the time-curve [AUC] basis). No increase in tumor incidence was observed at any
dose level.

In rats, tapentadol HCI was administered in diet at dosages of 10, 50, 125 and 250 mg/kg/day for
two years (up to 0.20 times in the male rats and 0.75 times in the female rats the MRHD on an
AUC basis). No increase in tumor incidence was observed at any dose level.

Mutagenesis

Tapentadol did not induce gene mutations in bacteria, but was clastogenic with metabolic
activation in a chromosomal aberration test in V79 cells. The test was repeated and was negative
in the presence and absence of metabolic activation. The one positive result for tapentadol was
not confirmed in vivo in rats, using the two endpoints of chromosomal aberration and

unscheduled DNA synthesis, when tested up to the maximum tolerated dose.

Impairment of Fertility

Tapentadol HCI was administered intravenously to male or female rats at dosages of 3, 6, or 12
mg/kg/day (representing exposures of up to approximately 0.56 times in the male rats and 0.50
times in the female rats the exposure at the MRHD on an AUC basis, based on extrapolation
from toxicokinetic analyses in a separate 4-week intravenous study in rats). Tapentadol did not
alter fertility at any dose level. Maternal toxicity and adverse effects on embryonic development,
including decreased number of implantations, decreased numbers of live conceptuses, and
increased pre- and post-implantation losses occurred at dosages >6 mg/kg/day.

13.2 Animal Toxicology and/or Pharmacology

In toxicological studies with tapentadol, the most common systemic effects of tapentadol were
related to the mu-opioid receptor agonist and norepinephrine reuptake inhibition
pharmacodynamic properties of the compound. Transient, dose-dependent and predominantly
CNS-related findings were observed, including impaired respiratory function and convulsions,
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the latter occurring in the dog at plasma levels (Cp,x), Which are in the range associated with the

maximum recommended human dose (MRHD).

14 CLINICAL STUDIES

The efficacy of NUCYNTA® ER was studied in five studies in patients with moderate to severe
chronic pain and DPN. Efficacy was demonstrated in one randomized, double-blind, placebo-
and active-controlled study in patients with chronic low back pain (LBP), and two randomized,
double-blind, placebo-controlled studies in patients with pain related to diabetic peripheral
neuropathy (DPN-1 and DPN-2).

14.1 Moderate to Severe Chronic Low Back Pain

In the LBP study, patients 18 years of age or older with chronic low back pain and a baseline
pain score of >5 on an 11-point numerical rating scale (NRS), ranging from 0 to 10 were enrolled
and randomized to 1 of 3 treatments: NUCYNTA® ER, active-control (an extended-release

Schedule II opioid analgesic), or placebo.

Patients randomized to NUCYNTA® ER initiated therapy with a dose of 50 mg twice daily for
three days. After three days, the dose was increased to 100 mg twice daily. Subsequent titration
was allowed over a 3-week titration period to a dose up to 250 mg twice daily, followed by a 12-
week maintenance period. There were 981 patients randomized. The mean age of the study
population was 50 (range 18 to 89) years; the mean baseline pain intensity score was 8 (SD 1).
Approximately half of the patients were opioid-naive (had not taken opioids during the three

months prior to the screening visit).

The number of patients completing the study was 51% in the placebo group, 54% in the
NUCYNTA® ER group and 43% in the active-control group. Lack of efficacy was the most
common reason for discontinuation among placebo-treated patients (21%), whereas adverse
events were the most common reason for discontinuation among the active treatment groups
(17% and 32% for NUCYNTA® ER and active-control, respectively).

After 15 weeks of treatment, patients taking NUCYNTA® ER had a significantly greater pain
reduction compared to placebo. The proportion of patients with various degrees of improvement
is shown in Figure 1. The figure is cumulative, such that patients, whose change from baseline is,
for example 50%, are also included at every level of improvement below 50%. Patients who did
not complete the study were assigned 0% improvement.
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Figure 1:  Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity - Study
LBP'
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14.2 Neuropathic Pain Associated with Diabetic Peripheral Neuropathy

In the two DPN studies, patients 18 years of age or older with pain due to diabetic peripheral
neuropathy and a pain score of >5 on an 11-point numerical rating scale (NRS) ranging from 0
(no pain) to 10 (worst possible pain) were enrolled. Following an open-label treatment period in
which NUCYNTA® ER was administered to all patients for three weeks and titrated to an
individually stable dose, patients who had tolerated the drug and demonstrated at least a 1-point
improvement in pain intensity on the NRS at the end of the open-label titration period were
randomized to either continue the NUCYNTA® ER dose (100 mg to 250 mg twice a day)
reached during the open-label titration period, or receive placebo for 12 weeks of maintenance
treatment. During the first 4 days of the double-blind maintenance period patients were permitted
to take tapentadol ER 25 mg up to two times a day as additional medication. After the first 4
days, patients were allowed to take tapentadol ER 25 mg once daily as needed for pain, in
addition to the patient’s assigned study drug. Patients recorded their pain in a diary twice daily.

Study DPN-1: A total of 591 patients entered open-label treatment and 389 patients met the
criteria for randomization into the double-blind treatment period. The mean age of the
randomized population was 60 (range 29 to 87) years; approximately two-thirds of the patients
were opioid-naive (had not taken opioids during the three months prior to the screening visit).
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During the titration period, 34% of patients discontinued open-label NUCYNTA® ER. The most
common reasons for discontinuation in the double-blind treatment period were lack of efficacy in
the placebo group (14%) and adverse eventsin the NUCYNTA® ER group (15%).

After 12 weeks of treatment, NUCYNTA® ER provided a significantly greater reduction in pain
intensity from baseline to the end of the 12-week double-blind period compared to placebo.
Figure 2 displays the proportion of randomized patients achieving various degrees of
improvement in pain intensity from the start of the open-label titration period to the last week of
the randomized withdrawal period. The figure is cumulative, such that patients, whose change
from baseline is, for example 50%, are aso included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement.

Figure2:  Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity - DPN-1
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Study DPN-2: A total of 459 patients entered open-label treatment and 320 patients met the
criteria for randomization into the double-blind treatment period. The mean age of the
randomized population was 59 (range 28 to 83) years, approximately two-thirds of the patients
were opioid-naive (had not taken opioids during the three months prior to the screening visit).

During the titration period, 22% of patients discontinued open-label NUCYNTA® ER and 6% of
patients were not subsequently randomized because they failed to have at least 1-point
improvement in pain intensity. The most common reason for discontinuation in the double-blind
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treatment period was adverse events in both the placebo group (9%) and the NUCYNTA® ER
group (14%).

After 12 weeks of treatment, NUCYNTA® ER provided a significantly greater reduction in pain
intensity from baseline to the end of the 12-week double-blind period compared to placebo.
Figure 3 displays the proportion of randomized patients achieving various degrees of
improvement in pain intensity from the start of the open-label titration period to the last week of
the randomized withdrawal period. The figure is cumulative, such that patients, whose change
from baseline is, for example 50%, are also included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement.

Figure3:  Percentage of Patients Achieving Various Levels of Improvement in Pain Intensity-DPN-2
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16 HOW SUPPLIED/STORAGE AND HANDLING
NUCYNTA® ER tablets are available in the following strengths and packages:

50 mg extended-rel ease tablets are white oblong-shaped with a black print “OMJ50” on one side
and are available in bottles of 60 with child-resistant closure (NDC 50458-860-01) and unit dose
blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC 50458-860-
02).

100 mg extended-rel ease tablets are light-blue oblong-shaped with a black print “OMJ 100" on
one side and are available in bottles of 60 with child-resistant closure (NDC 50458-861-01) and
unit dose blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC
50458-861-02).



150 mg extended-rel ease tablets are blue-green oblong-shaped with a black print “OMJ 150" on
one side and are available in bottles of 60 with child-resistant closure (NDC 50458-862-01) and
unit dose blister packs of 100 (10 blister strips of 10 tablets each), for hospital use only (NDC
50458-862-02).

200 mg extended-rel ease tablets are blue oblong-shaped with a depression in the middle running
lengthwise on each side and with a black print “OMJ 200" on one side, and are available in
bottles of 60 with child-resistant closure (NDC 50458-863-01) and unit dose blister packs of 100
(10 blister strips of 10 tablets each), for hospital use only (NDC 50458-863-02).

250 mg extended-release tablets are dark blue oblong-shaped with a depression in the middle
running lengthwise on each side and with awhite print “OMJ 250" on one side, and are available
in bottles of 60 with child-resistant closure (NDC 50458-864-01) and unit dose blister packs of
100 (10 blister strips of 10 tablets each), for hospital use only (NDC 50458-864-02).

Storage and Handling
Store up to 25°C (77°F); excursions permitted to 15° - 30°C (59° - 86°F) [see USP Controlled
Room Temperature].

Protect from moisture.
Keep NUCYNTA® ER in a secure place out of reach of children.

NUCYNTA® ER tablets that are no longer needed should be destroyed by flushing down the
toilet.

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Medication Guide)

Abuse Potential

Inform patients that NUCYNTA® ER contains tapentadol, a Schedule 11 controlled substance
that is subject to abuse. Instruct patients not to share NUCYNTA® ER with others and to take
steps to protect NUCY NTA® ER from theft or misuse.

Life-threatening Respiratory Depression

Discuss the risk of respiratory depression with patients, explaining that the risk is greatest when
starting NUCYNTA® ER or when the dose is increased. Advise patients how to recognize
respiratory depression and to seek medical attention if they are experiencing breathing
difficulties.
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Accidental Exposure

Instruct patients to take steps to store NUCYNTA® ER securely. Accidental exposure, especially
in children, may results in serious harm or death. Advise patients to dispose of unused
NUCYNTA® ER by flushing the tablets down the toilet.

Risks from Concomitant Use of Alcohol and other CNS Depressants

Inform patients that the concomitant use of alcohol with NUCYNTA® ER can increase the risk
of life-threatening respiratory depression. Instruct patients not to consume alcoholic beverages,
as well as prescription and over-the-counter drug products that contain alcohol, during treatment
with NUCYNTA® ER.

Inform patients that potentially serious additive effects may occur if NUCYNTA® ER is used
with other CNS depressants, and not to use such drugs unless supervised by a health care
provider.

Concurrent use of MAOI
Inform patients not to take NUCYNTA® ER while using any drugs that inhibit monoamine
oxidase. Patients should not start MAOIs while taking NUCYNTA® ER.

Seizures

Inform patients that NUCYNTA® ER could cause seizures if they are at risk for seizures or have
epilepsy. Patients should be advised to stop taking NUCYNTA® ER if they have a seizure while
taking NUCYNTA® ER and call their healthcare provider right away.

Serotonin Syndrome

Inform patients that NUCYNTA® ER could cause arare but potentially life-threatening condition
resulting from concomitant administration of serotonergic drugs (including Serotonin Reuptake
Inhibitors, Serotonin and Norepinephrine Reuptake Inhibitors and tricyclic antidepressants. Warn
patients of the symptoms of serotonin syndrome and to seek medical attention right away if
symptoms develop.

Instruct patients to inform their physicians if they are taking, or plan to take additional
medications including CNS Depressants, MAO inhibitors, mixed agonists/antagonist opioid
analgesics, anticholinergics, SSRIs, SNRIS, or tricyclic antidepressants.

Important Administration Instructions
Instruct patients how to properly take NUCYNTA® ER, including the following:

I Swallowing NUCYNTA® ER tablets whole

I Not cutting, crushing, chewing, or dissolving the tablets
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| Using NUCYNTA® ER exactly as prescribed to reduce the risk of life-threatening
adverse reactions (e.g., respiratory depression)

I Not discontinuing NUCYNTA® ER without first discussing the need for a tapering
regimen with the prescriber

I To take each tablet with enough water to ensure complete swallowing immediately after
placing in mouth.
Hypotension
Inform patients that NUCYNTA® ER may cause orthostatic hypotension and syncope. Instruct
patients how to recognize symptoms of low blood pressure and how to reduce the risk of serious
consequences should hypotension occur (e.g., sit or lie down, carefully rise from a sitting or
lying position).

Driving or Operating Heavy Machinery

Inform patients that NUCYNTA® ER may impair the ability to perform potentially hazardous
activities such as driving a car or operating heavy machinery. Advise patients not to perform
such tasks until they know how they will react to the medication.

Constipation
Advise patients of the potential for severe constipation, including management instructions and
when to seek medical attention.

Anaphylaxis
Inform patients that anaphylaxis has been reported with ingredients contained in NUCYNTA®
ER. Advise patients how to recognize such areaction and when to seek medical attention.

Pregnancy
Advise female patients that NUCYNTA® ER can cause fetal harm and to inform the prescriber if
they are pregnant or plan to become pregnant.

Manufactured by:
Janssen Ortho, LLC
Gurabo, PR 00778

Manufactured for:
Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

© Janssen Pharmaceuticals, Inc. 2011
Revised: September 2013
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Medication Guide
NUCYNTA® ER (new-SINN-tah E-R)
(tapentadol) extended-release oral tablets, Cll1

NUCYNTA® ER is:

A strong prescription pain medicine that contains an opioid (narcotic) that is used to treat moderate to severe
around-the-clock pain and pain from damaged nerves (neuropathic pain) that happens with diabetes.

Important information about NUCYNTA® ER:

Get emergency help right away if you take too much NUCYNTA® ER (overdose). NUCYNTA® ER overdose can cause
life threatening breathing problems that can lead to death.

Never give anyone else your NUCYNTA® ER. They could die from taking it. Store NUCYNTA® ER away from children
and in a safe place to prevent stealing or abuse. Selling or giving away NUCYNTA® ER is against the law.

Do not take NUCYNTA® ER if you have:

severe asthma, trouble breathing, or other lung problems.
a bowel blockage or have narrowing of the stomach or intestines.
taken a monoamine oxidase inhibitor (MAOI) medicine or have taken a MAOI medicine within the last 14 days.

Before taking NUCYNTA® ER, tell your healthcare provider if you have a history of:

head injury, seizures e liver, kidney, thyroid problems
problems urinating e pancreas or gallbladder problems
abuse of street or prescription drugs, alcohol addiction, or mental health problems.

Tell your healthcare provider if you are:

pregnant or planning to become pregnant. NUCYNTA® ER may harm your unborn baby.
breastfeeding. NUCYNTA® ER passes into breast milk and may harm your baby.
taking prescription or over-the-counter medicines, vitamins, or herbal supplements.

When taking NUCYNTA® ER:

Do not change your dose. Take NUCYNTA® ER exactly as prescribed by your healthcare provider.

Take your prescribed dose every 12 hours at the same time every day. Do not take more than your prescribed dose
in 24 hours. If you miss a dose take the missed dose as soon as possible. If it is almost time for your next dose,
skip the missed dose and go back to your regular dosing schedule.

Swallow NUCYNTA® ER whole with enough water to make sure that you completely swallow the tablet right away. Do
not cut, break, chew, crush, dissolve, or inject NUCYNTA® ER.

Call your healthcare provider if the dose you are taking does not control your pain.

Do not stop taking NUCYNTA® ER without talking to your healthcare provider.

After you stop taking NUCYNTA® ER flush any unused tablets down the toilet.

While taking NUCYNTA® ER Do Not:

Drive or operate heavy machinery, until you know how NUCYNTA® ER affects you. NUCYNTA® ER can make you
sleepy, dizzy, or lightheaded.

Drink alcohol or use prescription or over-the-counter medicines that contain alcohol.

The possible side effects of NUCYNTA® ER are:

constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain. Call your healthcare
provider if you have any of these symptoms and they are severe.

Get emergency medical help if you have:

trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue or throat, extreme
drowsiness, a seizure, or you are feeling faint.

agitation, hallucinations, coma, feeling overheated, or heavy sweating.

These are not all the possible side effects of NUCYNTA® ER. Call your doctor for medical advice about side effects. You
may report side effects to FDA at 1-800-FDA-1088. For more information go to dailymed.nlm.nih.gov

Manufactured by: Janssen Ortho LLC, Gurabo, PR 00778; Manufactured for: Janssen Pharmaceuticals, Inc. Titusville, NJ 08560,
www.Nucynta.com or call 1-800-526-7736

This Medication Guide has been approved by the U.S. FDA Revised: 8/2012
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TWAHLDREDBIETA RTA L TINOEREMENTWALERH LN, ZNHD
IR CH D, 1 2OFEHA RAILLMOA EA A REI~OLZL2BREDEZ DX 5
(ZEERIZ2 FIEIZ DWW TE, MOEFIFEFEHEFEICAVNEDE L Z &2 Ritd 2 2
&



2.2 FAEOFHEH K OHEE

Toy iSRS S, BIERA DN R/NRICZR D X9 RIS/ 5 X 9, NUCYNTA® ER
O FAEEMBNCTE 95, NUCYNTA® ER £ 585 CIlaikive 003 2 52056 L ¢, &
Ji B BROOMERE K O\RIVEFH OFE RIS BLR 250 5, 1B, FICIpsts (U
O RIAPE BN BT 5 5&0m) ([Cx3 2 B G T, A3 FEUHH &kl L <
9 5 MEMEOF 2 E ISR 2,

TR NS LNDET, 3HZEIE, 1 H 2ELFO#HKSLST 50 mg T OHET 5,
FARER TIZ, NUCYNTA® ER @& 100 mg~250 mg 1 H 2 [EO#HPH T, 77 R
X9 B ARKRH 22 O M3 R ST [ Bk A(14) 24,

VIR ORRFE B U 72354, FR ORLE 280809~ 5 72912 NUCYNTA® ER @ & %
{9 5 LRI, FIRIEED IR DR E 25 %

ZeHim A B U2 ICx LT, HEOHE, &2 WIidsEiitEs 44 RAIIIEASE
dA FRIOBE 2 REAE L AR 20— 5T ZBENELD Z &0 D,

WEDOAEAA FEEEEAO#EEN A ON D561, KREIOHRGEEZBRERL TH LUy,
MBI & A A A FEEEWEH O Tt 7 AR5 X951, HEZHEd
Do

MM, RrICIRRIERIRIE RIS T 2 RIS 24 U4 A FOERRS TIE, &
ik G-z ke 9~ 2 M EME DA M2, LENZIS U TEHRIC (6~12 W H T &) Mty
Do

2.3 NUCYNTA® ER O H 1k

GARIKAEIE D EBRFE 12BN T, NUCYNTA® ER SO GENNLETII L o T84, B
i D5 e OVER &2 I 5720, RIS TS 2 L,

2.4 JTHREREERE

AT AEREE B (Child-Pugh 238 10~15) (2%59" % NUCYNTA® ER OOff FH i3 HESE
SRV,

A R TR RERE S i3 (Child-Pugh 4348 7~9) TI%, NUCYNTA® ER 50 mg 7> 5 #5-%
BRAA L, BEGHEEIT 24 R T L2 1 BIE B2 &, RGeS B 2%t
% B RHESE B3 NUCYNTA® ER 100 mg 1 H 1 Bl ToH B[ dak#7712.3) 2/,
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EERFHERERE B (Child-Pugh /) S~6) T i AR E T 5[ 447K VST
L AE(5.15) K OV AHFH12.3) 2] .

25 EHEERERE

BRI ST S EE R AR B CO M RN E T 5, BN B Tk
% NUCYNTA® ER OB FIEHERE S U0 B8R OB 1 D7 E(5.16) K N A HE
(12.3) /).

26 mEkEBEE

— B, EHEEE K OVIFRSRE DN IR 72 Ml B 1S 1 D HESE AL - A EY, BEERE L OV
PEREN IER e B FRNBF LFH—CTh D, mEnEE CIIBEHER OFHERIFE T L TW
HZENZWD, HRERAEOP TCLVIERAENOCRGZGT LI L 2B ET D[4
HHEPH12.3) 2/,

2.7 NUCYNTA® ER D# 5

NUCYNTA® ER $E130f £ FIcikA0ATe X 5, BEZIRET S, BAIZSEILEZD, R
W20, EIRLIZY, AT 5L, BRENERVELIHED X XX R—LR, &
HWIZHH S, WIREID Y AT BAELDTD, [TORWZ E[ZERMEH Lo/ E
(5.1, 5.2)=/4,

NUCYNTA® ER €1, 1EIZ 18T ORMAL, HICAN SEBIT 2K TREAICK
irAtr XD, BEERET DI L[ ZELEROMEH EOEEBDLRNEEZ DT 22
1FHRAT) /),

3 FEIRUEE
NUCYNTA" ER & /##E 50 mg, 100 mg, 150 mg, 200 mg M X 250 mg LA T O K O]
FORME IS,

o S0mgRAEEIXAM, HMHET, AN TOMIS0) & ETHITFENTWD,
o 100 mg ARHEEIFHEF 4, FEHIE T, ANz TOMI100) & HETHIFSTWD,
o 150 mg tRMBEILFH Rk, FEHET, AN TOMI150) & B TEIFEINTWS,

e 200 mg RIBEIXFHF M, LT, WHOHFRIZHG MO IEABH Y, FHIZ
% TOMJ200) & B THIFEShTW5,

e 250 mg RIBEITIRTG A, BT, WMAOHFRICHEA MO IEHRIHY, Fil
121X TOMJ 250 & HCHEIFEN TV 5,



4 2

NUCYNTA® ER IZLL FOBEFICITE®ETH S,

o HZERMEILINE] A B9 D R

o AMENITEEDORE XMEDH D WILEREEN AMIEZH T 5 EBH T, BIENMTD
VTN WD T ERAEREZR DI 2 DN 72 WA

o ML L R ESHITEDENEDILD BE

o H XK R—)LFIAFNOMD Rk T DBBUE (77 4 FF—, MEF
72 &) %H 9 5 EBEFIEH6.2) =),

o JINTERT U REIZK L THIMERZ KIFTAREMERH Y, FE/RO0EF
GNELDZ EMb DT, £/ 7 2 U EEEZELER(MAOD & & 5- ST
% BE T2 14 B UWNIZR G- ST BE [ YA L (E(T.2) 2/,

5 ZBHERUCHEALEOEER

51 ELAHODOWHEME

NUCYNTA® ER %, A 44 RIEEHKTH Y, Schedule I DBFIME TH DX~ X B
—NVEEAT D, XN H R LMD BER ONEEO A A A REBESRKICEAL L= T
ETELA SN REMENR S D, A EF A RIEBSEKITIEM ELAE K ORI E O H 55 )
K&, JFEICEHEHINLA2EMRH 5, f2H, BLHAXITEEHRO Y A7 3R T 5 v )R
ANHDHEA, NUCYNTA® ER O UTFHANCE L TiE, 20X o7 27 2 EE
THZ &, 72EL, LA, BEL R OBRENH D7D, KR O e E B
HILDHRE TIEZeW,

NUCYNTA® ER ZML 53 BRIC, FHREDOA A A RELASUIERDO U 2 7 234
5. WEELH CGEW LT Va3 — L OELH IR 2 S de) TR AE R (R 5 27
E) ORBESUIFERED & 5 B Tk, 4844 RELAHDO Y A7 B3KT 5, U RAZ N
REWERETSH, MHFASIA A A FRAZ AN CTHEEICHRET A ENTED 5%
BIDH, ZTOL D REETIE, BH, SLHLUEREOBEZEFIICBIZET 5 MLEEN
bb, A FRFNIEFNE2EH 21T HETH, BRO Y A7 B3 572
W, AEAA REFERGT 2 BE3TC, 8H, SLUH R OWEEE O & & e I2 8l
BITHT L&,

NUCYNTA® ER Z#H#:N7-0, BEATED, BBIRVIAAT Y, AR L - AR 215 A
L7-0 3578, BAIEATAE, 7841 RAEHEICEEZINT, BERE0
W EDEKR Y A7 BWEL B[ EK5(10) /4,
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ARBGIOF T 2 PRI R O 2 7RIS 2 6%, #5 BIBROEM R
ZAXIINOBHWEEEEL RBICEWEbE D Z &,

5.2 A& RS

FEIR ML NUCYNTA® ER Z&TeD A4 A4 REEEHRIC L 2 TEARRWERA TH 5, M
WeIMHI N B BICRERR, RSN WSEE, HRIFIER O CICELRERH 5, 4
FA RIZ L2 PRGN ER AT DR T K OWER B DR T EDRERZ 2R L, FERO
(7B ONF—r (MICEFIZROEREZ BWIZIROWIER) 205 2 ERZ0n, &
A RFEFEMERER SIS X 5 B L RFB(COYITEIL, A V44 FOEEFRER %
SHDHZENDH D, FRHEIOFEIZIX, BEOBKRIREION U, BEasigg, XFf
Wik, A A NEFUEEOME A2 E0 B D[ 2 7(10) 247

NUCYNTA® ER IV ->TY, EHE TAEMEZE N T ITBSEED MRS 2342 U
B A REME N B B0, B HPAH T ERICZ 0 U 27 3k b &V, NUCYNTA® ER
Be b D BAAARE R O Bt 1T, BE OMERINS % B 1 Blg24 5 2 & NUCYNTA® ER
ZAREUNAEAT 5 &, BOEMEOMRMHEI N A C DRSNS H Z Lk, BEITIE,
NUCYNTA®™ ER 23LJ7 &7z B LIS O A A NUCYNTA® ER 295 Z L v &
22, £, MNEOTFOENRNE ZAIRET D L O IfiFET 5,

FER NI D Y R 7 884 5 72 0121%, NUCYNTA® ER Z1E L< %5 L, &%
THZENEECTH D[ - HEQR) DM, oA A4 A REFIH S NUCYNTA® ER
~DOY)Y B Z OBFIZ, NUCYNTA® ER O EZBREICEE S 5 &, YRG5 ICHUE
PEOWER G4 U DTN & 5, MU A E A4 AL, #HEREEm 0 IR L,
A UTELHN e o 72355 TH, ERIH O BN HE STV D,

FERINH D U R 7 % & HICIRIET 5729012, ITE2EETHZ L,
o WUIARFEKROHEFMEHNEETHY, NUCYNTA® ER %, [BMEEEOEFRIC
BT DA A A REIOFERICK R LT-EREEENLT 52 TH D,

e NUCYNTA® ER SEI3ME £ Ik Ate L 9, BEAZIRYT L, BEANIDEI L
0, B2, IWELIZ0, AT LW Z &, ZOXIIT LA A F—
IVOHENL, BioAevd A MEHORBRO I WEE TIIESN b2 035 5,

o MU AZ AT HEBE K ONVEMEENTIERIGEIOU 27 ZHKIED X9 72k
REIZ & % B 12x L TIE, NUCYNTA® ER (3255 Th 5[ 255(4) 2/8)] .



53 [RIEHIREE

K2/ D NUCYNTA® ER OBFEMREIIL, &0 % R—IL OB R ER 5
IZE D AHEMEDR B 5,

54 T7aha—nrOMAEER

7 /La—/Lt NUCYNTA® ER Z RIS 5 &, XS0 % R—/Lo i
FL, BIEMOBER G5 AN H 5, NUCYNTA® ER /%, 7ra—u
MRV L2, TAa— a2 E8 T 50 R T—RHAERLZFEHLZY Ly
L9, BEZRET D Z L[ HBAEPA12.3) 2/,

55 mimEE, BRERERURBES

IR, BEEEE L OREH T, BEO £V RIRRIED BAF /B L i LT,
SEPBIE L2 ) 7 2 RSB U B FTREMEA 0, PRI A5 X 0 BB LT,

L7273 > T, %12 NUCYNTA® ER DBAAIE O &%, £ 72 NUCYNTA® ER & IR %
T A OFN 2 T 25818, BEOMEBRBELRITI 2L, [ZEEREH L
DIHEE(B.2) 2.,

56 BHEMEELTHFETHEETOMEA

RS 72 18 M PH ZE M IR FE SR D & 5 T 2 - ORI PR RE DAY OIR T, KERSR
KE, IR AMAE, FERAMG &2 GOFO W g 9 5 B#E TlX, NUCYNTA® ER
DOEHE OIRFEHAETHMERAESIE T LT, WERICETEDLZERH LD, KR
NUCYNTA®™ ER O B#&I: e O B CIE, MERINHENC DWW TBLER T 5 2 L[ B4R O
M EDHEE(B2)EM ., AfeeGs, 2o oBETIINEOIEAS A A REREAIOME
MEBET 2,

5.7 HHXAHRRINHIA R ONRIESEY L O EA/EA

NUCYNTA® ER & ftho> A&l (B4, HURZH], BEARF, e, 5
SRR, TOfMOA A A NAl, EEEYRE) 20HT 5 &, RiE, EOER, &
M SCITPFER MBI A AT D22 &R D, PRMBMHEIFALEMNL TWDHEET
NUCYNTA® ER OfEAZEET D500%,  FARAR BN HIF] o> 8 F 4 F K OV AR fe e
HIFNZ R U CRBL U OFRE 72 EOBE OIS ZFHMIT 5 2 L, I 51T, Hfiimik
Mz 5l & 2 ARk H B T L a— L KO UTEERY 2 BEDER L T\ 5
B, FHUCOWTHEET S, FARERINHIA % 68 L T\ 5 B#E T NUCYNTA® ER
OG- ZBIGT A BE81E, @HE D NUCYNTA® ER OH&E L 072 0 HETRMBL,
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P& O OIS SOV CTREE OB 21TV, PR 2 el Al o A & %
WET D Z & a2 [ YA F/1.3) /)

5.8 RE/EA

NUCYNTA® ER [ZEEDRIMEDFTINICR D Z ENH D, MEENBD L TW5D XL
B € O FRARRRINGIA] (7= FT7 Yy, REMEEIRE) ZHFHL WA=, ME
EHERFT HRE N MBBEICIK T LTb\é%%‘“ﬂi, U AT IYERT D[ Wi 4 (FH(1.3) =
M, ZhbDHEHE T NUCYNTA® ER % BIAA & L2512, (RIE O8% 2 8152
THZ L, BRIy 3 v 22T HEE T, NUCYNTA® ER (T XV & SEIRFE B
L, ZTHICL Y S0 ENED L, mMEME T2 A68ERASH 5, Ry a v
2T 5 BEITEIT S NUCYNTAY ER O fITkET 25 Z &,

5.9 HAHEEIIEENTE LR 22T 2 BE COFEH

CO, IR DEHBENEH OB ZZ TR VWEE BEENE EA IMEE O = 7 v X
b5 HBA) I NUCYNTA® ER Z 5.9 5454, HFIZ NUCYNTA® ER O 5-BilhRFIC
(%, SEE R O ANE] O #E 2 #5345 2 &, NUCYNTA® ER (MWK 2K T &+
HZERHY, TORBEALD CO IFREIZL Y, BHENLEN S LI EHT B RTREMEN
bbb, HAHEEOHDHEETH, LA NIZLVBREEENRNHAKIZ 2D Z Enb D,

EiEE T SIS B4 5 BTk 5 NUCYNTA® ER Offi I3k T 5 =2 &

5.10 %¥f{E

JEAERENEDFZIK D B 5 HBFIZH LT NUCYNTA® ER (FiHMlish THE 69, ZnkHrk
BB LR R TIEFRA S 72, NUCYNTA® ER OH Ny # = B R—/uid, fes
PR B OBE BT DR 2 L S, FEE ORI CIIRIEZFHR UTE ST 5
ZEND D, EEBEEOBIEDH 5 HEE TIE, NUCYNTA® ER &5, #¥fE= bo
— L DEAVICOWTHEIZET 5 Z &,

511 ¥ b= EFEHEDY X7

ZXH R—btr = AEEEEE OOFH T, Amar Tt r b= EEREDEHS]
MHESINTND, Tu b= AEEERICE, BIRME e b= FED ARLERI(SSRI),
tr b= R T Y IR IALEEFEHRI(SNRID, —EEHRHLO DOHI(TCA), U

Ty, w h = UMRBERICEEE KT TS (IFFEy, TV RV, RT

~ K= L) kOtwe F=roR#@EFEET LR (MAOL #51e) 2365, Tk
LA BORPHCRIATIZENH D, B b= JEEREE LT, BHREOZE(L

11



(o, 2%, FHER L) , BRREALE WK, RNEMmE, @R s) , )
S (RSTUE, WiEBREE R E) KO/ SOTEBER GO, Eit, TRz E) 2
HY, BEEMEL D LD D[ e = MFERT.4) 2/,

5.12 HBERZH T 5 BE TOEH

FREVEA L7 R 70 & OMILE DL H 9 5 BE Tl NUCYNTA® ER 32 TH 5,
NUCYNTA® ER D H X4 R—)Uid A v T 4 BRI ORNIC /D Z e n3d b, &
PERESS 70 & ORLER B A AT 5 BE T, EROELEZBIZET 5,

5.13 BN [EkE

NUCYNTA® ER Z&teAd A4 ReESEBsmAl oKk S 2 — A 2% -2t 0b b
XITZATFT TV D EBE T, BEFEE HSiEdEmAl (RXox vy, FAT77 00,
T RVT 7 =) OFRITGET D2, 2 OB TIRATEEMN: RS
F2ERT 5L, SEREANEEE LY, BEPUERARBE LV T2 L1355,

NUCYNTA® ER Z H1 1k 2 BRI, HEZWRT 2 2 L[5 - HEQRI) M,

5.14 HEIEOEE K OEEOERIE

NUCYNTA® ER I%, HEHOEIE I OBRIER £, GRAL U5 51580 FEiilc
VB RE S RRRE N 2 EE T 5 2 L b 5, HED NUCYNTA® ER OEIC
MEA S 0, SRFNHT 2 BE OSUSBEER TRWIR Y, HoElE XSGR A o
Ex Lk )y, BEAEETLZ &,

5.15 fTi#refEE

IFHSHERESE OB 26t & LI & v % R— )L OB RA coRBRCIx, MmiFH ¥
R B R VR FEEIIRFRSERE DS I 72 9B E L 0 b o7, EEATHRER S BE T,
NUCYNTA® ER OfE XS 5 Z &, PEBEIFRAERE B8 CTlX, NUCYNTA® ER O
REZBET D[ H 1L - HEQRM) K K FEP123) /), TEEITFHER T RS C
NUCYNTA® ER O #5144 & O BFHEI 21T 2 HA41%,  FEULMmif] K O A4 2 il
IZOWTEEICBIET 5 Z &,

5.16 BHREREE
FEEBMREEERE T, X% R—LD 77 a r Biasiz X gk s n A5 RE

INEFET 5728, NUCYNTA® ER Offf FIZHELE S fuzevy,  Z o REMEE N o iR B9 5
FII R TH D[ ML FELH12.3) 24,
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6 ®IfEM

TROBEAIZOWTIE, ALEOMOETI Y FEMIH LTV D,
o IPURAMN [ 2525 K ONE ST |- 1 (5.2) 2 1)
. 7»:~w&@ﬁ£¢%[%%&Uﬁ%i@&%ﬁ@ﬁﬁ
o BMENE B B K OMEH] F i EE(5.6) 248
-ﬁﬁﬂﬁﬂ;iﬁmﬁﬁfméﬁwaﬁﬁ
o oD FHRANRRINEIZ & DA BAEH[ B R MEN | D7 E(5.T) 4]
o ZEMELH, %ﬁﬁwwrlﬁﬁﬂﬁﬂaﬁfwzgaéWﬂ
o BIGER[ BE K OMEH L D/#E(5.12) =/
o RIF[EBEAXK Uﬁ@i@&ﬁ@ﬂkﬁ%
o Tu N=UEMERE [ LK OER L0/ EE(B.AL) 2

6.1 RERIRPERORER

BER BRI 2 (R R DM T RSN D720, 5 EH ORI CRIZE Al
TERFRBIEZ, MO OBERRIRICBIT 2RI L BT L2 L3 TET, £,
AR B CBIEE S DB A S L TR W RBEME D & 5,

FEJR U ETEAE B EE ISR 2 BHER B E 2348 L L7z NUCYNTA® ER DK
BRIZBW THEICBZE SN ZRIER

K VIR LTI RZENET — 213, 1B (LBP) & O M BIHTIE(OANZ ALK 3~ 5 18 M9
BEEGE LT, mmww%%m(%%%%amwlaﬂmmmwﬁ,mmm~%o
mg BID) (2R3 % 15 HEHMOZ ¥ Ak, Z“HEHEMKR, 77 2Ax, WA 33
Bz O LTI SN TS, 2 b 0RO E 1L, NUCYNTA® ER #% 5.4
F 980 Bl O T v AR LB 993 Bl TH-7T-, EHERIT 57 B, &M 63%, Bk
37%T, HA83%, BAN10%, b A= 7% 5% Tholz,

b R RIER (O T NUCYNTA® ER #5-8T 10%LL ETHE -
D) X, BE.L, [ER, FEMED EVW, R A OMERTH - 7,

#1710 FHEER 8 2t Licdh T, BHEMIC K 2HIboBE B L LT, WInro
NUCYNTA® ER # 5 RECB VT 1%L ETHE S -H#E (NUCYNTA® ER & 58846 7
T REGE) X, BEL (%5 1%) , FEMED EV 3%x<1%) , WEHE (3%x%)
<1%) , IR (2%xf<1%) , EH (1%xt<1%) , 3FH (1%xF <1%) , #H5 (1%xt
<1%) Th-o7=,



#£1: WATHERRBROPEIZIBWVT NUCYNTA® ER #EBHED 1% ETHESN, S ERE
EREEFORBEERLY bEmd-=BIER

NUCYNTA® ER 50~250 mg BID? 75w R
(n=980) (n=993)
D 21% 7%
T 17% 7%
FEPED F 0 17% 6%
b 15% 13%
firihR 12% 4%
P T 9% 4%
Mg 8% 3%
PN R 7% 2%
ZITIE 5% <1%
Z 9 5% 2%
RHRE 4% 2%
MR R 3% 2%
e 2% <1%
I 0E 2% <1%
R 2% 1%
AR 2% <1%
[EIHEMED F 2% <1%
EAEQ) 2% <1%
R b E 1% <1%
PRHE 1% <1%
g 1% 0%
B IR 1% <1%
pRel] 1% <1%
FH 1% <1%
iR a 1% <1%

"MedDRA RAGE, X5k CIx 504G 1 B ICHIOME 2 Thbhur,
*NUCYNTA® ER (2B 44 M i 50 mg BID D%, 100~250 mg BID T 5 &7z,
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BERRMERM = 2 —a X F— (BT 5 MR EEMAOR BE 2RI 5 NUCYNTA®
ER DERRHER CHEICBE I NWI-RIfEA

AR MERE PRIE VAR M = =2 — 1 X F —(DPNYD B 255 & L= BRIC BT 5 EIEH O
FEFRLE, MR S OVEMHEIEE DR CRONT-EWERA E LU L b D TH -7, Til
DFE 2T LI 22T — 2 1%, BERFERMME = 2 — v 35— (2 BEE - 5 ik s 5
PR 2 AT HBE RS L Lz, NUCYNTA® ER (100~250 mg BID T#45.) x4
% 12 BEDOTZ o2 AMuipiER L, ZHER, 77 EARXREER 2 420 LIodEIC
o<, Zh o 0RBROWERE X NUCYNTA® ER #5-83# 1040 1 K N7 T R 5 H
F 33T oo, FEFEIL 6075 T, LMD 40%, FHED 60%TH Y, BHAD 76%,
BAD 12%, [0 23 12%Th o7z, fiebHEICHE SN-RITER (NUCYNTA®
ER & 5HERE D 10%LL ECTRE) 1%, B, #i, EH, Foirko v, BIR &K OE
M TH o7,

F20%, BERIFME R = 2 — o /X F—(CBHE 4 5 i fE M & 9 D HBE A k5
L7 2R B A0S L7, NUCYNTA® ER B 5-HEF D 1%Ll ECcHis xn, I+
REGEBEORBLL Y bRs - —fRREER 2R LIz b DO TH D,



#2: 23 Bk (DPN-13BR K () DPN-2 3Bk) DOHFEIZH VT NUCYNTA® ER R 5-HBHE D 1% 2k
THESN, 79 RBEBEORBEEIY bEI-=BIEA L

NUCYNTA® ER 50~250 mg BID? 7R
(n=1040) (n=343)
IV 27% 8%
FEENPED F 18% 2%
fEE AR 14% <1%
{5 Fik 13% <1%
M IH- 12% 3%
GEYE 10% 5%
it 9% <1%
% ) FEAE 8% 0%
PN Rz 7% <1%
T 7% 5%
RAREER 6% <1%
L 5% 4%
ARHRAE 4% 3%
ZITIE 3% 2%
\FTY 3% 2%
PR 4 3% 3%
S s 2% 0%
IR 2% 0%
79 2% <1%
Zy At 2% 1%
PR K] B 1% 0%
ook 1% 0%
BE 1% 0%
) 1% 0%
BEME D PFEIE 1% 0%
[El#RPED F 1% <1%
HE R AP 1% <1%
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(91 DER 1% <1%
e (A N=3 1% <1%
Rz RS 1% <1%
pRel} 1% <1%
5 1% <1%
e 1% 1%
7 1% 1%
S AR P A M A 1% <1%
"MedDRA FEAGE

2NUCYNTA® ER DFI#AHE 50 mg BID D%, 100~250 mg BID %5, Sy o3 S S Lo
NUCYNTA" ER IZ T v & MM SN I- B o —EEH A REEHICHRE Sh-RIER 28T,

P IEERARERENIC NUCYNTAY ER 242 5- S th, 7 78R T v & MuES kg o —H s M EFH
EWNCHE SNT-RWER 2 & T,

* R 13X NUCYNTA® ER #5882 % O 3.4% K% N7 T £ REEHHRE D 3.2%, FEHEIT 13% LD 1.2%, HEIT
1.3% KM DN 12% TENENBLEE ST,

NUCYNTA® ER O HifRBTE-Ml CTHLEE S iz = DD BEIVER
O/ AEEER 10 RI2BWW T, UL FOZFDMOFIER 2 NUCYNTA® ER #5850
1%AE TR L 7=,

PRERIESE @ SRR, PR, Krh, IR, RAROMRERE, Lok
&, MERERETE, RARSTRIOIRE, WhiiEs) s

Ul

BREE . i RA

—% - EHEEL LOREEHAORE « AR, BRI~

~_(

[

MRS TR, R, SHELIRRE, B, ZEX0r, Wik, BEERE

By 4

P&k L OB THRRIEE « S5

BB L OREBESE © RHRD
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PRIk ER, MIERIS K ONERRIES @ FPO i
Bk L UREES : JHREEE, SR
AFERB L OHEREE - MERER 2
IRFEE : (RS

FERIEE  HYIBEUE

6.2 TR OREER
PUFORWERE, RO 6.1 MITITFEH I LTV WS, KBEOZ X% R—Loff
HTREINTZHDTH D, _zh%@aa TERIE, RESDVPWALH TR WRERNS A
FHNCHRE SN LD TH D720, HEFRBBREOHETE K OSEYIETE & ORISR BIR O
NEIIARAIRETH D,

BHEE R, BRSE, =y 7 %(E

NUCYNTA® ER I BB SNARDIC L AT F 74 F9F% > —, MEZEROTF 7 45
Fo—TavIZ NI mIZHREINTWS, ZOL)BRnEED L I L TR 5
D, FIEDHAI LT TZBZTIHNCONT, BEEZEETLHZ L,

7 EWHEEER

7.1 T7va—i

NUCYNTA® ER & RIBFICT V3 — L &2 BIRT 5 L, 0% F—LomigfEeEn -
AL, BEMEDOZ N F—LOBERSE L2 D ATREMEN & 5, NUCYNTA® ER Off
Mg, 7Aa— @B EZEBERLZY, TAa—LE2aa T A0 TR IER
AR LY LWk o, BEZIEYET D 2 L[ MAFEPH12.3) 2/,

72 ET I UBLEERAEH

JNVEERT Y RREICKR L CHIMER Z KT mRetEnd v, AEROMEFSENE
CAHZERDDHTD, T /7 I VB EEREAEAMAONDZ &5 I TV 5 B8 Lk

% 14 BRI G S =B I6 L TiE, NUCYNTA® ER 3285 Th 5[ ZE(4) /A,

7.3 AR AR A

NUCYNTA® ER & SHERHAISOUIMEIRE, SHMEEE, 7=/ F7 00, WeEHR, &
T )L 23— )L 7g SO PR (CNS) IS A 2 OF & 532 &, FEWRS], Rii)E, %
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WEEESUTRIED U 27 B RT 5 2 LMD D, FHAREIMHIA & NUCYNTA® ER %
OFRBG- S5 B T, MFERIH K S EOMELZ BT 52 L, ZofFfKS %
e 25A1%, NUCYNTA® ER OBt BEEZ@ED 350 1~240 1L, fFAT
L HARAR R IR O R AR T 2 2 & AT 5 2 &,

7.4 kv b= f{EEHEE

HRX R =)Lt b= fE@#E (SSRI, SNRI 72 &) OfFHFEMAICI S tr b=
JEMEREN TR IC RIS STV b, SSRI, SNRI, MAOI, hU ZF X7y, o b=
VHRIRERICEEE KFTEEZ LN MOIKAI L, NUCYNTA® ER Z0FHT 5%
A, EEICITH Z &, NUCYNTA® ER &t b= iR R & I 3 55
OPF RGN ERRANC LB ZRIGE, R G B AR X Ol SR IS TR IS8R 21T 2
& NHELE X B[ B R O o074 (BA) 2,

(v I

7.5 EAEEEMNE IS YA A FERA

NUCYNTA® ER & iRATEEIH $5H13K (butorphanol, nalbuphine, ~<1 %' L 72 L)
KO EERE (T o vT ¢ o l) 20T 25 &, BERERASERT L2201
%, VRN HEHUER K OB/ fEEN 3K & NUCYNTA® ER & OOFIT8ET 5 2 &

76 =2V AERZE

NUCYNTA® ER &Hia V) VAN AZ AT &, REAKROY/ UIEEFEHDO U X 7 A3
KLU, MEMEA LT RZEDLZENH D,

8 FEREM

8.1 #m~D¥E

SEEIE VD IR /E 24 C - TR 5 & L= NUCYNTA® ER (CBH9 % @) 22 5t iR A & =
LB EN-RBRITFER STV RY, NUCYNTA® ER 1Z, MEVICK4 5 ER Y

AT INETERIRR T 4> MLV ESLSNDGRICOAREETHXEXTH D,

HRZ v MR OS2 HANT, I8 BIROSRERKRIIC Z X2 R— VIERE % ik

WO F#&E5 L, e 23 Lz, #~<% F—/1 10, 20 &% T 40 mg/kg/H
(2 5 - R Bl 4R F RIS (AUC) e, NUCYNTA® ER O fig K HE43 i R H £ (MRHD)500

mg/H%AZ b MIEEG Lz EOMERIRFEREORK 1.36 F1CHY) 2 1H2E, 7v b

2R FBE LT, A BEERITBlgE s e hote, 1B - IRIREEORME LT, #|

I RENEIE A o 72 40 mg/kg/ HIZB T 28RO —BMHEORIE (E{Lo )

WHHIT, U FITHN 2 F—)VIEGE 4, 10 LT 24 mgkg/H (AUC T,

MRHD # 5B P RBE RO N 03 %, 0.8 (5T 2.5 ICHY) 2Kk T 5
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L7z & &, 10 mgkg/ AU EOME TR « JBIRFEMENTE O bivic, Fr RIZIIBIRAfFR
DIETF, BEROEE, ZOMOERNH -7, =512, 10 mgkg/ HLL EOHET
MERERG L M REREME &, MERE S X5 LIE, RO O&EZRE, 24 mgkg/ HOEHET
RN, BEM R OFMHZE0aRESN Aoz, EEZE0IE - RIRERE, K
R CEBIZE SN T 2 BE R m IS CRMICA U2 rTEEMER B 2 b
Do

7 v N AW HARTR AR OFAICET 2R BRICBW T, MIR% R O AR R
MOWENRZ v N R ORI T v M H % R—/1 20, 50, 150, 300 mg/kg/H (AUC t
T, MRHD #¥5-W i PIgFE B ORK 2.28 fFICMHY) 2R O%5 LT, HA3E
BTG, MRATENFRORBIOUI RN T A — 2 IR BITRD b o T, HE
X9 B2 X R—/v O & 150 mg/kg/ HLL BT, +7 v b HEEEMEOE TR E
ADNEHZRARETBEINZ, BELAFT v FTIE, AEEE(ARLE, RKEREEMED
FEBIENBE SN2, DI, HEMICEERAONTHE (150 mgkg/ AL ) 12
BWT, BAMMZ®E LT, (17 v bOERELMEERNED A BRI RH LT,

8.2 Ltk OHE

NUCYNTA® ER 1350k o e OV BRI O & MEIC IS Tl <, 20X 5 2R T
FEREREVE PSR I 3 E DO SUFE TIEDO TN EY Th 5, 4 A FERANL —FF
NS, FEIE DR T &8, oMM ERE HEZRTIEL5Z L1280, ik

MEZIERSEDLZEnHD, LrL, ZOXIRERANEICRERT S LITRLT, £z,

FE SR OB G Z KT 5 Z LIS & D0 RORMEERN S H 5720, ZOEME
RSN D REEDR H 5,

FEAA NIz dim LT, B o & Ok A AIER 2 RIE3 2 &2
b5, REBNDMRICA A A NEFAZ G SN 5E, FrAaERIZB T 5 RS o
lEZ e Bl T 52 8, ZOX I RIRMICH D HAERICK L TE, 8441 RiEH
PERPIRATH] 2 [01E S 5720, TaX Y a4t A FiEHEMEIATE 5L 91
LTHEIRETHD,

8.3 A ~DEE
B R—vDt b IUTEORFL P ~DOPERIZ SOV T O RIZIA 00 F T2 IZRER
ThbH, XXX R—=)LOYEHLFRIMEE K OV TR/ 3y Ehae /g iET — 2 b
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L, B~ R I N TE Y, BABIRTOARICHT IV A7 E2B[ETHZ
EIXTE 0,

FFAABEF O Tl NUCYNTA® ER (2 X ARWEH D AREMEN H D = LD, REEC
KT HARNOEEMNZEE L, RALETIET 20882 1T 202+ 5 & TH
60

REHIZKTT % NUCYNTA® ER #8521k L7234, REFLIB R O 2R CHEBE R 233
B2 ndb5b,

8.4 /MNE~DEE
18 AT D HF 2317 A NUCYNTA® ER OZ2 M K O N MEITREST S TUuh7euy,

8.5 mHEE~DHEE

NUCYNTA® ER (2B84 2% “HEHR, KEREL, # 1L/ HRRICBT 528505 b,
65 kLA FiE 28% (1023/3613 ) , 75 mbA BiX 7% (245/3613 f3]) Th o7z, ZiHD
BE L LVEFOREOMT, AL OCEEED R TR ZITRBO bR hoT,

— XA, BRERE K OFRERE 2N IE R 72 Sl B I 1T D HESE AL - H &I, BB A D,
JFRERE DN EH 2 BN R L [F—CTh D, Ml CIXBEHEE X Q¥R T L C
WD ATREMES @2, HERAEOHR TR VIKHEN O RGERET S L 2EBETD
[ AR HR (12.3) 2 ],

8.6 B4R DBEDIAE R

FEBIAMHARIC NUCYNTA® ER # B3 2 &, Bl CRICHERL O IE A 4
L ENH D, HAEROBENIEGRNE, SRIEM:, EB) T & R 2R 2 —
VAL E R, RN, mEek, FRILKOMEREMARZR EE LTHIT 2, HAaEROBEN
JEEREDOFRBL, Frpt I & OVEIE L IE, A L7364, ERAMME, BN RZICHERL
o B L OHARIC L 2 3EMBPEHEREEIC X 0 B2 b, BrAEROA B4 A FEEBUEGR X
HEaEE T oDERDZENH LD, FAERTGMENRER LT 1 b a—LilfEo
TR ZATH N&E Th D,

8.7 EHREREE
HEB AR ERE (CLer<30 mL/%y) 12317 % NUCYNTA® ER DOZ2eM: & OVE Zhik
TS STV, EEBHREEERE TIL, 2% R—LD 7 V7 o sz
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LV AERSHARBNERT A5, NUCYNTA® ER Off FIZHE S L2, 0
KRB ORIRERII AR TH B[ A FPA12.3) 2/,

8.8 JTHEREREE

JFRERE DN IR 72 B & bele U CHFRERERE F OB BRE Cl1E, # v % R—A & 5I2 LD
BRI EIIE <R, MIGHF 2 F—/VREITE S R o 1o [ARFERE (12. 3) 2], T
M FERTREREREE A (Child-Pugh 238 7~9) TiX, NUCYNTA® ER D&% ET 5
Z L - HEQRA) R

FENTHEREIE E R (Child-Pugh 2948 10~15) (2% % NUCYNTA"™ ER Off fl i3 HELE
SIVIR W ZEA LR OMEH | D/ E(5.15) =44,

9 EWELHKOKE

9.1 HHIWE

NUCYNTA® ER (X, V=>4 =), A% K>, T X, 2Fva K KO
oxymorphone (ZFA{LL L 7= ELH O FIHEM: 2N EVY, Schedule 1T OHIME ThH D H# X4 K
— IV EEHRT 5, NUCYNTA® ER CIXadfl, GLA, &g, JLE~OmAMEE LT
[ B R OS] L OVEEBL) M), WA TIIEM S A 'R LW 2, ELH RO
WL AHEERERENELD Y AT BHEKRT 5,

9.2 FELH

F A REFRAIOFERICIE, TR EEREFOFEHTH-TH, RO U A7 R
1=, FAEFA REREGEINT-EE TIETRT, SLH R OWERE DO 2 EETE < #l2
TAHVEND D,

FELR &%, DB SO 22NN R 2 KO T, — M EE G SUTATT 3%, -
EZ 1 HETH- THEMMIZIHEUANAO BN THEAT L2 Th 5, EELAIZIZ,
MEi) 215220 OGN I—AEEGOEH, 7+ —~ 20k O
HNOMHRD =D D AT A ROFERRH L0, ZHULIZRLALD DI TiEZRw,

SEREL, WEOREMAO®RICRRT S, 78, 24, ARCEET 5 HoRS
T, TSI OB R 23R Y, MR OHEAEECTHS T L,
B AR B B B P AT 5 T &, (OEBIRmE L 0 bR L0 5
WESIBR 2 5< 2 8, THEDIRIL, FHC I RIS 8 7% 5.
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EMPRRATEY 1, A R OEMELHE CEDbO T AL D, FEMIRR DR
(2%, PR THBRICRAOEEORRE LY T 5, Wil s, it Moraexids
TEEERT D, WMHEERS LIEEBVIELIFA D, WHFEOH S A, HARHADOTE
SOOI Y B ORI E fe e R L7e W2 ER S 5, ERWELHE, WA E L
BREZ T TR ALOEY ZIGE L X 5 &3 20RE O TIE, B0 HEE T
ZANNDTeD, R F—vay V) (EBOUFETZZTLHIL) 21752 &
DB %

LA M OMEIE I, B IRIRAE RO L (3RO R 25D TH D, T TOERE 2B
T, BRI EEODTE K OB IRIRAFIER S & 2 D1 Tl 2 b &, EMITERET 2 &
ThbdH, BT, AL A ROELAIL, BEOEBRENRWGETHLAELDIZ DD, *
DR E LT, RSO BIOTZODOBANRSH Y, Zi & RRFCo MY E %
Ad5Z 8%,

NUCYNTA® ER %, JEEARVERIEIC L0 ERERUAOHETBMICIEHSND Z L0 H
b IEECHESINTWADIEY, AGF O, $EEE, Fl-U 03RS, WG E#R %
FEIRSEETHZ ENmCHREI NS,

FEAA FRAFNOEL ZHIRS 2 72 OICA M2 72 R, BF Omg s, @
G517 %, G- ORI R, BEORA R OREN D D,

9.3 KF

FEWA E 44 FEREPICEmE & B REREOX G BRI LGS, mEE X, #melo
HIE L7 Ra MR+ 57-012, HEOHENNE L7252 ThD (REBOEITY
T DA ER AN Z2NEE) o TPEIEEAORE LUIMERA RO E L 2VMEH O
AT, BHEERIZ L TR IR THIAT L AEERH D,

KK D6, ERAZZRFIE LY, HEZBEEICHE LTV 75 &, HEBUERD
AL D, BEBIE, A4 FESUER Zm33H7], 728 21 EF 2% Y, nalmefene X
IR A EEME A HEPUESE R Al (X2 % Y v, butorphanol, 7 L /LT 1,
nalbuphine) OFEHGICE>THELLHZ ENH 5D, HEREEDERNICERD H HFRE

AT LDDIE, LA R ANLEBEREGEH LB L ThD EEZ NS,

NUCYNTA® ER O H I IZHHEIC L VAT 5 RE Th D[ L - HEQRIZM ., Fiskirs
R T NUCYNTA® ER #2288k 1k4 2% &, BIEEENEERTLIZEnb b, 2
O OREBEDOEHMICIZU FTO—H UL T R THREENS, KHEXORE, KR, 2IF,
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b, FEIT, BIE, SLE, MR, BOE, SRENE, R, R, BISTE, B,
BEERIR, RIRAE, ELO, RACRR, ek, TR, RS, RS, OB,

FEFA FA~DODFEEGEEZ R TRENSATN-AIR S, FIERIEKEEZ L, FER IR KL
OBEBUEIR 2 R BT D Z L3 d D[ 4#464£/7(8.1, 8.2, 8.6)=/4).,

10 WEHRE

10.1 BRARAEIR

F A A FatERER G OER E LT, MR, 5% IEEC E CHETI 2 4R,
HHEEE, REMIE, BELNAESH 0, RRIIKEE, R, (KifE & O TEICE S
ZEND D, WERE CIXEEEEEEICERT AR & LT, Mkl v b B e wiE
DHROENDZERH D,

WERGIZR T HEEFEIY, XEOMHNR, SLELRGEITHKOMI XIIATHBKTSH
Do PEERMEY 3 v 7 M OWIKIEOEBLTIX, HEITIS U TEDOMOSFRFHILE (B,
FEHR L) 2170, DFIESUIAEBARTIE, @R AMMERE N BLETH D,

FEAA NP, a3V 2, nalmefene 1%, A 44 ROBEREH G4 U 5K
PN A R RO ERTH 5, X R— LV OBERGIHSE Lz, BEMICE
B TR BN SUSARERANHI R 22 WG AL, A A A RIEHERIEG LenwZ &, 2ok
9 72 3RFNE, NUCYNTA® ER ~O H R 0SBER O BE SUT H IR N e b 5 B
IR LTI, EEICERG TS, Z05E, A RMEARESXITEEICHAT S 2
LX), AMEERUEREREN BB TS Z LD D,

T VA A RIEEHUER DO FIREREIE, NUCYNTA® ER 1D %~ &% R— L DA IR L
HEWZ ENTHEN AT, BHARMNEPHERICHMEELSND T, FEERSBEHEOH
22%4795 Z &, NUCYNTA® ER #5055 24 BRI £ Tl #X0 4 F— 03 ki
IR S d, ZlZ R VARTESHEINT 5720, REIBOBENLETHD, 4
A RESHERIZ KT 2 RS0 il TIEZe W SU3FRRE L 722 WA, B O T IEHRICHE -
T, BofiErRb+ 5,

T A R~OFREEAF2RTH T, A EFA RZREEGEROZL G2 X0 2L
WRELTHZ N D, BT HEEMOEEE L, FHRIETFORE KOS L5k
OREICE Y RS, BIMMEGF 2R BEOEERRMEN T 2 RFEE1T O 5HE1T,
PR OFGIXEEIC, BFOHARLV LVENOBL T, WiET5 2 L,
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11 ¥R

NUCYNTA® ER (¥ X2 & R—L) [T pA A4 RZEEREGETHY, ROELHIC
TANbaA—=T 4 7 ENTARBEEE LTRSS, FEEOFEANIZF N2 F—
IVIERERYE N 5824 mg, 116.48 mg, 174.72 mg, 232.96 mg KX 29120 mg &H 4L, Zil
FNH A A R— ViR L 50 mg, 100 mg, 150 mg, 200 mg K O 250 mg [ZFHY 95,
B4 1% 3-[(1R2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]phenol monohydrochloride C
b5, HENIZUTO®EY Th D,

OH

CHCI

BB K= VIERRIE D Jr 181X 257.80 TH Y, 4R CyHiNOHClI TH D, n-A
78 )=V IKEARED log PAEIX 2.89 ToH 5, pKaflld 9.36 XN 1045 TH D, §E
BN BNy DX R 2 R—=NVEBEOMIZ, a-Fa7z=r—L (EX IV E) ,
tyrAn—2A, RVZFL o7 Ya— L EkRR) =FLodxy RORIMEEET
Do TANIEA—T 4V TORDIIAR) =T )a—)b, R)F L7 a—),
T ROETZ o ThY, BEEFD&C HH 7V =0 AL —FNE & 100 mg,
150 mg, 200 mg M O 250 mg DFEFINC, THE = FALEED 150 mg DFEANZHEH ST
W5, HIFERA 2712, Y27y 7 k7 a’ L7 ) a— L RnT_RCOEGEDER
ZEEN, F£72, BEEREEk (50 mg, 100 mg, 150 mg & TN 200 mg §8) IRk F & >
(250 mg &) NEEND,

12 FRIRFEHE

12.1 fERIHERT

BB R ) WTHRRERAMEO G RBERIECH D, EMRERAMBFIIRHTH D, K
TOEFRITIEIZ /> TV 70, FERRREBRCIX, X0 % R—uB p A4 A1 K
AEMORWEBH L O/ L= B3 7 U R ALEENR)TH D Z LR ENT
W5, BIET BT AEREMIL, ZhomREIc ko TRESND,
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12.2 ¥

b b p AEAA RZEIRICHTTEH X H R—=LDOFESEINTENLE XD 1/18 THY,
T T MBI DEMEAIZELE XD 12~1/3 THD, 7 FOMIZBNT, #
R R—=UE NV T Y ORIV IARERET D Z ENRINTEY, O
R, NV RT7 Y COREN EAT S, FEEIKETETLTIE, #XF R—LD ot
I A REZEERFEEERIC L0 AT 28mIERIL, EIRW p A 31 FZREEEE (F
nXY e d) ICLEiiEh, /v e X7 CFRDALBEERIZ VR T
U v OFHEWEIKT LT E R, X2 =L O8EER L, KELNER %
BT HREWOREE 72 LI SN D,

DIE RIS HEH « X% R— L OFEHBELNRERELZ B2 5 &) QT M

MAFFTERIZT 220, T o7 b, “HEMR, 77 8RR OBEMER 7 v 24—/ —
ait%ﬁ ZRBWT, MEFERBRE IR LT, X0 R— L O ERA] 100 mg & OV 150 mg
Z 6K Z LI SEhEReR G, 7 e AREE, EX v e oA HEROKEL LT,
RERIZ, Z & R— Ll e AN I ECG 787 A—% (048a4%, PR [BE, QRS
MkE, T XX UBEORIR) (oxt L CREET 2ERH 2 RS R0 oTz,

R E— RO

FRIERICBEIT 5 # R ¥ =L ORARAMAETIREL, BFEIZED, FlITAHEFA
REBBEOBGREO & 5 BE TIIRE S Be s, 20700, IBFEIREAEEROMO
NI ALEWDTOIZ, BEITEICHEZHRHET 2, EKROHE, KEOHET, #Hti
IR IEERE DR BLL O/ SUIBETR AN KT D MHEORBN H 5720, WTOBEIZE
WTHZ RS RV OBEIFIERIC LB R RARA IR, i) & 2RI BA-9 5 ArREtE
Nd 5,

RE-—AEEZROEK
MAET A A A FRED EF&, HEol, WaEr, AR E R & ORI 7 & O f F 5
LROBEIEIME OFIZIE, —ARANCBIEMENRH 5,

R AR R (CNS)IZ x5 5 1B

BB R—= )LD ERIBENRIZER CH L, XX ¥ F—Lg, \E/J IR o I
PR BB 5 = 21 k0, BRORIRIA S| % 2o . SN, Rl
WFED R OV I ﬁfém%@wﬁm@ﬁmi@ﬁrﬂﬁbofmé 4
25 R MBEROR ISR T 5 2 LIk 0, B E T 5.
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H R =T T O MEZ 5 & 29, $HLELITA EA4 A FEERE o
WETHHN, M7 0T (BIEEICHmPE T EmIEN H 584 6 ELlo
FABRLND) o WERGOEBRFIETE, ML bEE RS R o0 D[ H4
RGO BH). 5505 R LB MOWIHREE LTI, REER, SFE, 9
STV, BHRREE K R DEAD 8 %,

BIHE K OE OO BRIz B EMH

BB K= W X0 B, MR 5 OWER s ifl s i b, X2 R—v
XEIGEEI AT S, FHWME O BB ORENTTET 5, MMEICE TR
W OEACITIEELE U, RENEE G S5, FBICIT 2 HEEIGEN TG S 4, BEN
JLE L THEARICE D, REAICITERICR D, Z_0F R=C LD F v T 4 RGO
L OMTER T 2 T =B 0@ EoINC L - CTIREENEEIC AT, £/, #
AR B R USRS R O HE & BT D,

DLE RITHT B 1EH
AR R— VI RIEIEAZS SR L, ZOROENMHRILEICED Z 1 H 5,

NWRITKTT D 1EH

T A A FEEZEITAR NV E U WITER A B2 RET Z LR ENTWD, A A A
RiZt b ORI RIE AR LVE S (ACTH), 2T — L OV AR R LE > (LH) D 43 U
EMEIT S, £, TuTg s Fr, mERLVEC(GH) W, WO A LAY R ONT
VT AW AR %

IR B R
FEAA RIL invitro BB F /T30 T, SR ROHRER IR LTl 2
ERIESZLARSATOS, CNLFROBRINERIIRNThH 5,

AR AR RN EHIE], T a—v & O EAER

NUCYNTA® ER %, TR L2IEIT AT L a—, oA d A FXLEEEY
EPER L7246, AR 723 0 ER A RIS L5,

12.3 FEpyEhrE

WX
E LU WIEREIEH O, NUCYNTA® ER #H[E# L (Zejg) L7 & X 0
K NSA FT XA TV T 413K 32% Tdh 5, X2 F F—/1T NUCYNTA® ER 5

27



% 3~6 BRI i v MLV R B I B L 7=, TRR & O#iPH T NUCYNTA® ER Z##5 L
k%,Am:i%g_mmbf%MLto

3EIBOHEG% (1 A 2ERGEORNOEG G 24 Kifilig) (2, X% F—/LORE
BILEFIRREICRIET 5, 250 mg D 12 BEf 2 L B 54101, DT RBENRO LN
2

REOE
ERSE, mhu U —0OmE%IZ NUCYNTA® ER 82535 &, AUC 3 6%, Cupax 25
17%#00 L7=, NUCYNTA® ER O 5|2 BHHIRITRETH 5,

pariil
KRB R VTR RIRICIREIZ T D, XX R—)VERARIN$ 5-%% D 53 A 25 5
(Vz) 1354098 L Th D, MEEEAMERIIELLS, F20%THD,

R

E M TIFBEEOK) 7% RE S D, Z_XF =W FEICH 2 ARSI X VR
#Eh, B 1IHBEORIC 2R T TN Th D, ¥ ¥ R— O ER BRI
InruariEloRATHY, TN Iy a U BRRAERNELESND, RO
%, FHEDOR 70% (55%ITH Lo X R—)L-0-7 V7 a U BRIAEIR, 15%IE 722 R
— UG R) 1E, fEAR e LTRPICHRE SN D, FAID 3%ITRE IR E LTR
HCHEE S D, SBHICZ X R—)LiE CYP2C9 } Y CYP2C19 (2L D X~ X R—
JU-N-fii A F AR (13%) 12, CYP2D6 (ZXL 0 Z & R—)LKIRIbIR (2%) (2Fh
TR s, ZasiFEssicEaiclvfE@snsg, LedosT, Fhrr—2L4
P450 Z 4 L7 FEMAEHIE, 56 2 A ROS L D EBETIE R,

BRI % 597 2 a2,

Bt

BB RV RO ORI, 1ZIET T (99%) BEttsns, Ro&E%OF
PSRN L S Ch D, ZXZ R—1O2E 7 ) 7 T2 A% 1603+227 mL/4%y
TH D,
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Bl ~DHE

BB

R IZ BT D F X H R— LD EiRE R (AUC) 1, FHFEMANICIIT SRR
BLFABETHY, SEEBREICBIT DY Cua 1E, BHERAN &L T 16%(E0-
72

s 7=

Bex REEEOBME (EF~TEORE) AT BHREICBNT, 4% F—1o
AUC KU Coa KRBTl o7z, —77, BHHIENEORIELRH 25 L, 404
R—=/L-0-7 V7 v A EROREZER (AUC) 13Nl &E (ZLv7F=22
7 7 2 A[CLer]AS 50~80 mL/yAifi) , HEEHE (CLer 2% 30~50 mL/5yAli) M OVE
(CLcr 2% 30 mL/Z3ATi) OBHERERREE 2 A3 2R 2B\ T, X% R—/1-0-7
Voo CEERARD AUC I, BHERESIER 2R & ik L CEREh 15 1%, 2.5
KR55fETH-T,

Vig: 1

P RERE S 2 A D98R8 T, # % R— LB 5.9 OBgSE B O s HIg gL, i
PEREDNIE 72 B & el U Cridr o 7o, IFHERBIE AL & ik U 7o, BT nefs

(Child-Pugh 77%8 5~6) KOV EFEITFHEREREERE (Child-Pugh 735 7~9) DX R ¥
R— VERPEHRE X T XA — X DT, AUC TIEZNEI 1.7 LN 4.2, Cpa TIEENZEN
1.4 BN 25, t1p TIEENZN 12 KON 1.4 Thot, IFEREREENNES D120, ¥
N R—=-0-7 v 7 v UFERIEAEIRDAERRRITIEL 72 o T2,

KB RERIFE A EH

R H R—=)ViX, BRRARBAETHLE 2 7 V7 v U BIEEIC X0 RIS
NBT=0, &2 L0 BEERMICEFRO S DM EMERMNE T 2 areerthidfgyn, &8
VA R—=D AUC X, 77Xt k7 a2y R ZRER 17% KLY 57%H
L7z, 2D OBLITBRMICEE CIIR2WEE X N0, AEOFEESIIVNET
EALAN

TERNT I T2 ROTEFAT Y FABREFHAEGLTY, 40 F R— DY)
BRR T A= HZEZLITRD Do T,
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AL ESIc L DRt &SN B 2 X% R—L3b T Th b, £7- invitro RERTIX, #
NRUH R—)UEZF b7 v —L4 P450 BERE M NICHER OFE L 2oz, LEEn- T,
F K7 v —AP450 20T 5, ERMICERO D DHEERE U 2 AlaeME iR,

FATTV—=NVROA 7T I NZEY, ZRENEN pH 28 LR L, {HE ED)
WITELTH, Z X ¥ F—=/LORYENRRII B2 2T o T,

F R B=L O MEE ARG SRITEN (1) 20%) . LA~ T, EARRMEOERIC
£ % Y EhREHHY) — AR AR o "TREME IRV,

FYIHALES, T2 —L & DIFEER

NUCYNTA® ER & R R A2 M5 7 a—b, o444 FUTEEEY %
FA % &, MHIERZS PRI S 2, FRUmd, ARME, &, PROEEER ST IED 7
BLL, CICED Z Wb D[ BELK DR 0V EBL M),

In vivo sRBRICE T, Z2fERF O A 1IC, NUCYNTA® ER £ 100 mg &% 250 mg
ZHE G L& X OBRBEICTTH 7/ a—L (40%T 240 mL) OREZ LI,
NUCYNTA® ER #2100 mg & 7 /L2 — L& JEH L7z & &, V) Copa 1T6FIREE & Bl L C
48% EH L, ZOHEFAX 0.99 5~438 (5 ThH -T2, XX ¥ R—/L D) AUCpy K Y
AUCint 1 17%HM L, T X O 6l 0285 RIX 227> 7=, NUCYNTA® ER $E 250 mg & 7 /L
a—VEMA LI E &, V) Cou IR & Ll LT 28% EH- L, ZO#iFHIX 0.90 5~
2675 TH Tz, XXX K=V D) AUCpg LT AUCine 1E 16%IEI L, Toax L O t,
(AT e o T,

13 FEERREME

13.1 DAJRME, BREMW, A£jifEEE

D3 AU TR

7 v b (REEES) KO~ T X (ElREO#E) (2 XX R—z 2 /G L,

~ AN, HZXZ R VR 50, 100 & T 200 mg/kg/ B % 2 AR [ 5& MRS 0BG L
7o [iRFE-mrRI AR F A (AUC) T, NUCYNTA® ER O fi K HE5E i PR ] &
(MRHD) Z bt MG Lo & omEhggge s ik LT, METidRm 034 %, M
TlIfE 025 f212FY] . WTFROHEICE W TS, EERAEROBEINIBIZ SN,
Motz
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T v M, 20 R— VR 10, 50, 125 & T 250 mg/ke/ H ASRETR 512KV 2
FEM#E SNz (AUC T, MRHD # 5o i@ & ik LT, #Tidiks
0.20 f%, HETITAE 0.75 fFIZFY) o WTNOHEICEW TS, HEFRAEROHEMIT
BRI nznoi,

B R B R — VIS OB R T-52RE R THRE LR o 723, V719 Mifaz v 72 defafi
FERBRIZEB W T, REHEME IO AR R E 2555 Lc, BRBRCiX, REhEME L
ROFIET, IEGFETONTNOLEAE LR TH -T2, XX ¥ R— VDL BRGNS
PeE7p o7z 1 FIORBRAERIT, POERTE R ORNES DNA G EZFHIHEE & LT, &
Kt & E THE L7z invivo 7 v FERBRICB W IR SN2 o T2,

A FHRERE

LR R VIR 3, 6 TN 12 mgkg/H (Bh&FEMIN7T=7 > b 4 BREEFIRNE S
RERIZBITD MR axxT ¢ 7 AR OIMHIZ L Y, AUC H T MRHD #5-
RFDMREE & LR LT, MET v N Cldmmify 0.56 £, MEZ ~ b Tldfm 0.50 {5 O
&) 2, MERET v MIFIRNER G- Sz, 202 R—LroWnTFiofRIZBWVWTh,
ZHRREICR BRI 2 o 1o, BRE OB, EFRREORA, WONIERATR OE K%
IR O &, BBt L OWE - IR AIT T 538D, 6 mgkg/H LA LD
METIHE LT,

13.2 Bic BT 2 BRI 3EHFT A

X2 R= L DOEERRICBNW TR BEZBO LN IR Z R=LORHERI,
uw A A RZEREEIERE RN Vo327 U UER ARBLEER & 9 350
FrtEICBIfR T2 b DO Th o 7o, MEREREOREE K OV /e &, I R AR R (B
LHPET RN ED O HEERAFRICBIZE S o, EEITA XITBWT, B MR o&EK
HEGEER R A B (MRHD)ZAH 24 3 2 f3E 18 (Crnax) O REPH THEBL L 72,

14 ERRHER

HHA5E FE ~ 3 B D 18 PEI A K OB R PE R = = — v XF— (DPN) 263 5H8E%
%l Uiz 5 3 BRICE VT, NUCYNTA® ER OAZMPEDGT S iz, 121 (LBP) A
FIZB T D720k, ZEEH, 77 B AR OESREER |4, K OWERB RN
M=o —ra/3F— (DPN-1 LT DPN-2) (R #ET &M AHTHREICBTL T 4
2Mb, ZEER, 77 B RSEEE 2 BV T, ARENRE T,
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14.1 HEE~&E 02 MR

LBP Z x5 & L7=RABRICE W T, 18l LT, 1BMEFEAEAL, 0~10 D 11 KA > b
BEOFEMA 2 T NR)ICEDR—AT AV OEFEAIT N 5 LLEDOBEN,
NUCYNTA® ER, Ex[IEIK (Schedule Il D#JklEA A4 REUFRAD , 77RO 3 &
HEEDOHIBHD 12T X STz,

NUCYNTA® ER 2T » Z AL EN7-HBE TIE, 50 mg 1 B 2[E0 3 HREEG-2>5B1AS
Nz, 3 BERGE L7=%1Z 100 mg 1 B 2 NI E S -, DIRRE, 3 Mo 2R
IZBWTHR K250 mg 1 H 2B TOEENAREE S, fHir T 12EM O H&BH
RITohle, 7o MESNTZEEIL 981 Bl Th o7z, HERRHEM O F#nIT 50 7%
(#iDH 18~89 i%) ThHV, N—ZA T A LNZBITHFELRMEA =27 1L 8 (SD ) Th
ST, RIFEEIIAEAA RMEHRRO W (R7 U —=2 7 kBEORT 3 77 HREINZHBWT
FEFA REFEHLehoTz) BETHoT,

ARERAK T LI2BERIT, 77 8RBT 51%, NUCYNTA® ER BET 54%, F2HEHRRE
T 3% Tholz, FILOEBE L THROEN 2T b DI, 77 BREGHBH(21%) T
AIMEDORIE, EHLELRE (NUCYNTA® ER BET 17%, EHIRIET 32%) TIHAEE
FRTH-oT,

15 MO H%, NUCYNTA® ER 5 BF BT 2@ ORRIL, 77 v REhRE
EHI L THRICKRE Do, FHEEEOSGELZ R LIZEBFOEEG LM 1IIRT, K
BREOEEZRLTEY, LxiE, X—=2T7 A4 0 nEDOEN 50%DHBEEI, 50%K
MOHE LNV OWBEIZSEFENTND, BREZET Lo B OUGEEIT 0% s LT,
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1: B LV O PR IR S A 7R L T2 A OFIS —LBP B

= | 1 1
o i ' Placebo
= 1 1| =— Mucynta®ER
1 1
1 1
% = : :
1 1
s : :
2 o : :
L : ;
f: % T By - 1 ]
/%’\ = i % : :
i e
% = e, ;
# : ol
A 1 oy
= 8 _ 1 1 ‘l._‘_
1 1 -
1 1 S
= 1 1 R
1 1 REEN
1 1 T
= — 1 1 ¥
T T } T 1 T T T T T
=0 ==10 ==20 ==30 ==40 ==50 ==60 ==70 ==80 ==90 100
BHEHEISHBIZBITD2X—2T 14 b OEREEDOEA
"LBP SRR OB AHGEIZE 15HEB Th o T,

14.2 BERBERME= 2 — v T — I BE T 5 R EE AR

DPN Z x5 & L7=akBi 2 i, 18 mbl BT, BERMMEREM = 2 — o T —ITER
THEFEEAL, 0 ORFMAe L) ~10 (REOIEIH) O 11 KA 2 MHERREHEA 27
(NRS)IZ X B A a7 M 5 L EOBENEE ST, 2HEEIC NUCYNTA® ER % 3 i
MG L, FEEOREMEISET 2 E CHEZRE LI2IFEREGHO%, ARMEN
B4, EERAEREHOK TEIZ NRS (2 X DK@ MEIC 1 KA > ML EosER
RO LA BED, 12 BEOHEBEEMICEWT, FERMNEFEHICREL
NUCYNTA® ER ® & (100 mg~250 mg 1 H 2 [6]) Zfkidb+ 2 3778 R %
BHETDRICT X DZEI T b, —HERARBEEN ORI 4 HEIE, B0
B L LT, 5&/5%~w@Mﬁ%ng%mﬁ1az@ifﬁﬁﬁé EMFFAI SN
Too WAIO 4 HDFRME L7213, FEFIZHO T b cilBsEomiz, Bmicxt L
TRERIEAE, 0% R URREE2S mg 2 1 B 1545 Z L NFFT &,
BT 1 2E, B HFSICEmIZOWTRLEL LT,

DPN-1 &5k Cl1E, & 591 BloRBENIEEMRE G2 G L, 389 f2 “EHEEMm&E G~
TR MMEDFERER T Uz, T v Z DML ST BB ONHERNT 60 5% (FuPH 29~87
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) THV, F3IND 2134 A A NERAOREBRN W (A7) —=2 7 KEORT 3
AMCBWTCAE A A REFEH Lo T2) BETH-T-,

AEFHHICRBNT, BED 34% 0 IEEMDO NUCYNTA® ER ZHik L7z, “EHERK
EMICHB T HH 0B E LTRGEN-72b DL, 77 B REE14%) TITAPED R
/&, NUCYNTA" ER #£(15%) ClZAEFL TH-oT-,

12 HEOHEEH%, N—ATA4 b 12 HEO _HEERBHIK TR E TO NUCYNTAY
ER # G2 X DM OBREIL, 77 R EG LR L THRICRE o7, K 2 1%, FE
BRI EREHIB MR R D T & SMEBE DRI 1T 5, AR EE DR R AL
BELER LT A MEENTBEOREZ R LD TH D, MITRBEOTEZR
LTEY, ILExIE, X=ZXT A nbDEMN 50%DBHEIE, 50%A D L~ Ld
BGEICHEENTVD, BREK T Lot BEHEOWEIL 0% E LT,

X2 : B L~V O TR RE g & ik L 7= BB OEF| 4 —DPN-1

Placebo
- —  PMucynta®ER

IPEE O DRERR F C SR R

1
1
1
1
1
1
1
1
1
1
1
1
1
1
B EA
1
1
I
1
1
1
1
1
1
1
1
1
1
1
1
1
I

T T
=0 ==10 ==20 ==30 ==40 ==50 ==60 ==70 ==30 ==390 100

THEHERME R2BRICET O RN—AT A Uinb OEFYGEDEIG

DPN-2 3BR TIZ, FF 459 Bl EE D EERK G20 L, 320 Fl2y “EHEHRKGH~0
T U E MEOFERER T LT, T X MES VB OVEFRR T 59 ik (HiPH 28~83
) THO, K350 21344 A RERHDOREN 2 (A7 Y —= 7 KEEDH] 3
AMIZBWTAES A REEH LedoT) BETHoT,
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HEFAGHHIC BT, BED 2%NHEEHRD NUCYNTA® ER 2L L, HED 6%I%
IRTREED 1| A v N EOUEEEER LD o712, RO T X IMEDOREIT 6
Rinotz, —EERBEGHICBITATIEOA L L TRLENST20D1X, 77 BREE
(9%) X% O NUCYNTA® ER #£(14%) M ICBWTHEERTH - 1=,

12 B OFGH, S—AT A 25 12 IO T EERIIK TR E TO NUCYNTA®
ER #5512 X BPIROBIIL, 77 R E LB L CTABRICRE ot B 313, 9
S BT IBRAERE SN D T v F MUBE B O FACBIZ BT 5, K FEEE O IRE
WELER 2T X MESNBEOEIE LR LIZbDTH D, RIZRMOEIE &%
LTEY, 7m&21F, _R—RATFA L nEDOELN 50%DBE 1L, 50%AHEDE L1 D
WEICHAEN TV D, RREHK T Lo BE DYEL 0% L Lz,

3: LV LT B 0BG —DPN-2

‘gﬁ I ——— Placebo

: ----- NUCYMNTA® ER
N |
2 I

|
DJ_ I

|

|

|

“tia
|

Oy S meeR i Zh AR TH

T T T T T T T
=0 ==10  ==20  ==30 ==40  ==50 ==60  ==70 ==80  ==80 100

ZHERBE RBEHICBTHN—AT A U OEREEDEIE

16 fitiaToRE, BRE KUY |V Fik
NUCYNTA® ER $EIZ VL FOE &K VD S DN AFTE 5,

50 mg WAEEIXAG, FEHT, Al TOM) 50) EETHIFENTEY, CR (F%
AR LIRF U B) Fv v T OMNNTZ 60 $ER R /L(INDC 50458-860-01) K T8 100 £
TNV RAE =Ry 7 (% 10 $EO TV AXZ—10 i) THHAS S, 5P T oM #HNDC
50458-860-02) Td %,
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100 mg FRgEE T E G, HHE T, FANZ TOMI 100 & HETEHIFTESNTEY, CR *
¥ v ORI 60 HEAR R /L(NDC 50458-861-01) %2 TN 100 §€7 U A X — 3w 7 (£ 10 #E
DT Y AZ—10Mf) THAG S, TRkt TOREHEHANDC 50458-861-02) T 5,

150 mg FRECEEIX F Rk, FHIE T, AN TOMJ 150) EETHIFTINTEY, CR F
¥ v T Oz 60 HEAR R /L(NDC 50458-862-01) % TN 100 §27 U A X — /3w 7 (£ 10 $E
D7 Y AL —10) THHE S, JHPETOREHABEHNDC 50458-862-02) CTh 5,

200 mg REEIXF @, FHEE T, WAOFRIZHEG MO IEARZH Y, AR

f[OMJ 200 EETHIFTEINTEY, CR v v 7 Of 7z 60 SEAR F/L(NDC 50458-
863-0) LN 100887 Y AKX — v 7 (%5 108EDT ) A X —101#) THA S, T
O FHELFHNDC 50458-863-02) T 5,

250 mg RBFEITIRE G, HHE T, mMloFRICHAGmMOIEHRH Y, F NI

f[OMJ 250 EHTHIFEESNTEY, CR v v 7 Off 2 60 SEAR F/L(NDC 50458-
864-0) L (N 100887 Y AKX — v 7 (%5 108EDT ) A X —101#) THAR S, T
Off B (NDC 50458-864-02) TdH 5,

R K OBk 7 1
25°C(77° FYLLFCTRRFET 5 Z &, 15C~30°C(59° F~86° F)~DifliILFra#iE TH
%[USP OEHEIR % 2 ],

MR AT A Z L,
NUCYNTA® ER 1T PO F D@2 W/ & 2 AIRE+T 52 L,
VBED L 7257~ NUCYNTAY ER $E1%, M A LIS L THEEST S Z L,

17 BEH OB Y U TIER
FDA /C L 0 AGE X2 BE 1T K (EEan 1 F) #2452 &,

FLH D FTEEE

NUCYNTA® ER 1ZELH &EH03 0 Schedule II OFHIME THH X R R—LE2EH
THZELEBEICMOEDLZ L, NUCYNTA® ER 2D NICES WD &, £, &
IR 2D NUCYNTAY ER Z5F A5 25 &k 9, BEERETH 2L,

36

JEDI_DEVO00 \ 0900fde980422959 \ 2.1\ 2013-12-19 17:08



JEDI_DEVO00 \ 0900fde980422959 \ 2.1\ 2013-12-19 17:08

A1 & B> T ER I

FEIGINHEI D U 2 7 12 OWTHRE L LAV, NUCYNTA® ER #4500 BRAARE 1314 By
ICV A7 IFHRRICRDZEEH@AT 5 &, FERIE A &0 L O IZFRFET 20 a2 @ L,
T, MRNEEZRBRLIZD, 2T 58752 L,

1ERHIRE

NUCYNTA® ER & ZRIMEET 56K A2 D L ) ICBREE2EET 52 L, Frlahg
I AONRTE 1L, EEkEE i%tk%é_kﬂ%éoﬁﬁbﬁﬂotNMﬂNm®
EREEIX A LI L CTHEIET L LY, BEEZHEETHZ L,

T3 =L & UM D FIAERE IR & DOEFEEF 64 LB VX2

7 La—)Lt NUCYNTA® ER ZOFEMA+ 5 &, LMz g ikt o ) 2 7 h3sy
RUEDHZ L&, BEICHMSESZ &, NUCYNTA® ER O#5Hix, 7L a— L8k
ZEILTEY, 7ha—naEa a8 T 20T RHERLAHERALZY Lank ),
BEAELET L L,

NUCYNTA® ER % o> i il & OF -5 &, EEICRVELMIERNAET
L1280, EERMIEEOEB T CHEAT LD TRWRY, 20X 5 28ANIER L2 L
I, BEERETH L,

MAOI DpEF#E
E T I U bEEREAER OM T2, NUCYNTA® ER #(FH LWk 9, BE%s
R4 % = L, NUCYNTA® ER O % MAOI #% 5- 2 BHAA L CTld7e B 720,

FEIE

FAEDY A7 08D T T EAT D84, NUCYNTA® ER 12K 0 RBIENG] X
CENDFREMENH D Z L, BEICHOE S Z L, NUCYNTA® ER IR F I /EZ
FEBL L7284, NUCYNTA® ER Offi iz ik U, EFREHEEICE BIER TS X9,
BELBLT L L,

T b= AERRE

NUCYNTA® ER &t u h=fF8E (ko h=rFRYIALMER, b=
VT ERT U CHRYALMER], ZBRRLO OHIR L) RO LSS, WTiR
B, ERmEBRPTERORRE RS ZERHLE, BEICMLED L, BEIC

B b= AEEROIER R Z T, ERNEE LZDELICREREZT 5 L 9 ICHEET 5
L,
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HRAXAR R INIA], MAO BHLEH, RAETEEIE fEPitE4 44 NERAl, btz U 1EH
#K SSRI, SNRI, =E%H19 OFIRE, MOIEFZHEH L T\ IUIEHT 2 FEN
HOHYA, HYEICMLES LY, BELZIEETHZ &,

BREICE T 3 BELRIETR
U TF%%E®, NUCYNTA® ER DIE LWIRAFTIEICHOWT, BEITEZD &,

o NUCYNTA® ER S21ZM £ F 12 AA T,
o BERIZLEILIZD, FEWZ0, WATZY, WRLZD LR,
o EMmEEHNTHERS (MEEMFI/LL) OV R 28T 57, NUCYNTA®
ER [T 538 0 IfEHT 5,
0 Mfﬂﬂ@ER%*iTé%é@,%f%ﬁ%kﬁﬁ%ﬁ@%%@ﬁobf%
LE D,
o BEANTAIZANTAZ, EHIZH0RKTRBIZRAIAT,
B/ E
NUCYNTA® ER [FALSEHARIME R KA D JRRIC R D AN D H Z & %2, BEICHD
B2 &, RMEORERZFHT 50715, RIMJEAREL LG8 ICEERERNEL D
U A7 ZIRT 5 515 (D UIRRIC 2 D, o T2 U= b o TREEN BN D B3 D
RRIZEE L TIT O 2 E) 12O\ T, BELIEE TS - L,

B B Di8EEs R VB DIRIE

NUCYNTA® ER 1%, HEBEOEER IEMORIELR E, G4 U5 5 %8 o £t
VERENEEET L2205 5, EANCKHT DRISHHALNCRDLETIE, 208D
EENE LK S, BEAEETLZ L,

ER
HEDOEWMNRETHAHEMEIC DWW TEE Iz, TOBFHICET 2 r"e 5%, 228
BT HARENRS HGEICOWVWTH LR D,

T T —
NUCYNTA® ER ICEH SNDHEDCEDT T 74 TF L —DRANRESNTVS Z
Lk, BEIEAD, TOX DRI ER#HT D51E, Fio, BEEZTHLERD S
BEIZOWTHbLEDZ L,

38

JEDI_DEVO00 \ 0900fde980422959 \ 2.1\ 2013-12-19 17:08



JEDI_DEVO00 \ 0900fde980422959 \ 2.1\ 2013-12-19 17:08

yiy/3
LMD BEZITIE, NUCYNTA® ER R IRICELZ KIS TAREMNH A = L 2152, BUE
IR L CWAD IR T 2 TEN D D356, WWHEIZMbED L H>ETHZ &,

S
Janssen Ortho, LLC
Gurabo, PR 00778

RLERFEE
Janssen Pharmaceuticals, Inc.
Titusville, NJ 08560

© Janssen Pharmaceuticals, Inc. 2011

tET 1 201349 H
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ERLTA F
NUCYNTA® ER (new-SINN-tah E-R &%)
(FRUF F—)v) e OEE,CII

NUCYNTA® ER I :
o AEAA KN URE) ZETeih))2n80m H O A ST, 240 R FRE 9~ 2 M B i FE OV BE R L > TA U 2 iR EEIZ &
DK (PREPEEMETE) ORBEICHER s ET,

NUCYNTA® ER ifIT 2 EERIER :

e NUCYNTA® ER Z@REICHRA L7- 85413 GRERS) | EHICREWLEZZ 1) T 2 &, NUCYNTA® ER Zi@RICIRMA T 5 &4
MEGNTIPRFEEDFK & 725 Z 8RB0 BRI EICEY £9°,

e HAMDNUCYNTA® ERZMLOD AITH L TEHE LRV T 7280, oo AZSNUCYNTA® ERZ ARG % & B35 2 L 2bh 0 %
3, NUCYNTA® ERIZFHEDFOEN RV E & AT L IBEECELA 205 <7, Z 2R BT L T 2 &0, NUCYNTA® ER
A IRGE ITEEE T 5 2 L. IEICE L ET.

T OHEAE NUCYNTA® ER A LARNWTL &V

o HEDWGE, MR EE HEEEO VLTINS D54,

o JIGPAZESR, H TG DOIRENH HHE.

o T/ 7 VEMLEERILEAI(MAON ZMEH L T2 TR E 14 HUWNIZ MAOI 2 L7 2 L D H 584,

AT OBE® S 534813, NUCYNTA® ER Off ARTICERERE ITEL TSN

o HEMMRL, HAE o JTFlEE, B, ORI T B E

o HEIRKETE o [l T DREE

o ARNU—Lh KTy 7 TN GHAFEOELA, 7V 3 — KTE AR EO W3
DT OSEIIEFRREFITIZ TS EIN

o HETXIMEET A3 TENH D, NUCYNTA® ER ITEIAICEH A MIETRIREM H 0 37,
o #ILH, NUCYNTA® ER IZREILFICHAT L C,LRICEZ KIETAIEMERH Y £,

o WHHAIK MHEIEML, X I K NA—THF TV A PTrEREHLTWS,

NUCYNTA® ER JRADEEIZIZ :

o MRAEALZARVTL &V, NUCYNTA® ER (TS D ERIZMEE S S0 ICARA L T E &V,

o fFHF URFMIC, 12 FFf B &I SN HEEZRA L TS, A5 Sn=HEM B2 24 B UM L2 T 72 S0,
AN, TE AR T RENTERAL T ZE 0, BRICRICRAT 2RI 7225 TWAGEIE, SV i3tk E 3
B OARA A Y 22— )V TR L TL 72 &y,

e NUCYNTA® ERIZME £ 12, 88K T & 7K CEHICHAAA T EEW, NUCYNTA® ERIZEI 720 720 A T2 0 B
LoD B L0, 3/ LT Ean,

o FALTWAHETHEAZIV b —LVTERVWEAILEYOERBHEICER LT ZEN,

o IHMDEREULE LHKEETIZ NUCYNTA®P ER ZHIELARNTL FE W,

e NUCYNTA® ER Offi & ik Lz & Il LR 2888 b A LI L T EEW, .
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1. NAME OF THE MEDICINAL PRODUCT

<TRADEMARK> <suffix> 25 mg prolonged-release tablets
<TRADEMARK> <suffix> 50 mg prolonged-release tablets
<TRADEMARK> <suffix> 100 mg prolonged-release tablets
<TRADEMARK> <suffix> 150 mg prolonged-release tablets
<TRADEMARK> <suffix> 200 mg prolonged-release tablets
<TRADEMARK> <suffix> 250 mg prolonged-release tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each prolonged-release tablet contains 25 mg tapentadol (as hydrochloride).
Each prolonged-release tablet contains 50 mg tapentadol (as hydrochloride).
Each prolonged-release tablet contains 100 mg tapentadol (as hydrochloride).
Each prolonged-release tablet contains 150 mg tapentadol (as hydrochloride).
Each prolonged-release tablet contains 200 mg tapentadol (as hydrochloride).
Each prolonged-release tablet contains 250 mg tapentadol (as hydrochloride).

Excipient(s) with known effect:

<TRADEMARK> <suffix> 25 mg contains 1.330 mg lactose.
<TRADEMARK> <suffix> 50 mg contains 3.026 mg lactose.
<TRADEMARK> <suffix> 100 mg contains 3.026 mg lactose.
<TRADEMARK> <suffix> 150 mg contains 3.026 mg lactose.
<TRADEMARK> <suffix> 200 mg contains 3.026 mg lactose.
<TRADEMARK> <suffix> 250 mg contains 3.026 mg lactose.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Prolonged-release tablet

[25 mg]: Slightly brownish-orange film-coated oblong shaped tablets (5.5 mm x 10 mm) marked with
Griinenthal logo on one side and “H9” on the other side.

[50 mg]: White film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Griinenthal logo on one
side and “H1” on the other side.

[100 mg]: Pale yellow film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Griinenthal logo on
one side and “H2” on the other side.

[150 mg]: Pale pink film-coated oblong shaped tablets (6.5 mm x 15 mm) marked with Griinenthal logo on
one side and “H3” on the other side.

[200 mg]: Pale orange film-coated oblong shaped tablets (7 mm x 17 mm) marked with Griinenthal logo on
one side and “H4” on the other side.

[250 mg]: Brownish red film-coated oblong shaped tablets (7 mm x 17 mm) marked with Griinenthal logo on
one side and “H5” on the other side.
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4. CLINICAL PARTICULARS

4.1 Therapeuticindications

<TRADEMARK> <suffix> is indicated for the management of severe chronic pain in adults, which can be
adequately managed only with opioid analgesics.

4.2 Posology and method of administration

Posology
The dosing regimen should be individualised according to the severity of pain being treated, the previous

treatment experience and the ability to monitor the patient.
<TRADEMARK> <suffix> should be taken twice daily, approximately every 12 hours.

Initiation of therapy

Initiation of therapy in patients currently not taking opioid analgesics

Patients should start treatment with single doses of 50 mg tapentadol as prolonged-release tablet
administered twice daily.

Initiation of therapy in patients currently taking opioid analgesics

When switching from opioids to <TRADEMARK> <suffix> and choosing the initial dose, the nature of the
previous medicinal product, administration and the mean daily dose should be taken into account. This may
require higher initial doses of <TRADEMARK> <suffix>for patients currently taking opioids compared to
those not having taken opioids before initiating therapy with <TRADEMARK> <suffix>.

Titration and maintenance

After initiation of therapy the dose should be titrated individually to a level that provides adequate analgesia
and minimises undesirable effects under the close supervision of the prescribing physician.

Experience from clinical trials has shown that a titration regimen in increments of 50 mg tapentadol as
prolonged-release tablet twice daily every 3 days was appropriate to achieve adequate pain control in most of
the patients. <The 25 mg tapentadol prolonged-release tablet can also be used for dose adjustments to meet
individual patient requirements.>

Total daily doses of <TRADEMARK> <suffix> greater than 500 mg tapentadol have not yet been studied
and are therefore not recommended.

Discontinuation of treatment

Withdrawal symptoms could occur after abrupt discontinuation of treatment with tapentadol (see section 4.8).

When a patient no longer requires therapy with tapentadol, it is advisable to taper the dose gradually to
prevent symptoms of withdrawal.

Renal Impairment

In patients with mild or moderate renal impairment a dosage adjustment is not required (see section 5.2).
<TRADEMARK> <suffix> has not been studied in controlled efficacy trials in patients with severe renal
impairment, therefore the use in this population is not recommended (see sections 4.4 and 5.2).
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Hepatic I mpairment

In patients with mild hepatic impairment a dosage adjustment is not required (see section 5.2).
<TRADEMARK> <suffix> should be used with caution in patients with moderate hepatic impairment.
Treatment in these patients should be initiated at the lowest available dose strength, i.e. <25°mg><50°mg>
tapentadol as prolonged-release tablet, and not be administered more frequently than once every 24 hours. At
initiation of therapy a daily dose greater than 50 mg tapentadol as prolonged-release tablet is not
recommended. Further treatment should reflect maintenance of analgesia with acceptable tolerability (see
sections 4.4 and 5.2).

<TRADEMARK> <suffix> has not been studied in patients with severe hepatic impairment and therefore,
use in this population is not recommended (see sections 4.4 and 5.2).

Older people (persons aged 65 years and over)

In general, a dose adaptation in older people is not required. However, as older people are more likely to
have decreased renal and hepatic function, care should be taken in dose selection as recommended (see
sections 4.2 and 5.2).

Paediatric Patients

The safety and efficacy of <TRADEMARK> <suffix> in children and adolescents below 18 years of age has
not yet been established. Therefore <TRADEMARK> <suffix> is not recommended for use in this
population.

Method of administration

<TRADEMARK> <suffix> has to be taken whole, not divided or chewed, to ensure that the prolonged-
release mechanism is maintained. <TRADEMARK> <suffix> should be taken with sufficient liquid.
<TRADEMARK> <suffix> can be taken with or without food.

4.3 Contraindications

<TRADEMARK> <suffix> is contraindicated
e in patients with hypersensitivity to tapentadol or to any of the excipients listed in section 6.1.

e in situations where active substances with mu-opioid receptor agonist activity are contraindicated, i.e.
patients with significant respiratory depression (in unmonitored settings or the absence of resuscitative
equipment), and patients with acute or severe bronchial asthma or hypercapnia

e in any patient who has or is suspected of having paralytic ileus

e in patients with acute intoxication with alcohol, hypnotics, centrally acting analgesics, or psychotropic
active substances (see section 4.5)

4.4 Special warnings and precautionsfor use

Potential for Abuse and Addiction/ Dependence Syndrome

<TRADEMARK> <suffix> has a potential for abuse and addiction. This should be considered when
prescribing or dispensing <TRADEMARK> <suffix> in situations where there is concern about an increased
risk of misuse, abuse, addiction, or diversion.

All patients treated with active substances that have mu-opioid receptor agonist activity should be carefully
monitored for signs of abuse and addiction.

Respiratory Depression
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At high doses or in mu-opioid receptor agonist sensitive patients, <TRADEMARK> <suffix> may produce
dose-related respiratory depression. Therefore, <TRADEMARK> <suffix> should be administered with
caution to patients with impaired respiratory functions. Alternative non-mu-opioid receptor agonist
analgesics should be considered and <TRADEMARK> <suffix> should be employed only under careful
medical supervision at the lowest effective dose in such patients. If respiratory depression occurs, it should
be treated as any mu-opioid receptor agonist-induced respiratory depression (see section 4.9).

Head Injury and Increased Intracranial Pressure

<TRADEMARK> <suffix> should not be used in patients who may be particularly susceptible to the
intracranial effects of carbon dioxide retention such as those with evidence of increased intracranial pressure,
impaired consciousness, or coma. Analgesics with mu-opioid receptor agonist activity may obscure the
clinical course of patients with head injury. <TRADEMARK> <suffix> should be used with caution in
patients with head injury and brain tumors.

Seizures

<TRADEMARK> <suffix> has not been systematically evaluated in patients with a seizure disorder, and
such patients were excluded from clinical trials. However, like other analgesics with mu-opioid agonist
activity <TRADEMARK> <suffix> is not recommended in patients with a history of a seizure disorder or
any condition that would put the patient at risk of seizures.

Renal Impairment
<TRADEMARK> <suffix> has not been studied in controlled efficacy trials in patients with severe renal
impairment, therefore the use in this population is not recommended (see section 4.2 and 5.2).

Hepatic I mpairment

Subjects with mild and moderate hepatic impairment showed a 2-fold and 4.5-fold increase in systemic
exposure, respectively, compared with subjects with normal hepatic function. <TRADEMARK> <suffix>
should be used with caution in patients with moderate hepatic impairment (see section 4.2 and 5.2),
especially upon initiation of treatment.

<TRADEMARK> <suffix> has not been studied in patients with severe hepatic impairment and therefore,
use in this population is not recommended (see sections 4.2 and 5.2).

Usein Pancreatic/Biliary Tract Disease

Active substances with mu-opioid receptor agonist activity may cause spasm of the sphincter of Oddi.
<TRADEMARK> <suffix> should be used with caution in patients with biliary tract disease, including acute
pancreatitis.

Mixed opioid agonists/antagonists

Care should be taken when combining <TRADEMARK> <suffix> with mixed mu-opioid
agonist/antagonists (like pentazocine, nalbuphine) or partial mu-opioid agonists (like buprenorphine). In
patients maintained on buprenorphine for the treatment of opioid dependence, alternative treatment options
(like e.g. temporary buprenorphine discontinuation) should be considered, if administration of full mu-
agonists (like tapentadol) becomes necessary in acute pain situations. On combined use with buprenorphine,
higher dose requirements for full mu-receptor agonists have been reported and close monitoring of adverse
events such as respiratory depression is required in such circumstances.

<TRADEMARK> <suffix> prolonged-release tablets contain lactose. Patients with rare hereditary problems
of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption, should not take this
medicinal product.
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45 Interaction with other medicinal products and other forms of interaction

Medicinal products like benzodiazepines, barbiturates and opioids (analgesics, antitussives or substitution
treatments) may enhance the risk of respiratory depression if taken in combination with <TRADEMARK>
<suffix>. CNS depressants (e.g. benzodiazepines, antipsychotics, H1-antihistamines, opioids, alcohol) can
enhance the sedative effect of tapentadol and impair vigilance. Therefore, when a combined therapy of
<TRADEMARK> <suffix> with a respiratory or CNS depressant is contemplated, the reduction of dose of
one or both agents should be considered.

Mixed opioid agonists/antagonists

Care should be taken when combining <TRADEMARK> <suffix> with mixed mu-opioid
agonist/antagonists (like pentazocine, nalbuphine) or partial mu-opioid agonists (like buprenorphine) (see
also section 4.4).

In isolated cases there have been reports of serotonin syndrome in a temporal connection with the therapeutic
use of tapentadol in combination with serotoninergic medicinal products such as selective serotonin re-
uptake inhibitors (SSRIs). Signs of serotonin syndrome may be for example confusion, agitation, fever,
sweating, ataxia, hyperreflexia, myoclonus and diarrhoea. Withdrawal of the serotoninergic medicinal
products usually brings about a rapid improvement. Treatment depends on the nature and severity of the
symptoms.

The major elimination pathway for tapentadol is conjugation with glucuronic acid mediated via uridine
diphosphate transferase (UGT) mainly UGT1A6, UGT1A9 and UGT2B7 isoforms. Thus, concomitant
administration with strong inhibitors of these isoenzymes (e.g. ketoconazole, fluconazole, meclofenamic
acid) may lead to increased systemic exposure of tapentadol (see section 5.2).

For patients on tapentadol treatment, caution should be exercised if concomitant drug administration of
strong enzyme inducing drugs (e.g. rifampicin, phenobarbital, St John’s Wort (hypericum perforatum)) starts
or stops, since this may lead to decreased efficacy or risk for adverse effects, respectively.

Treatment with <TRADEMARK> <suffix> should be avoided in patients who are receiving monoamine
oxidase (MAO) inhibitors or who have taken them within the last 14 days due to potential additive effects on
synaptic noradrenaline concentrations which may result in adverse cardiovascular events, such

as hypertensive crisis.

4.6 Fertility, pregnancy and lactation

Pregnancy

There is very limited amount of data from the use in pregnant women.

Studies in animals have not shown teratogenic effects. However, delayed development and embryotoxicity
were observed at doses resulting in exaggerated pharmacology (mu-opioid-related CNS effects related to
dosing above the therapeutic range). Effects on the postnatal development were already observed at the
maternal NOAEL (see section 5.3).

<TRADEMARK> <suffix> should be used during pregnancy only if the potential benefit justifies the
potential risk to the foetus.

Labour and Delivery

The effect of tapentadol on labour and delivery in humans is unknown. <TRADEMARK> <suffix> is not
recommended for use in women during and immediately before labour and delivery. Due to the mu-opioid
receptor agonist activity of tapentadol, new-born infants whose mothers have been taking tapentadol should
be monitored for respiratory depression.

Lactation
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There is no information on the excretion of tapentadol in human milk. From a study in rat pups suckled by
dams dosed with tapentadol it was concluded that tapentadol is excreted in milk (see section 5.3). Therefore,
a risk to the suckling child cannot be excluded. <TRADEMARK> <suffix> should not be used during breast
feeding.

4.7 Effectson ability to drive and use machines

<TRADEMARK> <suffix> may have major influence on the ability to drive and use machines, because it
may adversely affect central nervous system functions (see section 4.8). This has to be expected especially at
the beginning of treatment, when any change of dosage occurs as well as in connection with use of alcohol or
tranquilisers (see section 4.4). Patients should be cautioned as to whether driving or use of machines is
permitted.

4.8 Undesirable effects

The adverse drug reactions that were experienced by patients in the placebo controlled trials performed with
<TRADEMARK> <suffix> were predominantly of mild and moderate severity. The most frequent adverse
drug reactions were in the gastrointestinal and central nervous system (nausea, dizziness, constipation,
headache and somnolence).
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The table below lists adverse drug reactions that were identified from clinical trials performed with
<TRADEMARK> <suffix> and from post-marketing environment. They are listed by class and frequency.

Frequencies are defined as very common (=1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000), not known (cannot be estimated from the

available data).

ADVERSE DRUG REACTIONS
Frequency
System Organ Very common Common Uncommon Rare
Class
Immune system Drug hypersensitivity™*
disorders
M etabolism and Decreased appetite Weight decreased
nutrition disorders
Psychiatric Anxiety, Depressed mood, | Disorientation, Confusional Drug
disorders Sleep disorder, state, Agitation, Perception | dependence,
Nervousness, Restlessness disturbances, Abnormal Thinking
dreams, Euphoric mood abnormal
Nervous system Dizziness, Disturbance in attention, Depressed level of Convulsion,
disorders Somnolence, Tremor, Muscle consciousness, Memory Presyncope,
Headache contractions involuntary impairment, Mental Coordination
impairment, Syncope, abnormal
Sedation, Balance disorder,
Dysarthria, Hypoaesthesia,
Paraesthesia

Eyedisorders Visual disturbance
Cardiac disorders Heart rate increased, Heart

rate decreased, Palpitations
Vascular disorders Flushing Blood pressure decreased
Respiratory, Dyspnoea Respiratory
thoracic and depression
mediastinal
disorders
Gastrointestinal Nausea, Vomiting, Diarrhoea, Abdominal discomfort Impaired
disorders Constipation Dyspepsia gastric

emptying
Skin and Pruritus, Hyperhidrosis, Urticaria
subcutaneous tissue Rash
disorders
Renal and urinary Urinary hesitation,
disorders Pollakiuria
Reproductive Sexual dysfunction
system and breast
disorders
General disorders Asthenia, Fatigue, Feeling | Drug withdrawal syndrome, | Feeling drunk,
and administration of body temperature Feeling abnormal, Feeling of
site conditions change, Mucosal dryness, Irritability relaxation
Oedema

* Post-marketing rare events of angioedema, anaphylaxis and anaphylactic shock have been reported.

Clinical trials performed with <TRADEMARK> <suffix> with patient exposure up to 1 year have shown
little evidence of withdrawal symptoms upon abrupt discontinuations and these were generally classified as
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mild, when they occurred. Nevertheless, physicians should be vigilant for symptoms of withdrawal (see
section 4.2) and treat patients accordingly should they occur.

The risk of suicidal ideation and suicides committed is known to be higher in patients suffering from chronic
pain. In addition, substances with a pronounced influence on the monoaminergic system have been
associated with an increased risk of suicidality in patients suffering from depression, especially at the
beginning of treatment. For tapentadol data from clinical trials and post-marketing reports do not provide
evidence for an increased risk.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via <[to be completed nationally]>.

49 Overdose

Symptoms

Human experience with overdose of tapentadol is very limited. Preclinical data suggest that symptoms
similar to those of other centrally acting analgesics with mu-opioid receptor agonist activity are to be
expected upon intoxication with tapentadol. In principle, these symptoms include, referring to the clinical
setting, in particular miosis, vomiting, cardiovascular collapse, consciousness disorders up to coma,
convulsions and respiratory depression up to respiratory arrest.

Management

Management of overdose should be focused on treating symptoms of mu-opioid agonism. Primary attention
should be given to re-establishment of a patent airway and institution of assisted or controlled ventilation
when overdose of tapentadol is suspected.

Pure opioid receptor antagonists such as naloxone are specific antidotes to respiratory depression resulting
from opioid overdose. Respiratory depression following an overdose may outlast the duration of action of the
opioid receptor antagonist. Administration of an opioid receptor antagonist is not a substitute for continuous
monitoring of airway, breathing, and circulation following an opioid overdose. If the response to opioid
receptor antagonists is suboptimal or only brief in nature, an additional dose of antagonist (e.g. naloxone)
should be administered as directed by the manufacturer of the product.

Gastrointestinal decontamination may be considered in order to eliminate unabsorbed active substance.
Gastrointestinal decontamination with activated charcoal or by gastric lavage may be considered within 2
hours after intake. Before attempting gastrointestinal decontamination, care should be taken to secure the
airway.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Analgesics; opioids; other opioids
ATC code: N0O2AX06

Tapentadol is a strong analgesic with p-agonistic opioid and additional noradrenaline reuptake inhibition
properties. Tapentadol exerts its analgesic effects directly without a pharmacologically active metabolite.

Tapentadol demonstrated efficacy in preclinical models of nociceptive, neuropathic, visceral and
inflammatory pain; efficacy has been verified in clinical trials with tapentadol prolonged-release tablets in
non-malignant nociceptive and neuropathic chronic pain conditions as well as chronic tumour-related pain.
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The trials in pain due to osteoarthritis and chronic low back pain showed similar analgesic efficacy of
tapentadol to a strong opioid used as a comparator. In the trial in painful diabetic peripheral neuropathy
tapentadol separated from placebo which was used as comparator.

Effects on the cardiovascular system: In a thorough human QT trial, no effect of multiple therapeutic and
supratherapeutic doses of tapentadol on the QT interval was shown. Similarly, tapentadol had no relevant
effect on other ECG parameters (heart rate, PR interval, QRS duration, T-wave or U-wave morphology).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
<TRADEMARK><suffix> in all subsets of the paediatric population in severe chronic pain (see section 4.2
for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Mean absolute bioavailability after single-dose administration (fasting) of <TRADEMARK> <suffix> is
approximately 32% due to extensive first-pass metabolism. Maximum serum concentrations of tapentadol are
observed at between 3 and 6 hours after administration of prolonged-release tablets.

Dose proportional increases for AUC have been observed after administration of the prolonged-release
tablets over the therapeutic dose range.

A multiple dose trial with twice daily dosing using 86 mg and 172 mg tapentadol administered as
prolonged-release tablets showed an accumulation ratio of about 1.5 for the parent active substance which is
primarily determined by the dosing interval and apparent half-life of tapentadol. Steady state serum
concentrations of tapentadol are reached on the second day of the treatment regimen.

Food Effect

The AUC and C,,, increased by 8% and 18%, respectively, when prolonged-release tablets were
administered after a high-fat, high-calorie breakfast. This was judged to be without clinical relevance as it
falls into the normal inter-subject variability of tapentadol PK parameters. <TRADEMARK> <suffix> may
be given with or without food.

Distribution

Tapentadol is widely distributed throughout the body. Following intravenous administration, the volume of
distribution (Vz) for tapentadol is 540 +/- 98 1. The serum protein binding is low and amounts to
approximately 20%.

Metabolism

In humans, the metabolism of tapentadol is extensive. About 97% of the parent compound is metabolised.
The major pathway of tapentadol metabolism is conjugation with glucuronic acid to produce glucuronides.
After oral administration approximately 70% of the dose is excreted in urine as conjugated forms (55%
glucuronide and 15% sulfate of tapentadol). Uridine diphosphate glucuronyl transferase (UGT) is the
primary enzyme involved in the glucuronidation (mainly UGT1A6, UGT1A9 and UGT2B7 isoforms). A
total of 3% of active substance is excreted in urine as unchanged active substance. Tapentadol is additionally
metabolised to N-desmethyl tapentadol (13%) by CYP2C9 and CYP2C19 and to hydroxy tapentadol (2%)
by CYP2D6, which are further metabolised by conjugation. Therefore, active substance metabolism
mediated by cytochrome P450 system is of less importance than phase 2 conjugation.

None of the metabolites contributes to the analgesic activity.

Elimination



Tapentadol 25 mg, 50 mg, 100 mg, 150 mg, 200 mg, 250 mg prolonged-release tablets Sep 2013
EU Master SmPC Version 16.3
Page 10 of 14

Tapentadol and its metabolites are excreted almost exclusively (99%) via the kidneys. The total clearance
after intravenous administration is 1530 +/- 177 ml/min. Terminal half-life is on average 5-6 hours after oral
administration.

Soecial populations

Older people

The mean exposure (AUC) to tapentadol was similar in a trial with older subjects (65-78 years of age)
compared to young adults (19-43 years of age), with a 16% lower mean C,,,x observed in the older subject
group compared to young adult subjects.

Renal Impairment

AUC and C,yy of tapentadol were comparable in subjects with varying degrees of renal function (from
normal to severely impaired). In contrast, increasing exposure (AUC) to tapentadol-O-glucuronide was
observed with increasing degree of renal impairment. In subjects with mild, moderate, and severe renal
impairment, the AUC of tapentadol-O-glucuronide are 1.5-, 2.5-, and 5.5-fold higher compared with normal
renal function, respectively.

Hepatic I mpairment

Administration of tapentadol resulted in higher exposures and serum levels to tapentadol in subjects with
impaired hepatic function compared to subjects with normal hepatic function. The ratio of tapentadol
pharmacokinetic parameters for the mild and moderate hepatic impairment groups in comparison to the
normal hepatic function group were 1.7 and 4.2, respectively, for AUC; 1.4 and 2.5, respectively, for Cmax;
and 1.2 and 1.4, respectively, for t1/2. The rate of formation of tapentadol-O-glucuronide was lower in
subjects with increased liver impairment.

Pharmacokinetic Interactions

Tapentadol is mainly metabolised by Phase 2 glucuronidation, and only a small amount is metabolised by
Phase 1 oxidative pathways.

As glucuronidation is a high capacity/low affinity system, which is not easily saturated even in disease, and
as therapeutic concentrations of active substances are generally well below the concentrations needed for
potential inhibition of glucuronidation, any clinically relevant interactions caused by Phase 2 metabolism are
unlikely to occur. In a set of drug-drug interaction trials using paracetamol, naproxen, acetylsalicylic acid
and probenecid, a possible influence of these active substances on the glucuronidation of tapentadol was
investigated. The trials with probe active substances naproxen (500 mg twice daily for 2 days) and
probenecid (500 mg twice daily for 2 days) showed increases in AUC of tapentadol by 17% and 57%,
respectively. Overall, no clinically relevant effects on the serum concentrations of tapentadol were observed
in these trials.

Furthermore, interaction trials of tapentadol with metoclopramide and omeprazole were conducted to
investigate a possible influence of these active substances on the absorption of tapentadol. These trials also
showed no clinically relevant effects on tapentadol serum concentrations.

In vitro studies did not reveal any potential of tapentadol to either inhibit or induce cytochrome P450
enzymes. Thus, clinically relevant interactions mediated by the cytochrome P450 system are unlikely to
occur.

Plasma protein binding of tapentadol is low (approximately 20%). Therefore, the likelihood of
pharmacokinetic drug-drug interactions by displacement from the protein binding site is low.

5.3 Preclinical safety data

Tapentadol was not genotoxic in bacteria in the Ames test. Equivocal findings were observed in an in vitro
chromosomal aberration test, but when the test was repeated the results were clearly negative. Tapentadol
was not genotoxic in vivo, using the two endpoints of chromosomal aberration and unscheduled DNA
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synthesis, when tested up to the maximum tolerated dose. Long-term animal studies did not identify a
potential carcinogenic risk relevant to humans.

Tapentadol had no influence on male or female fertility in rats, but there was reduced in utero survival at the
high dose. It is not known whether this was mediated via the male or the female. Tapentadol showed no
teratogenic effects in rats and rabbits following intravenous and subcutaneous exposure. However, delayed
development and embryotoxicity were observed after administration of doses resulting in exaggerated
pharmacology (mu-opioid related CNS effects related to dosing above the therapeutic range). After
intravenous dosing in rats reduced in utero survival was seen. In rats, tapentadol caused increased mortality
of the F; pups that were directly exposed via milk between days 1 and 4 post partum already at dosages that
did not provoke maternal toxicities. There were no effects on neurobehavioral parameters.

Excretion into breast milk was investigated in rat pups suckled by dams dosed with tapentadol. Pups were
dose-dependently exposed to tapentadol and tapentadol O-glucuronide. It was concluded that tapentadol is
excreted in milk.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
[25 mg]:

Tablet core:
Hypromellose
Microcrystalline cellulose
Colloidal anhydrous silica
Magnesium stearate

Tablet coat:
Hypromellose

Lactose monohydrate
Talc

Macrogol 400

Macrogol 6000

Titanium dioxide (E 171)
Yellow iron oxide (E 172)
Red iron oxide (E 172)

[50 mg]:

Tablet core:
Hypromellose
Microcrystalline cellulose
Colloidal anhydrous silica
Magnesium stearate

Tablet coat:
Hypromellose

Lactose monohydrate
Talc

Macrogol 6000
Propylene glycol
Titanium dioxide (E 171)

[100 mg]:
Tablet core:
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Magnesium stearate

Tablet coat:
Hypromellose

Lactose monohydrate
Talc

Macrogol 6000

Propylene glycol
Titanium dioxide (E 171)
Yellow iron oxide (E 172)
Red iron oxide (E 172)
Black iron oxide (E 172)

6.2 Incompatibilities
Not applicable

6.3 Shdlf life

[25 mg]:
2 years

[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]:
3 years

6.4 Special precautionsfor storage
This medicinal product does not require any special storage conditions.

6.5 Natureand contents of container

[25 mg]:
PVC/PVDC-aluminium blisters
Packs with 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 prolonged-release tablets.

PVC/PVDC aluminium perforated unit-dose blisters
Packs with 10x1, 14x1, 20x1, 28x1, 30x1, 50x1, 56x1, 60x1, 90x1, 100x1 prolonged-release tablets.

[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]:
PVC/PVDC-aluminium/paper/PET blisters.
Packs with 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 prolonged-release tablets.

PVC/PVDC aluminium/paper/PET perforated unit-dose blisters.
Packs with 10x1, 14x1, 20x1, 28x1, 30x1, 50x1, 56x1, 60x1, 90x1, 100x1 prolonged-release tablets.

Not all pack sizes may be marketed.

6.6 Special precautionsfor disposal
No special requirements.
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<BRTCA>IRIMEE 25 mg
<R IeA>IRILEE 50 mg
<HR7e4 >R IEE 100 mg
<HR7eA>TRIAEE 150 mg
<l 7e 4 >R EE 200 mg
<R FeA>IRIAEE 250 mg

2. ARGy

BERBEEIT 1 8EFIZ 25 mg DX R % K—)L (L L) 25867 5,
EREET 1 EEFIC S0mg DZ X% K—)b (EgELE L) 2547 5,
BRBEET 1 EEFIZ 100mg DX R K—)v (L L) 2567 5,
BRBEET 1 EEFIZ 150mg DX X% K—)v (L L) 2567 5,
BMIREEIL 1 $EFIZ 200mg DX =& K—)v (EERIE X L) 2887 5,
EWIREEIL 1 $EFIC 250 mg DX R & K—)v (EERIE X L) 2887 5,
TERBEE ORI -

<HRFE4>25 mg HEIT 1 HEFIZ 1.330 mg DILFEEZ EH T 5,
<HR724>50 mg $EIE 1 21T 3.026 mg DHNEZ EHT 5,
<HR5E44>100 mg $E1E 1 SEHIC 3.026 mg DILKEE EHT 5,

I
<HR5E4>150 mg $EIE 1 8212 3.026 mg DILKEE EH T 5,
<IRFE4>200 mg HE1T 1 5EHIZ 3.026 mg DILFEE EHT 5,
<fNFE4>250 mg BEIE 1 BEHIC 3.026 mg DILFEE EHT 5,
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[200 mg] : AEL, FEHEDO 7 4 v A =a— MEE(T mmx 17 mm) T, JyifEiIZGriinenthal D 7 =, %, 9
—HFOEIZ TH4] LHIFENTWD,

[250 mg] : HrfaiRtE, FEHEO 7 v 22— MNEE(T mmx 17 mm) T, J1#C Grinenthal D & =, §
9 — Oz TH5) LRIFFESATWD,
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MM £ 30T, EE OBRMER/NEEE OT X TOESEMICEI LT, RAIOREBRE RO
WIRZ e L7 UNERA~OFEGIZET A HEMICHOWVTIT42IEE )

52 XyEhhk

IR

FELWWEIELEBIGH O 720, AEF 2 HER S (Z2EEEE) Lz & & O 47 A F &
VT 4138 32% TH D, XX R— L aREEEE LTHEREG L X, 5% 3~6 BEfic M
TE R s RE LT,

BB CHREEZRE L= & &, AUCITHAEICHAI L THMmLT-,

86 mg N 172 mg DX X ¥ R—)Vixliggez 1 H 2 B 53 2 KKE&GHER T, sUbamicxt
LRI 1.5 OB R ENT- (B, FICF 2% R— L OFEMIRE & N0 T O M-8
FORED) , FXUZ R—= L OMIEFIREITES 2 B BIZEFREBIZRET 5,

B HE

ERE, @mhn ) —OFERICRIEZRG T 5L, AUC 2 8%, Cnx 2% 18%HEMML7-, Z1UZ,
R B R—=)LD PKNT A —H OYWEBRERI LB OFPNTH 5720, BEOERIZZRN &S
Nz, AFNOFKGICEFEHIBIIAETH D,

I
BB R = VIR BRI RIS AT 5, X Z R—=)LiglRN&E G % O 5 M aE (Vz) 11X
54098 L Th 5, IMIEEAMARIIELS, K20%TH D,

13

b R TIEERZ R— 3 LREt s, BULED ORI 97% 03 s s, X% R—1d
FHARHRIEIL, A7 nrBinaThY, S0 I o BInAERNEASND, &
N#5%, AEDOK 70%1%, HEE (55%1F % 2% R—L-0-7 7 a U BRIAER, 15%1L %~
v H R URERIAR) L UTRPICHRE SN D, 2077 v s BEEIZEE L Tn 1R
B%3%1%, UGT (312 UGT1A6, UGTIA9 KX UGT2B7 O43+FfE) Th b, BILEWHD 3%1%, R
ALK S U CIRPICHEE SN D, & HICZ X Z R—)LE CYP2C9 TN CYP2C19 (2 L # X #
R—/L-N-fii A F L 4K (13%) 12, CYP2D6IZ LY Z X0 2 R—KEEUIE (2%) (ZF 2
S, ZHHIFELICHRBICIVREEND, LEER-T, F 7 a—2AP450 20 LTI-BULEW
O, &2 A G LD HEE TR,

BIRIERIC T 53 2R8I 72,

HEM
BB K=V O OREIL, 1ZIET T (99%) BEPEIEEINS, FIkNEGH%O 2 7
U7 2 A% 1530177 mL/min ToH 5, #8050 OFEEE AL 5~6 K Th 5.

FFII 72 B[]~ D 5

Vi

B (D 65~78 %) EXxIZRE LI BRICBIT 5 ¥ X% R— O E¥gGEE (AUC) 1T,
BN (D 19~435%) ICB T 2BEELFRETHY, FEgREICBIT Y CoudE, &
RN &l LT 16%(K0 - 72,

ERERES
x pRREOBMAE (ER~EEOREE) 2/ T 24RE 28N T, ¥~ F F—10 AUC KT}
Coax (ZRIRETH Tz, —TF7, BEREREOEELENSS 2D L, AN F F—=L-0-7 V71



KK R— L 25mg, 50mg, 100 mg, 150 mg, 200 mg, 250 mg & iEE 2013 49 H
EU ~ % % —SmPC % 16.3 It
10/ 14—

BA AR~ ORTE R (AUC) 13N L7, 8L, o K OVEE O B ARAERE S 2 3 2 R |
BNT, ZRUF F—-0-7 V7 B VBABERO AUC I, BHEESIER R & iz L <
NI LS E, 25K OSSETHoT,

N REE 2

JFHERERE E A2 T A RS Tk, # 0% R— L OBEE N OMIE AL, JHFHEES I 7ot
Br & il U Camnn oo, ATRSREIEERE L Hel U7z, R R OV O TS RER EREIC B 1T B ¥
NUH R—=)LD PK/RT A—Z DI, AUC TIEZENFI 1.7 LTV 4.2, Co TIEZTNTH 1.4 K
W25, t, TIEENEN 12 LKW 1.4 Tholz, FREREREENEEST 52O, # X ¥ R—/1-0-
/A= 3 DR N - A X A e

HEIRERIIE G

BB K=, FE2MO7 V7 a s Bz ko FicE S, 6 LAHOREREIC L5
IV ETH D,

7T a CBREAE IR BRI T, FROGATOLRSIZITEM L aenwZ & &, ARkg 0
RIFRE IR V7 o U BRI AEOEICVNE L SNHEBE LD+l s, HE22HO
HHZ X AR ERDO H A AEEANE L 5 IRV, XTk&2E—1, T rX%E,
TYFNLY U FARBENT o Ry Ra i@ oY) — SR E/ERRRICBNT, Zh
SDOHFMEINS X B R—=LD 7 NVT v BREEIC LRI TREOREEE R L, 7 a%x
Y (500mg 1H2[ER2HE]) KON TeXxy R (500mg 1H2[E2HM) & ofFHRERTIX, #~2
X R—=LDAUCHZENZILIT% S ONST%IEINT 5 Z R ENT=2, &K TIE, ZhboiRkrick
WTHRH R—= L OIMEREICRITTEKRNICERDO O D EBITBE SN o T,

Fio, AXUHFR— LA NI T TIREOAAT T — L OMAEERRBRZFEEL T, =
O DHENETZ R B2 R— )OI KIETHEIZ O THRF Lz, ZAHORERTYH, ¥
R R—= O FREICKIETRKRMICERO H 2 EITRBD Live o T,

InvitroABR TIX, Z X0 & R—/LTF b7 o — L4 P40 BEZ A PLEH 2 WVIIHET 2 Al eEME 2 L o
X7pmol, Lo T, Fh7a—APa50 2N+ 5, MIKMICEROH DMALERANAEL D]
REMEIZAR N,

H B R DR B G RITEN (]120%) . Le2i-> T, BAMGOEHIZ L 2 EYH)
REAEEY) — KW RTAH FLAE ] o0 wTREME AR,

53 RIBRKRZEMET —¥

HIE A& W72 Ames iBR TIlE X R0 2 R— W ZBIEMEITERD Do 72, Invitro Yefa R B a

ARERCAGIEORERENE NN, FRBROMSRIZAL IR TH -T2, RERET R ORE

H DNA SR A THMEER & L, SEKRMAEE Tinvivo TR LT, Z0 % R—LIEEEMET
WO Lo T, BWE W ERIREGRETH, b MIBEET DEENREIRIEY A7 1%

[FIE S 720> Tz,

BB R— VTR DT T~ N OEFRRRICEE L RIS o 7oy, AR T ENAEFE

NIET Uiz, T OREERPBENIMEDO NTIVCER L7z E DI ARHATH D, 7y REORTHF

IZH R B R VB FIRN A O TS L CHORGEHIERITGRD bvienoTz, T2 L, #HEK

O HAETREIZKEEN (BREHEZB A2 HR GBI n 444 FES#EPHERIER) (12X

0 R K OB IR F N B SN, T v F~OFIRNEE TlE, FEWNEFEROK T8

INTze T v FTIE, BEEMEZBZRE LD oT2REETHL D% 1~4 HE DO Z I L TH
A R—UZHRFE LTZ F AR OB RPN Uz, #EATENIER N T A — 2|2 I E T 2 330

OO o T,

AR R—=VeB 5 LI-RT7y b ORA LT v MiAERZHAWT, ATt damzmat Lz,
HERE, X F R— L RRE R R—)L-O- 7 V7 a1 o BBRARIC B ERAERICRE LT,

BB R T IR S D B R S T,
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KK R— L 25mg, 50mg, 100 mg, 150 mg, 200 mg, 250 mg & iEE 2013 49 H

EU ~ % % —SmPC % 16.3 It
11/14_—

6. BLFIRME

6.1 Wh#HDY Rk

[25 mg] :

FHE

Ea Ao —2A
fimtro—=A
W K A7 A R
ATT VUM~ TR T A

a—F 47
E7a Ao —A
FLBE— K

H v

~ 7 1 =— /L 400

~ 7 v =—/, 6000
el % > (E 171)
0 = TR LER(E 172)
= PR LER(E 172)

[50 mg] :

FEE :

EaAo—2A
fEihtE L —

BE KT A R

ATT VB~ TR T A

=T AT
B Ao—=A
FLHE— K Fndy

4

~ 7 1 =—/L 6000
v sy a—
gl % > (E 171)

[100 mg] :

FZHE -

EaAo—2A
Fhimtro—=A
BRE WK T A R

ATT VB TR T A

a—F 4T
B Aa—2A

FLBE— KT

Sy

~ 7 17 32—, 6000
Javr'rr s ) a—
gl 4 > (E 171)
= Rk (E 172)

[150 mg] :



KK R— L 25mg, 50mg, 100 mg, 150 mg, 200 mg, 250 mg & iEE 2013 49 H
EU ~ % % —SmPC % 16.3 It

12/14 =—
FHE

Ea Ao —2A
fimtro—=A
B K7 A R
ATT VU~ TR T A

=T AT
Ea Ao —2A
FLBE— KT

A

~ 7 1 =—/L 6000
v/ a—i
gl 5 % > (E 171)
o0 = TR LER(E 172)
= PR LER(E 172)

[200 mg] :

FEE :

Ea Ao —2A
fimtro—=A
BB T A TR

ATT Y U~ TR A

a—F 4T
Ea Ao —2A
FLBE— KT

4

<7 13— 6000
v/ a—i
gl % > (E 171)
A = R LR 172)
= PR LER(E 172)

[250 mg] :

FEE :

EaAa—2A
fEmtE L —=

BRE KT A W

2T TV U~ TR T N

a—=F 4T
EaAo—A
FLBE— KT

Ay

~ 7 1 =—/L 6000
a7y a—i
el % > (E 171)
o = TR LER(E 172)
= " FALER(E 172)
BIREER (E 172)
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KK R— L 25mg, 50mg, 100 mg, 150 mg, 200 mg, 250 mg & iEE 2013 49 H

EU ¥ A % —SmPC

55 16.3 il
13/ 14 ~2—

6.2 BEAEZER
B9

6.3 i FHHARR
[25 mg]
2 4[]

[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]
3 4[]

6.4 BRPBLOBHLREER
ARBN R 72 B SR 1L 720,

6.5 ZREMOMWERIOHNE
[25 mg]
PVC/PVDC-T IV = LT U AH —,

BEE 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 HEA V) A1k

PVC/PVDC TNI=UL/I VU EANY T Y AR —adE

BEE 10 82 x1, 1488 x1, 20 & x1, 28 & x1, 30&E x1, 50 &E x1, 56 &€ x1,

100 BE x1 AV wdE,

[50 mg, 100 mg, 150 mg, 200 mg, 250 mg]
PVC/PVDC-7 /v =7 AMHK/PET 7Y A A —,

WEEE 7, 10, 14, 20, 24, 28, 30, 40, 50, 54, 56, 60, 90, 100 &EA Y &l

PVC/PVDC 7V =7 AMEY/PET 2 B A 7 U 2 2 —A4E,

BIBE 10 88 x1, 1488 x1, 20 %8 x1, 28 € x1, 30 8E x1, 50 8E x1, 56§ x1,

100 $E x1 A0 @&,

FRROY A ZF T RS W ATREED D,

6.6 BEIELORKHIRER
ReRl 72572 L

7. BRGEABEGE
<[FKETHHDOZ >

8. IRCARBEE
<[KETRHEHOZ L]

9. MIEIA&FE B AR EH A

3

o

60 & x1, 90 &E x1,

At
%,

60 $E x1, 90 £ x1,



L2~ B R—)L 25 mg, 50mg, 100 mg, 150 mg, 200 mg, 250 mg R HEE
EU ¥ A # —SmPC

201349 H
163 K
14 /14 ~2—

<[FETER#HDOZ L]

10.24ET H
<[KETRHEHOZ L]
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BB R VIR

1.7 RERMDS—ER
HAEEN T STV 5 LA RRER G

=]
2]x}

—E &L TFIORT,

1.7 [RIFE [R)Zhih— 5%

Joouoobooobouooon



BB RV

=
8

1.7 [RIFE A2 hn — B &

P Ry ko R R F 3 R AT
= o - - - ~ o1 F U bE Smg, [A] 10mg,
R4 58 4 G 25mg, (7 50mg, 17 100mg kS~ LA 25mg, [F S0mg i*/:%;;f%ﬁmg ™8
24 Yrtr 7y —~bklAtt A AH SR Hr A R Ut
TR -~
R 201047 A 23 H 200344 7 16 H
*E‘%UIZ‘ ﬂ%% &&ji_‘i_/ S 1| 3 L S B 1|2k S N SHE 1
4 PSS BISE A 5E A IR, JRIHE, R, AL A E R
" CHs CH
CHN{ -
H “cn i
Ho | CHs -
bl
ok s HOol - «HCI + HC+ 31,0
CH:0
S OS5 AR
Wea |2 NV S\ v RS N 2 NS L T 25mg s 1A T RIS R T Advm |AFoa hEva gk s
k;; Z;mg R S;mg = I;Omg — ~ N VMR 25mg & G AT B, 2R b e ;/7‘\/5,? i/oi“/fﬁ ;()7“/&& :‘/03“/%%
5y - N S| H K — N kF— . m; m; m; m;
G G|v s om | W om k|e g o || PHELVBIEDTEAFITLD, A e e e s
) [20.12mg (% ~¢|5824mg (» ~<[11648mg (x| | BT T—ABT RN S0mg: 1 BT EAHICET HOQsE | Nt | Fosae | Rt | o
VARl R Se g R | v R VR S0mg 2 S AT D, Rk L RS 1) HOKA AT (kA | AR
LT 25mg) &|LC somg) &[& L < 72 FELEI T B, 577mg  [11.54mg  |23.07mg  [46.14mg
il e il " 100mg) &4 RO RSEA ATES (EAKY | (EAk$ | (ki | (K
A HEDT 4V ABD T 4V FED T 4 LT LT LT LLT
% |laza—Fsv|laa—Fov|aa—F 1 SmgZHH [ 10mg (240 [20mg [Z4H |40mg (2 FH
. Vs 7k Vi3 %) ) ) )
I - PR A [ DTWE [ARol RGO [k
G % wiEWe [Bov s (PR |oRko
OAED |(Liha— |4rnz |7 400
TANE T4V |—=Tqv |a—T+
a—7 g |sEC, w |7sET, v
4 EETAY 3 [ ST S B GRS
T,oB (v b v, [viEen
WiEew | b (2 b
7y, bY (R |FR2T | SRR
MICRER Wik D | BLWAd Rz
RICBW %o BB,
Bdbd,
AR 7 B 8 FE DY A 0 D B RIS IS T D8 | JEA B A A FEURAITTIRRIREE R FRURRICIST | AR b @ EE O & fF 5 AR5 0 5§
b 2 H
| <KHEE - SVRUCBIE S D Lo ikE > P A A D 45 TR
IRANZ, A O A A RS CIRR R A | B
e | LCoZMBEHT LD, [ <ANRE - AN BT 5 A Lo >
L VBPEAOR B ICI N TIE, £ ORIE & 72 5 28 H
VIO DERED - ARSI R, KFY A7 EE
iwt@%%&%%%ﬁw\$ﬂ®&5mﬁﬁé
(R e s R
WEL RANCIE S S S R e LTLH S0~ | dE . A T~ R Ui s LT H WE, ROCIEA T o R (k) &
k- 400mg % 2 [/ TRAKET 5, ks, JiE 100~300mg # 4 [FIZERE OG5, 2B, LT 1 H 10~80mg % 2 [ENZ/y &l B 535,
e RIZ &0 B EIR T 5, FERIZIE C Tl 2, 72720 11 72p, ERITIE UGl 5.,
= 100mg, 1 H 400mg Z #2722 & L5,
(i - B BET 5B Loas) <TIE - R BT % M o > (TR - A RICEAT 2 6 oEE > |
1. FEHRE [REJ[CIE SRS L e
KA EBART O A EA A RESRAIC L 515 AFl e gIEE 59 2 8541%, 1 25mg 206 AFIOFEEPIAR IO A A4 A R REFFEIRIC LD
BEOFMEEZE L. AFO | BRERER PAET D Z EMEE L, ROAMASELT, | REGRERD, 25
B, 25 EILT 2B BT S b, 2. Bl FLT ML IEETH L,
1) A EA A REEHAZ LT 83 4~ 6T OERFICERNEE TS 2 b, () AEAA FREGHEHEZ M L TORVEFIC
WCARFN 2B G T D, AITE, ZX0a R P SN i i e e e e e i ] X, EROREIZS U TAS o Nk &
— X LT 25mg 1 H 2E LY MET 52 BTHLbARLT D, LT 10~20mg & | A REE S5 2 L
L. 3. W R O Ly, ‘ .
2) DA EAA RETHHID D AANC LTS A GBI T EBE ORI A B L, #Y) (2) TV E RO OG5 AFNETS 55
BT, WP O 1 b e 2 TR BRGSO NBIER RN & 72 D X5 Ao, ' RRA BRSO 2/3 HE 1
L. BHEERRDDL L, AR 1| B JHTHEE 21T 5 2 &, R - o B2, A GEOALETHZEREELY,
JH- HAtid, ZUH F—LE LT, AR 108 25mg (1 H 100mg) +°27795 Z &R (3) P 7 = v B = VBRI S ARAI~EES 5
&Iz o NUE 1 RRERO 5 GE ALY FLUV, WAL, BT =2 = VRIS s 7
[t T 55, WEHERE L LT 400mg/ A %4 4, I3 APEIR FRIT L2 B\ 2 I B TR IR O g B = A = )VOIAPRED 50%IZRb 5 E T
) 2B RARITHERE S R (H o s i — MEs (LAF2— - F—X) 17 BERILA B2 % 2 & 0D, B 1% D ARAID
M = AL LT 400my/ B %48 % % Tl 2 el ARFIARF IR S0 L 72 35 A0 8 20 R LT, AHIOBMEZRBT2E T, 7
DEE Bt b U7 R AR ), NELNTWD B TEHER AR LI-5E = A =V DI R ASE ) 2R R AR TS

3) 7= H = VAR BRI B s 5 A~
EETHLEICIE, BRE T =¥ =Lk
HHIHBER I 7 = > % =L O i e
S0%ZID T B £ T 17 BEILL B s 2
L FIBEE % 0> A 0B 1L RE
AROEHERIET 2 ETIC, 7204
= PR EE R ) 2R IR IR T S
ETORMEHIT DL & bic, AROK
RO OHRET L2 BEEBTH L,

X, BB ICARH O BREB N - AT > CHUR
M5 L, AFOEREBINES O 1 [ER S5
BT, EREERORKO 1 AREO 1/8~1/4
EROEETHZ L,

5. Pe 5Okt

1BV R TRV T, ARKIE G BA 4 8
A\ LT RBHfT 2R3 B ok
WA T, O 7R TP~ O E 2 it
5T &, FEiol EMEITIER K& ORI A TR
L. #5OHEGED LB SOV TR 5 2
L,

ETORMEHIT D & L bIT, AFIOEAE
DRET LI EEBET L L,
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BB RV

=
8

g;,?’] L b KRR AR TeH =
21T %
s WS =2 4E 10mg, [7) 30mg, [ 60mg 7] 442:1—g, Tﬁ]f&:nj;,mlﬁl l;.z‘_mé,lmﬁglylé.&ng
24 9P B R A Yoy 7y —~ S
S 1988459 /1 20 H (10mg)
H B 199043 H 28 B (30mg) 200843 H 19 H
) 1994 453 J1 15 H (60mg)
LIES BITE. JESE. L5 A S s s Sen
AN NS N VAW e S BISE, RRIE, 5 A RS S,
H N
FE{J o N
LA Sk /ﬂ\/)
i <%¥{¥ oAy
”0. o rll ) OH
l2
+ H,80,5H,0
— Sy - AANE, 7= B = ET 7 ) R - T L~
Bt gffljm;%/ ;fmm/g’/ ;;Swmj” R | RN PANERY
Mgy - G |EAE AL |EAE KRG |ELE R TF AR A, B, R LT
(g Wtk AR | AR BT B IR T ORI RS T 5,
10mg 30mg 60mg Fan7y 7 MT/NyF 2lmg: 7= H=)b
PR A 2TVl | HE~RE | EVECE 2 Img B EH
G“oMKo  |GomEo oKD I S N
Tanna |7arna | grna— Tau7y7MT Ay F42mg: 7= F =/
—Fys |=Fars |Faoss || 42mg A
AR T, KB |8ET, 1B [T, leBn FanTy 7 MT/NyF 84mg: 7 =4 =)L
G v, fvase, s, 84mg & &4
Tan7y 7 MT/RyF 126mg: 7= ¥ =)L
12.6mg % &A7
Tan7y 7 MT/RyF 168mg: 7= ¥ =)L
16.8mg & &4
WL A D AR IS 1) 5 B A A A RECHA L OF5A4 B A A REDEAI TR
PR FROBRBICHT 2800 (72721, fhoA
VA REURAI D)0 B2 CEHT 258 12
%, )
R HE 7> O 18 JEE ORI % 1 5 A REIEIZ 1) B
A s 5 1 B ONB AR IS 1 % B
(HNRE + HHIZ B B B
e LAFNL, o4 e A1 R8I —E W%
ZhR I#é?h\ BRMENRHEGR S NI BE T, oA Y
[ A S EORA| O Rk 4 G- 2 6T L T D ek
VR M OB DB OB T 5 2 &
V2B PRSI O JFUR & 7 B ERELRORIZE . LERHY -
E&%E@glﬂ‘ TRAF Y A2 %8 0 1= LG 72 B W
VRO A OB O & EEICHIBTT 5 2
=
SE, RS L B SRR & LT L AANE, A A A RERAID S Bz TR
H 20~120mg % 2 [EZ /&R N 545, %,
72k, PIAIEIE 10mg &5 2 EAEE LU, SEE . BT U, . B, KRR
FESRITIE U Tl T %, WS L, 3 B (R 72 WeR) b Bk 2 THE
A5,
k. BRI F R AN B G-RT A L Qe A B
it A REURAIO R - HEEZEEL T, 2.1mg
(125 g/r) . 42mg (25 g/hr) . 8.4mg (50
pghr) | 12.6mg (754 ghr) OV HAD
ZBIRT D,
D% OB RITBRF OREROIREIZ X0 i
B %,
(R - ARICBHET 26 EoEE)
LAIEIE S F e
WAL LT, T2v7 v 7 MT Ry
F 16.8mg (100 12 g/hr) (THESE Sv7evy (R
FIZHBWT, FIEESA AR E LT 12.6mg
(75 u g/he) %82 A8 FAFRBRIZ 220
. FIEIHEAS R 2 3R % PRI, D
ki FLE R Omy A (HIDYA 45me/H |
JiAkic PO 30mg/R) L N A %3 PR
B3 60mg/H . $&N=7 A4 2 & 270mgRL L, 7
2 = S = VR U A (1 BT
%2{; #) 1.7mg (7= % =)L 0.6mg/H) (%L

TAHAI42mg 25 ghr; 7= ¥ =)
0.6mg/H) ~EIVEEXDHDL LTHRIELT
Wb,

7pds, FEIEAT R IR RIS < G Ae
FARABIRL, BERGICRLRVE S TR

THI L,

1.7 [RFE R %h

=]
[=]=}

—®k



BB RV

=
&

1.7 [AIFE[E)Zh i — 5

—fE)
B0

ZR g R VIR

k7~ F—/Uiii

F¥ v a R R KT

Fik-
M
B

)
A E
DI

2. RIS

ARFUARF LI SR L 7= 45 A0 B 20
PEFOHN TV BHE TR (—RIZH D
DDA BB LEEAICE, B
WA A A RESRAOBNEE (L AF =
—) kR EXS Z L, ZOBA, EHY)
PEDAE A A REYRAIZER T2 2 LN EE
Ly,

3. HME

AF G- BRAA I EE ORIEA B L, )
RGO NREIERB RN E 72D X5
JRIGRHEE 175 2 & Somg/H 7225 100mg/ H
~OBOLE ZRE RO B2, AR
D 25~50%3H1 & 3%, BT, BEBA X
HIEI OB DS 3 A ALK L 35 2 N E
L,

e, 1 BEEHED 500mg %8 % 56 I
FTHRAIF O TR, HEEShie
W,

4. BE

IS 2 A R, RIS B
LbhdZERHDDOTIThRWI L, RIfE
I L 0 RT 2581k, BEOREL B
RULARNHEEIIT) 2L,

5. BEOPIL

AHN OG- ZVEL L o BB,
SERIEWE D REL 2 B < T2 IStk 2 IS D
Z&,

6.4% 5Dk

(WAKI OB 52 LEEE Lig 7o fo i h

&, IBEEMR O FEEL A B < T DI iR & (T
THZ L,

2) BAKIRBEICBNT, KD 1 BOE
IR 5523 300mg CHUFRN DA 20 & 72
STt AAlOESZ I L, ELE RS
DA EAA REUHFAI~DEE L E[T 52
Lo ZOERAITIE, ERHRGRO 1/5 O
DFNENEREYPRERGROBLETHZ
ERREL, Elo, RO ERLI O
FEAA RERANCEET 2 8541%, O+
e R EDWE TR RERDD Z ENEE
Lo,

7. Ml E ~ O
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BE545Z &,

wR. ER, RIRE~ORS

1) S SR LT D rTREFED & 2 8 AT, 1R LA
PERfERRIEZ BEIS &R S D alc o545 2 L,

[BFER (T v ) TEREEEROKRITEESHE ShT

W5, ]

2) DWEREOHRGIZ LY | ARSI S S g Z &
b5,

3) AT O ARG IR AT ST 2 L, [H
WER (7> b)) THIHT~BITT5 2 &b T, ]

MNRE~DRE

RHARER, B, 2R, IR SO NS 3 2 Z2ariX
AV PGV AN

BERS

e - REdR -

FEHE WA OB R, BT (R &) | KO

JEDI_DEV00 \ 0900fde98042d957 \ 3.5 \ 2014-01-31 16:56



JEDI_DEV00 \ 0900fde98042d957 \ 3.5 \ 2014-01-31 16:56

RATE (F) Ver.3.40

9.

1.

1% P R E (ng/mL)

e (FFRAE IR 2 B T) BhbbhbdZ Enb D,

QL

BEEGECIE, AU A REREORIER IR 5%

JEFEICHE S AZBE S U FTOBREEIT Y 2 EnZEE L,

1) GE REOR Al B R S OVER RS I 0 3 1) 7 R A
BAEAT O,

2) FREFEHA (Fuxvy) 552179, BEICBEE
i AT RRIERFEPLA OBMERA R FEL L2V L H EEIC
BhHT %,

R LorE

AR AR

(1) AAIOFEHBRIAICHT- > TE, BEZICH L TEERN
ER . EHAROFEER, REHE (HEoFoEH»
RWE ZAIRET D) EEEFMTOHAELHND
REDHEZE > THRIZHAT L &,

(2) BEHII LT, RAlZHERSTZHBLSMIER LT
7B EERETH L,

(3) BEHIIH LT, RAZMA~GEEL T bR &
ERET L&,

(4) ARAINARE L 2p o - BEITIE, AR R 2955 3K
JRNEHIT A X9 fET 52 &,

(5) PTP @23 ANT PTP > — b E Y L CIRAT 2 &
IFRESHZ L, [PTP > — hORRBKIZ L O | #OBLAES
DEEREA~HTIA L, T2 B 2 L CHERRIm A 4%
OEELRAEZIRT D Z AR EENATND, ]

[(EpEhE]

RN - 3B IR EE

1) HE#ES 2

fREERR AT AT 25mg, 50mg. 100mg J O 200mg % BRI 1%
H Lok &, miFhs <o ¥ R— ) ViRE T 5% 5 B (il
B) ICHREIBIEICE L, £ 4.7~6.1 FfE] CE¥IME) oI
Mok Lz (X 1), miFhZ L% K—10 AUCIFH &I
el LcHAn L 7=,

100

A 200mg
-@- 100mg
80 - 50mg
& - 25mg
[ T
60 *

BefE (h)

B 1 R A ICAH 25mg~200mg ZHERR AHE5L- L XD

MFF &R 5 P VRE-RRES (FAOE+EERZ, n=21~23)

&1 RBHAICAH 25mg~200mg & HEHEH &5 Lic & & D
HEYEENT A —F [FHE FERE)]

3.

4.

5.

6.

%),

f‘%%‘f 8), 9), 10), 11)

BB R=uiE, #E LR 97% 3 RE s D, R ARH
BT, v e Tchy, BROFEG5%, K 70% (Fv
71 CRERERDY 55%., BREBIG R 15%) BakE LT,
3%MIARZEAR L UTIRAICHEE S e, Invitro BB T, # X
A R—=ND 77 a UGBS 9 % E8 UDP-Z/ 17 1
VR IESE (UGT) 4313, UGT1AG6, UGTIA9 & 1) UGT2B7
Tholz, £7-. CYP2C9 }T* CYP2C19 ¥ TMZ CYP2D6 1T K
Y ZNZEI N A F A ONTKER L S35 05, 23 D1
BB IASONT LV E IR S, N-it 2 F UK (13%)
W ONTKEEIE 2%) OFEAERE L TRFICHE S 2, # 8
VA R=LDRHIA~D CYP DELIT/NE -T2, 728, KEbsy
ORI T VR 2R & 97 80 1E ) 2 R 91 o A4 pli
PENTHDLZEnS, NEIISRIEMRICES LAV EE L
b7,

iﬂkﬁﬂ' 8), 5)

BB K=V RO OREIIE, 58D 99%73 R Pz gk
STz, RN BREAN) IS & R X R— L& RN G
LizbEnay s V7 F A, 1531mL/min CEHE) Th-o
77

mEE GFEAN) 2

i (65 WL b)) Ic &~ & R— Vit (IR) 7 7 )L 80mg”
R LT & BERICEG Lz L & L AUCITERIL
TV b DD, Coa 1 16%IEKF L7,

figReEERE GLEAN)

TR K OV PR R B B o 2 X ¥ R—L IR 1 7k v
80mg A % M- L 7= & & IR & AFHEE s RS & ik L C i ig
BRUH R D Cox 1E 1A F5 N 2.5 £5, AUC,IF 17 5L
A2 AR L, tnlE 12 5RO 14 HER LTz, 7ois, BE
RTFRkRERR & B A b4 & L= 3 BRI 52 0 S Ty,

#£2 EXITREERE R CITHEREREIC IR 7 7&4 80mg %
HERAO#RE L EOMFRZZ F—L10
Ryghe 7 A —% [l EERZE)]

e W FELER TR
n 10 10 10
Conax (ng/mL) 50.9 (23.3) 66.9 (22.4) 132 (58.6)
AUC,, (ng-h/mL) 257 (77.3) 477 (266) 1171 (516)
e () 1.5 (1.0-3.0) 1.5 (0.5-2.0) 1.3 (0.5-6.0)
t,, (h) 43 (0.6) 5.1(0.9) 6.2 (1.5)

7.

a) : Child-Pugh |2 X 25308 : \REEREE [Ra7 Al h&EERE (227 B]
b) : PR (eIt i)

BHREERE OEAN) W

TR TR K OVER AR RE R R I X XX K=V IR B
T 80mg ARG Lo b & IEREASRERRE & i L C
HR B R= DB )T T AL OUR P YIRS BEEE DK
TSN LTz, L LR S, 202 F—L DRt
FITK 3~5%ThH D72, MIEFHZ XX R—=/LD Cpp KO
AUC L BHEEER E DB A Z T o Tz, — 5, v s o g
TAERD Coan LY AUCIEBERERE OIS FICHEVIN L, HEE
FEREREER O 4, 13 2.9 fFIERE LT,

25mg 50mg 100mg 200mg” .
0 23 23 2 o1 £ 3 EWHEREFHERERUCBHERETHEEIC IR V72N 80mg &
Cona (ng/mL) 6.61 (1.67) | 16.0(3.59) | 32.4(7.95) | 72.0(22.3) HEROBRE L EOMEHF 27 F—A RO A7 o BREED
AUC,, (ng'h/mL) | 100 (26.6)° | 218 (44.6) 428 (84.4) 877 (213) EUBEE T A—F [Pl (EERED)]
[ 5.0 (2.0-12.0) | 5.0 (4.0-8.0) [5.0 (2.0-12.0) [ 5.0 (2.0-6.0) EikeE IEH B Y | hAEEREY | EEmEY
t12 (h) 6.1 (1.7)" 5.2 (1.0) 5.0 (1.1) 4.7 (0.7) n 9 10 10 10
a) : 100mg $E% 2 SERE - 2R R— L
b) © W (desIMiE- i KA Cppax (ng/mL) 58.8 (20.4) | 65.0 (20.7) | 56.5 (14.1) 59.2 (31.8)
¢):n=18 AUC,, (ng'h/mL) | 301 (53.0) | 364 (120) 353 (122) 354 (189)
tax” () 1.0 (1.0-1.5) | 1.5 (1.0-4.0) | 1.5 (1.0-4.0) [ 1.0 (1.0-4.0)
2) RERE? ty, (h) 4.7 (0.5) 5.4 (2.0) 5.1 (0.7) 8.2 (2.9)
- - oy . CL/F (mL/min) | 4579 (919) | 4025 (1308) | 4432 (2243) | 4447 (1603)
BEHERA (SHEA) }‘ﬁﬁU‘ZSQTg % 1A 2 ISR RS LT CLg (mL/min) 105 (32.5) | 78.6 (57.0) | 60.7 (37.3) 293 (21.2)
L& 3EHOBEGZICEFIREICELL, 2ok, AUC, & VAN ey
W Conax 75‘%%:5:'{ L/flifé:tmi\ ZNEI 1.86 &U\ 1.60 /C“g?)/) Cnax (ng/mL) 2428 (624) 3134 (1094) 3180 (875) 3472 (734)
7 AUC,, (ng'h/mL) | 13916 (3123) [ 21258 (6486) [ 36191 (11874) [ 84942 (52258)
3) BEOEEY tya (D) 1.5 (1.0-2.0) | 1.5 (1.0-2.0) | 1.5 (1.0-6.0) | 3.5 (1.5-9.0)
A P . - t1 (h) 4.3 (0.2) 5.1 (1.6) 6.7 (2.0) 14.2 (8.0)
BEHRRCAIZAA 100mg & . SEICHIEIRE MBS L7 & & OIS CLg (mL/min) 78.8 (32.0) | 50.0 (26.7) | 31.3(14.2) 12.6 (7.47)

AR R=LD AUC K O Coy (3. ZEJEIRF I BAIBIRE M3 5
L7 & LG LT, ZRE, 12.1%K N 54.5%m 01> T,

2. A9 9. D

b) ¢ HPRAE (/M- KA

a): /LTI =7 U T T A (mLmin) 12K 2500 - BERE [50 DL
80 A ], HPARAEREE [30 LAk 50 A R OVEEREE [30 A

TEEERR N OMELN) 124 R % R= L 2§ RS L b &
BB K=V DDA (Vd,) 1% 471~540 L (FH
) ThHo, ZH F—uix, KN TEHICOMT D EE X
b, MIFEEAASRIL. £20%TH -7 (invitro, [R5

8. EWMMEMER HEAN)

<ARrZurFFIR>H
TERER A Z 5T, # X% F—/L IR 7 7% /L 80mg (Hi[al#
5) ROA b7 a7 Z X K 20mg (6 REFEIRING T 2 B BKERS)



RATE (F) Ver.3.40

EORAROBEE L L&, 404 R—L ORI EIREIC 28T
RO B noT,
<FALFG = >0
TR A 2R IC, Z XX R—)L IR 7 /L 80mg" (Hilal#%
) kOA AT Z Y —40mg (1 A 1[4 AfERS) #0F
AROZEG Lzl &, XX F=b D Con 13 1I%IE T L7
M. AUCIZEEITFRO Lo,
<FuRRy >
TR 25 8ic, 4% R—/ VIR # 7 /L 80mg” (Hi[al#
) RO ey R 500mg (1 H 202 ARXERS) 208
FAREOEE Lz &, Z0 % R—b®D AUC, KT Coay 1ZZ 1L
. K 57% K O% 30%E8 0 L7z,
<FFuxkr>M
TR A RIS, ZX 2 F—/L IR I 7 /L 80mg" (Hila|#
) KO Tty 500mg (1 H 2 [F 2 AEIKERS) & 0F
AR OB Uiz b &, XX % R—=bdD AUCITHI 17%H0 L
723, Coax ([CBITRO BN T2,
<TAEY >
TEEERR A &8I, # X% R—/LV IR 7 7 /L 80mg” (Hi[a[#
5) EOT AU > 325mg (1 H 162 HREKERS) Z20HH
RO Lol &, XXX =L OIRYETEICEBIIRD b
nzmoi,
<TEITI)T2u>®
TR 25 ic, # X0 % R—/ VIR # 7 /L 80mg” (Hi[al#
5) ROTE RT 2/ 7 =2 1000mg (6 FEREIFEIRE 2 A B KE R
5) OO Lot & 202 R— LY EREIZ
IR O LN o7z,

9. QT MfE~DHE HEAN) 2
A~ B R—/L IR §E 100mg" % Y 150mg” % SR 1 % 5. T
BliksE 8omg KN 172mg" & JERR N5 L & &, MR T,
QTc MK (Fridericia %) ONX—A T A )b O LEIX 10ms
Kt CEHE) Tho, BEEIRD SN erok [T 'RKL
OBSPERIR (%2 7 o3 2 400mg I3 800mg 1 H 1 [a])
AW EEABIN 7 0 24— =R ],

[ P AR AR AL

(379573 )|
1. ZEGR-ESHREEAR (FBRiLFRRR) 2

A A A REUHHITH2RBRm A O A e A1 REmAl
DOFe 5-HSEE W S 7R PECR BB 340 B (H A 221 41
ZEte) AtBRIC AR 25mg 1 H 2 BT AF T = B UHEERE
BeIiadE Smg 1 B 2 [B15 5 B 5-BRAA Ui mrHg e L7228 B 4 38 [ 3%
5 UT-Rr DG & ZRMERBRF Uz, M EERMETE R ©
7% 11 "4 > b NRS (Numerical Rating Scale) (= & % F-#)& %
TREARA DT DR—2F A N GIRBRIEE G 3 HME TOW
VA B R ARHIRE-2.69, A %> =t R UE-2.57 T, /b TR
TEOBEMZED 95%(EHEIXE O _ERDSIELVERFED 1 % Flal-
T2 e AR v a R UERBEREE I X9 B ARK OIS
PIRAE A7z,

R=2 5 U LIRBREREEM 3 B E TO NRSE/LE (PPS)

A E F¥xva KRt
[ES 126 139
R (R e A 72) -2.69 (2.223) -2.57 (2.027)
Bo/h TR O AT (FEUERRGE) -0.06 (0.226)
95%f5 X [#] (-0.506; 0.383)

PPS : YARIEHG AT 1o 5 L 75
HE) AHIE— A R

2. FERAR (ENAB) 2
HRAEFE DS D 8 JE O MR ISR L CA B4 A REsAl (Eve
FARFNERIA] . Ao R, 7 = v % = VR
IRIHRLAD) 2 ERFE G LT AR B 50 B2 kF 50 BE
WZHEG SN TWAHAEAF A RERRAIO | AL 8IS & AH
ST L T L7 s B 8 BB L U 7o, A7 20 T B A I
HTHhAHETH 1 BLANITER 2 >~ 1 — LSk S -9k
FHOEEIL 84.0% Th o7z, T AFI~OEFERD 11 KA >
k NRS O ¥ (FEREMFZ2) 13 1.5 (1.11) EAH£L A I 1.5
(1.12) TH Y, KA ESHRITHERF ST,

i a Y e ABRER SWIEBREDEIS (FAS

[ES 50
PRI 2 b v — LSRR S T R S 42 (84.0%)
95%{5 H# X [#] (70.89; 92.83)

FAS : fix K Ot v G4 4]
PR = 2 b L DS ST R = TR G 1R B AT o
fi 5 3 A CLLUT Ol O FHE A5 72 U 7= iR

AEE oMK 5 3 HBICIIT 5 24 FE[] NRS A2 27 O FHEDR— A
T A DB OEALED1.5 A
3 HMOKB DLV AX 2 —FE R 2 BILLT

ESup s
1. fEMHE >

BB R— LT invitro 1238V T, w4 B A A RS IREEE
AR VT KU RV ALEER 2R LT,
2. SBERS
1) ~UANIET v NOSEEMET N (BMERERM, RAENE
FEI S OREBEE MR £ 7 /L) ICRB W T, # X0 ¥ R—)1
(FRARIN SRR IZE N 35 5-) 1 B AE RO 7 B0 VR 22 LT,
2) 7> O Tailflick 7 A b (PR FERT) K O R E
FIRET KT 5 4~ F—b (8RNSO 8EfF 1
M. e Eh A4 A REREETEE e XY VRO K
LUy g SRR I e e Lo TR BRES L
7o TNHDOZ ENG, 0¥ R—LOSRIERICE, =
2w AEAA REZFEEBERLC VT Rt U Ui
DIARLEMEICIESLS 7 R U v o ZEREEEM 2
FHLTWwWarEEXLND,

(B 257 2 BB 5 B LR A )
KB R— U ERHT . Tapentadol Hydrochloride (JAN)
. 3-[(1R2R)-3-(Dimethylamino)-1-ethyl-2-methylpropyl]phenol
monohydrochloride
5373 : ClyH;NO-HCI
531 1 257.80
e SEEvE

—fx4
b4

oH

.| H CH, CHy
i M L e |

3 \ ks CHy
H CiHy

] CHE~T T RY A FOBER
TRARME K 380mg/mL

=% /—/  50mg/mL

AH ) —/  3lmg/mL

TN 0.76mg/mL
Ml 204~210°C
SEMREL - LogP=2.89 (1-4 2 % / —)V/K)

(%]
140 B2 (10 $EX4)
240 8E (10 HEXx4)
140 88 (10 BEx4)

&~ B GE 25mg
B~ A BE 50mg
2~ A E 100mg

[ =BT R O SCRER SR 5]
(MR

1) ZR_UF R—=LbTuxy NKOMAEROBGT GENEE
PAI-1010/HP21)

2) HRUH R—)LOEDEREORHT (FENEE PAI-1064)

3) #UH =L O3 EREORE (FENE KL PAI-1036)

4) XA R= )L ORYBEICKIETARFOEE FENEE
PAI-1052/HP51)

5) H XU F= L O3EYEREO M (FENE R HP04)

6) Z X H F—/LOIEYFREDOMET (FENEEF HPOR)

7)) FRUH = A OEARGEORG (FNE R PKS82)

8) F & R—/LOMHI KR OHEMORGE (H:PNEE HPOS)

9) ZUZ R— /L OISR OB (FEA &R PKN233)

10) # =& K= L O OMGH (FNE R PKS81K)

1) # o2 R=L O OSSR IER OBE GENEE PH628)

12) B E ISR D 4 v R— v oRyEhiE OB RENEE
PAI-1019/HP30)

13) TSRS SE R F T 1T B Z XU & R— L OEWEREDOME
&R PAI-1002/HP16)

14) BHsRERE B IR 2 4 X ¥ R— L OEYEEOKREFT
& EF PAI-1006/HP15)

15) Z X & R—=)vk X v 77 ROMEERORR GENE
£} PAI-1008/HP19)

16) Z B K= L F AT T — VOMAENEHOER (NG
PAI-1009/HP20)

17) Ry B R= b FTaxr ROT ALY Y L OME/EHOR
i ((ENE K} PAI-1011/HP22)

18) # XU K=& 7R N7 2 7 = OMEERORR (FEH

_4-
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%EE PAI-1013/HP23)

19) # X0 & R— Lo QT Mk T 2 1EA O (fEN &R
PAI-1018/HP25)

20) # X% K—/ L QT MIRIZH T A EMAOKGT (ftNE K
HP10)

2D) R R— Lo H RS I FHERBE A (fh & R
KAJ-C02)

22) X~ & K= L OENG T ARRREREE  (FRPN &R JPN-C03)

23) Tzschentke, T.M., et al.: J. Pharmacol. Exp. Ther., 323, 265, 2007

24) Schroder, W., et al.: Eur. J. Pain, 14, 814, 2010

(CHRFER L - BURIERBRIVEHE5E)
FELRRICEER DO HNE RIS E L TH FRUIC ZRER<SIZE 0y,

Yoy 77— REE AT A INA T F A=V a B E—
T 101-0065  FHUHER T H X PEAH H 3-5-2

7 U —HA ¥ 0120-23-6299

FAX 03-4411-5031

ZAFHER S 9:00~17:40 (- B « FLH ZE&<)

TR

Pty 77— vkl

_5-

T101=0065 BETIET LR P G-2

‘h.
janssen )'
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BB R VIR

1.8 IRAE (R)

1.8.1
1.8.1.1
1.8.1.2

1.8.2
1.8.2.1
1.8.2.2
1.8.2.3

L8 IRAI3CE (%)

BIRE - R (), ML - HE () ROZORBRERIL oo,
IR » ZIR (52) KROVZE DFRIEARIL ..o
ML (5) KO DOFBRIEARIL ...cooeecereeeeceese e

A EOER (8) KROZ OBRERML

e« ZRITBIE T DM EDOTEE (B e
M MEICBEET 2 EOEE (B2 e

A EDER (5 e



BB R — Ui TR 1.8 ISfI0E (%)

1.8 &HHXE (F)
1.8.1 hEE- R (F) , B - AE () RUZOHRTERM

1.8.1.1 %hEE - R () RUZDHRERM

(2) FRERM

55 HLAHRER  (KAJ-CO2 3R K OV IPN-CO3 3R) TliE, HEEN G mEORIEER A A7 55
B RRIGIZE X Z = VIR R GE (DL, #X0% R—/L ER) OFMNER LM K
L7, HEENGEEOEOES L LT, National Comprehensive Cancer Network (LT,
NCCN) DR NFEHEIFICET 50 A R T4 > D TlE, 58 O # Numerical Rating Scale
(LT, NRS) T4~6, EEDRFHMALT~10IZMHLTHEINTND,

KAJ-CO2 R BRTl, A7 U —=27Hi28 HRIZA A A ROEEELZITTELTX—RF 1
> NRS 3 4 L EOWBRFE 23Xt Iz, #X% K—/L ER Z i [ L 7= RED G0 & OV &M % it
L7z, ZOFER, FEFHEEH OIRBREER 5554 3 B OYEPRIFREDRX—Z2 T A )1 b DR
fEEIZEBNT, ¥ ¥ R—/LER OAF v a R UEmERgEE (LT, 4% 2 K CR)
KT D IELERRFEE N7z, JIPN-CO3 HERTIE, BEICA A A RB3MERH N TEHY, X—2F 1
> NRS 3 4 K OYERE 2 3R, JefTAHEFA Kb 2% R—L ERICYI D B2 - %0
R OV R A A LT, ZOREER, #8042 R— L ERICEI0 B X 1%, WS-8 2 | i
BiZa1T5 2 & T, HATAEAA MEAK L FRROE R =2 ha— /LA TH -7,

HZ B2 R—=)L ER DREMILRIFTHY, #~% R—/)VER DEGERIZRD - ERA
FHERL, A FEREGRICEILS B ONDERH, B, EEEOFBES, W ONTEIRSE O
RIEE Tholz, Z_ % F—/L ER FEO HGIEEOREBEIGIE, KAJ-C02 R TldAF =
R CREEL D, JPN-CO3 5B TITE/L b ipfidAl (LLF, E/4EXSR) FELY, £AZHK
MmoTr,

PLEDZ &2ne, HEELIRE - 205 (£) 1%, THEENS EEORNE 2 1F ) F M Ic 1T % 84
Sl & LT,

1.8.1.2 HiE-HAE () RUZOHREIRM

(1) BH&E-RE (B

WE, RASIEZ AN R— 1t LT 1 H 50~400 mg % 2 [0 TROZ 535, 728,
FERIZ X0 EIE T S,

JEDI_DEVO00 \ 0900fde98042d955 \ 1.23 \ 2014-01-31 16:55



JEDI_DEVO00 \ 0900fde98042d955 \ 1.23 \ 2014-01-31 16:55

BB R — Ui TR 1.8 ISfI0E (%)

(2) FEEIRM

muanﬁ%fi,&«/&b~»ERﬁ 7/&AméMt#mT@W%%iﬂm@Ef%
HA2BM L, & OBITHEBREE 2 \ZH =M U, 1GBRFEMFHE o SR 521 400 mg/H &
Lto%wﬁ%,ﬁﬁlaﬁﬁgmﬁ%@iwmm,%@ﬁliw~mm@f%ot[%
2.7.4-11 ]

JPN-CO03 &k Tl %’%5éﬂfw5ﬁﬁﬁ4F%Tﬁ@&%%tmut&&y&ﬁ—w
ER D& CTHR G AR L, OB ITHERE M 4 [T EME Uz, 16BRIEMGETHE LoKk 5 &
@smmyakbto%ﬁﬁ%,Wﬁla%ﬁg®¢%ﬁiwom@,%@%ﬁﬁm&%mmg
Thot- [£274-145H]
AMTHHSNTVDENLE X SREVAF 2 K CROKB SN HEILX, ThEth
120mg/H LR8O mg/H THY, FEFA K —7— a3 VOBENDL, ZbOHEICRIST
HHANH R—/LER & (400 mg/H) ZEmMHEICHETS 2 kiﬁ@f%é

1.82 {FRLEDFE () RUZTOHRTERM
1.8.21 %hEE - DRICEAET HFERHLDIFE ()

RANE. JEAEA A RETRR IR A I OB S T b

AFNTRA A A RIZHEHEINLERAITHDLZ &0, IEAEAA FEFH TEFa b
— LRIHE R B 13K OIS Tld e <, FEA A A FEDHA IR/ 55512 O AR K A3 5
LD T L AR LT,

1.822 FiEx- AEICHAETIFERALDIE ()
Q)MEhﬁ

:Kﬁ§5%%m®ibﬁ4bﬁfﬁ_iééﬁ®ﬁﬁ%%ﬁb\K§®1H&5§%ﬁb\2

HLTCREMIEICEETH L,

1) A4 FERAZEH L TOWRWEFICRAIZ &G T 258100, #XZ =1k L
T25mgl B2\ LRGBS HZ &,

2) MDA EAA REWEAN DAFNEES HHAIIT, AIRREOR G RELEE L, #5 |
%%m@ézaoxmwla&ﬁgi\&«/&h~»ELf\ﬁ%y:r/@mﬁla&i
SR SR B ET 58, MEEEREE LT 400mg/B A2 5 A EEHEE S 2 (2 |
RUH R—)L & LT 400mg/H 2 2 5 &= wal b8 & U ARBRIEZR)

3) 7= S VRSB s O AF~E T DA, 7 = X SRR U A
HIBERR IS 7 = > X =V ORI D 50%IZ 9% £ T 1T R B2 D Z L anh . HIEE
EEOAFOHTILRES . AROEM 2 MET 2 £ TIo, 7 =24 = LOMARENS YA |
%EK&F#%&?@%%%@H@&&%K\Kﬂ@ﬁﬁiwaﬁﬁ?ézk%ﬁﬁfé:;
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1) #EAA FEFEFIZFEALTOVEVWEZRIZE TS24 F—J)LER QYRR EICELTO
i - REICEET A ERALDIE

FEFA NHFRENBEFICBIT L2~ 2 F—/L ER OFEMEIL, KAJ-CO2iRCTAF> = R
> CR Z xR & U CMGE L7, KAJ-CO2 iBRTlE, ¥ % K—/LER % 4@ (H=HHH
K OMEFE 2 &Te) , 1 B 2EEA#EE LIZBEOFEZ R L=,

BB R—)L BR ORI G5- 81X 50 mg/H & L, [R—HE&% 4BILLEERS Lok, B,
VAF a—, BAEMEZHEL CHERATGZITV, B 2Bk G &ICF0H Lz,

BERNEE, 58N 200 mg/ H ARG OBA1EL 50 mg/ H o8 L, #5872 200 mg/H LA LD
AT 100 mg/H O E L7z, MBETHIAFTT 2 R CROTH LEICB T 2 &KE580 LR
N8OmgH THD LMD, FFxa R ea_u 7 F—Lo%gwmMAE (1:5) 2999
HoE, X4 F—/)LER OG- EO ERIZ400mg/H & L7,

ZORER, H# XX K=V ER KA Fa K CRO 1 HEELEOTRAE (FFH) 13 64.5

(44~231) mg KON 144 (9~52) mg, k1 BEGEOHRRAE (FEPH) 1% 50.0 (50~300) mg
J 08 10.0 (10~80) mg, fxm | AEG-EOPRAE (FHH) 1% 100.0 (50~300) mg & T*20.0 (10
~80) mg THY, WThOHEL (FFaky 22 R—1) b1:5Thote [F
27338 2]

VAX 2 — ORI (LAF 2 —%2H LI-lBEoEs, K55 R5E, B5E5
X, ¥ 7 R—)LERBEEAF T a R CREETREETH -7 [# 2.73-27, £ 2.73-285H] .
SEEPEIFREE A 2 7 OREEHEE TIE, ¥ % R— LV ERBEL DA F v 2 R CREEE HI2F

PRI E 2 a 71X 1IRBNGIRT L, 2EBURITZE LB EZ RL, ¥ % F—/ER
IIAF 2 K CR EFAFEOAIMEZ R Lz [[K2.7.3-7 58] . FEEHIE E O TR E A
AT DR—AT A N BRI G4 3 A E TOVEHELETIE, #X % R—/LER DA

Fa Ry CRICHT DIEEMNRGES N [#27.3-14 58]

FEIMER (2O WT, ZX % K—)L ER O#H& (50~100 mg/H A, 100 mg/H LI L)
THR SRR 24T > ToRE A%, 50~100 mg/ H A DERE T & 100 mg/ H LA EOERE L D
FERIZFERETH Y, WTHOEREEFCBWTHAEMERED b [£2.7.3-39 5]

BB R—)L ER DRFMILBRIFThoTz, ¥ % R—/LER % 50 mg/H TR L7z & &
DOFRBFER O EFZORBEEISIL, ¥ % F—/V ER OEHH<TH D 1 HE K LEL,
B R B R—)L ER OFGHIBNEL 2512 L) > T, RBIVEIA NHIMEN 28T FEFST
emole, THBIZRD bNIERAEFEFERIE, 41 FERGRIZELSADND FBESE LY
MRREETH o7z, 209 HLHEBEEORIAFNEGITA X a R CRELY ¥ R—L
ER BEMED o 72 [2.7.42.12 (4)EBH]

DLk, A4 A FHREAREICH X R—/VER 2 HT 25A81%, /KO 25 mg §E
ZHWT S50 mg/H CHREZBML, ZO%IE, —MBIRAEA A ROMBEHEE RIS, ERRE,
VAXa—, AEMEZMRE L CEEE L 2@ ek b8 (km 400 mg/H) (SRS 2 7E08HE
NINOEETH D,
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2) MDA EFA FEREINCAKICEET HEORE - AEICBHETSFERLOEE

FTEFA Re—7 =23 V2T OICBELTROERE LRITNER RN &I, #HIiT8EAT
HAEAA RPBEIZRLRNVWEIICTHZETHDL, DD, TEAFA Re—7—32 3T
X, FATAEAA FERREOREN/SEONIHE GHmAR) I%EFEHEL Y bIEAE
THeA A A RERIAL, BEZLICEMESRE CHERE T 08 kN THE 7,
MR RBR A N S, X% R—)LER DA F 2 R CRICHKTT D58 AR TS : 1
ERAEDL DN, T O%EEHRL A R 2 O VA A KD OYI Y B2 A ENG 1R
(JPN-CO1 #8BR) TERBIITHET LT, ZOREE, A 44 RO B EF BT 5 HEHEO
EERLRIT 80.6% (29/36 ) & Z~<1 % K—/L ER ~DYI Y Bz N BAHICiThbh [#273-18%
B, Zo®bEmay he— AR Sh s Z LR E N [#£2.73-13238] .

I, AEAA ROV EXEBEEZNGE LF NAHRER (JPN-CO3 &) <Tif, #Xv¥
R—/L ER ~DY) 0 ¥ 2 % 1 ARILINOEIF = b o — VRS K V2N bMoF 44 R
LR a R—)L ER OBE ARG Lo, ARBRIZEBW TS, 5 IHERER & [Fikl, #~X0 4
R—/LER LA F v a2 R CROEHEFHEILTH D 5 1 ZEHEL, IT4HE4 A REERIDE
Cle#_v 2 R—/L ER OFEFEG &2 BIR LY R 2177, #X% F—/L ER D55
AthI, KIRIRE, L AXa—, EFMEEZMEL CHERE 2T, BEEL ICEBR S EICH
fL7z, HEEEE, 582 200 mg/ B AR O%A1E 50 mg/ B o8& L, #5853 200 mg/H 2L
FOBEIF 100 mg/H TR L-, &h5EO BRI 500mg/H & L7z,

FOREE, IV % I ELINOKIR 3 > b o — LS ER S AL iR OEI A1 84.0%
(42/50 ) THV, FH F—/L ER ~BAICYI0 Ez bz [#£2.73-16 2]
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bOFEEGORIE G jﬁ%qu%ot[zwumu@%%%l

B0 B2 % AR OHEREIORDIE, 2% < OERE THIRIE G- D OFHET0%E 7 <
(70.0% : 35/50 ) , AR AT L7-WiBRE 1L 28.0% (14/50 1) , P % B2 L 7= 9B 1% 8.0%
4/50 %) Thotz [£273-408H] ., ZOZLnd, #Z F—/LER &A4F 2 K CR
DS R D 5 1 1 Z LT X~ % R—)L ER OP)Al& 582 BT 5 51E1E, £< 0BHE
THIER G &IC L VIEFEa > ha—LRAEETH Y, o, ERRAEWEHORILNEECE 5 )
EThiHrEEZILNT,

PLb, oA 4 A RinbZ X% R—/LERIZUID B2 HF8ICiE, #~X% R—/LER &%
FLa Ry CREDFERMEL 5:1) ZHEHEIL, BT A FORGRIZS UL~ X
F—/L ER OYE G- &Z2RE L, ZORIT MR A A FOREHNE L RIS, KRB,
VAF a—, BAEMEZZE L CEEE A IZHEU 285 2GR T2 TERETH L,
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7 = B = URERIRRAICH DT 21T v FeMT Ry FRUY T 2 08y FOFMN X
T2, RFOELGZPIEL, o444 RERAICEE T 25815, ARFIRBEZ O fif ~
= B ZVIREEDS 50%IZ T 5 DIZ 1T RFHILL B2 D 2 &b oA B A A REwm Al DO
HIXMEHAENSBMA L, BEOREZBIE L0 o@Ey R 88Em i inGons £ CliEd 2 2
Lo | ERHEINTWD, Fo, 7= X ARRRIVRFI TCH L7 = F A7 — 71T HH
ROFEH» & 5,

| AHUR B IR DSHR L7 RSO RS DTV 2 I CRIE (NI e b bRD |
BRVEA) B AITIE, B DI B A REERAIOERG (L A% a—) [k |

.........................................................................................................................

F A A FERAIPERER G SN TNTS, —HOBE TIE, MXRIRIEALELE ORI
F1LAFXa—- F—=X (EREBNRT) ALEE AR5 Y ZLnd, § RO JPN-CO1 3
Br, 2 IAHERER O KAJ-C02 55k J (Y JPN-C03 58 TiE, 1RBRILMFHEE CED - L A% = —3K
OfEFIEATRE L LTz,

L A% 2 —|Z21E, JPN-COl i BRDOA A A RUJD B 2 BE IR L Cniz b 2%
2 —Z ke L CTHIVY, JPN-CO1 BRBROD A B4 A NHTHUE A & O KAJ-CO2 5Bk CTlxE/L b/l
Rl (LLF, IR) , JPN-CO3 BR CIET/ME R IR T4 ¥ 2 U IR &z,

(3) #E

| RFI BRI B ORI A BIEE L, AR SR RN S BRI N BN L 72 B X 5 R |
BeAA1T9 2 &, 50mg/H D 100mg/ H ~DEEOSGE ZBREEEO HLIX, FHED 25~50%14
e B, BRI, BGBIEAULAEOR BN 3 B HKE T 5 2 E REE LU, ;
e, 1 ARG 500mg %X B HAIC T 2 REIEE b TO ARV I ORI |
BRI A BRI D LTSN AR 0a 5Tk,

KAJ-C02 7%} (Y JPN-CO03 7kl © &~ % R—/L ER O ENVERGA O EE X, &5 5%
23 200 mg/ H R D415 50 mg/ H 3 D& L, BH-8E03 200 mg/ H UL EOY41% 100 mg/H 372
W L7, REfk b5 EIT KAJ-C02 38R Ti% 400 mg/H, JPN-CO3 3ABR TIL 500 mg/H & L7-, =
o OHEE (%) X, 50mg/H2>5 100 mg/ H~OHE (100%) #BREX, 25%~50%DFiFHN T
HoH (F1.81) .

72, HARNZEZTEGRFER (JPN-CO1 R, KAJ-C02 #ER, JPN-CO3#Ek) T, 500 mg/H %
HE 2 DA FHRREBRIE 720,
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3 1.8-1 KAJ-CO2 i#ER R 1N JPN-CO3 SRER CTHUV-BENE%L

HEATO 1 AR5 HEEKEO 1 AR5 & HEE (%)
50 mg/H 100 mg/H 100%
100 mg/H 150 mg/H 50%
150 mg/H 200 mg/H 33%
200 mg/H 300 mg/H 50%
300 mg/H 400 mg/ H 33%
400 mg/H 500 mg/ H * 25%

* KAJ-CO2 iR Tld, femfk 584 400 mg/H & L7z

(4) BE

IR D AR, BERES H DN D ZE BB LD TITDARN T &, RIER%IC |
LR VBET 55 AT, BEOREABIR LN DEEICT) Z L, |

FEHA FERFAIOZI e EICE Y, BEIEEDBITH 2 235 5, JPN-CO1 kbR, KAJ-
CO02 3R, JPN-CO3 3R CIIIEAIBEREGRE GRIBIER) (XD Lo 7eny, IBIERE %k
F5700FEE LT, 4844 FERAIZ R4 IEET 2 HER R TH 5,

(5) ®wEDHIE

CRRIOREEE NI YL L ol BAIE. EREEORREY ST R TR D b

JPN-CO1 &8k, KAJ-C02 iBR, JPN-CO3 iR CILIRABENUEMRE GRIGIERE) 13580 Hiv7emn
ST, AEHA RERAIOZERO P I L VIBEREEZ BB T2 2B d D, T0, 258K
OF IR IEBE, RIIEGICER L2 9 2 CORENARBENLE TH S V), BEEREE BT 5 72
DOTEL LT, A4 A FEFHZR2ICEET 5 HER RN TH S,

1.8.23 FRHLOIFE (X)
fEH EOESE () MOFOREMRINEFR 1.8-21777,
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1) FRRBRRERETE O b 5 B [FRIIHI 2R 582 H 5, ]

2) HHEREMEE D& 2 8F GBI LEWER NS b o BEnni b5, TEEATHRERE SR
# (Child Pugh 2 =7 B) TIHMEME (1 B 11 25mg <) 2»bHlAT 57 EHEEICKRSGT 52

L (TEypEhRe ) OEBR), vl BEHEFHEREESE (Child Pugh A =27 C) (Z31F DM

BRIZ72 0, ]
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JAN (ZE 4&) : Alemtuzumab (Genetical Recombination)
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B4 _
Alemtuzumab is a recombinant humanized monoclonal antibody composed of complementarity-determining
regions derived from rat anti-human CD52 antibody and framework regions and constant regions derived from
human IgGl. Alemtuzmab is produced in Chinese hamster ovary cells. Alemtuzumab is .a glycoprotein
(molecular weight: ca.150,000) consisting of two light chains (k-chain) with 214 amino acid residues and two
heavy chains (y1-chain) with 450 amino acid residues.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 49

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of aname inthe lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-85) and Recommended (1-45) International Nonproprietary Names can be found in Cumulative
List No. 10, 2002 (availablein CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES
(DCI Rec): Liste 49

llestnatifié que, conformémentaux dispositions du paragraphe 7 de la Procédure a suivre envue du choix de Dénominations
communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond. Santé, 1955, 60,
3(résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisises par I'Organisation
mondiale de la Santé entant que dénominations communes internationales recommandées. L'inclusion d’une dénomination
dans les listes de DCI recommandées n'implique aucune recommandation en vue de l'utilisation de la substance
correspondante en médecine ou en pharmacie.

Ontrouverad’autres listes de Dénominations communes internationales proposées (1-85) etrecommandées (1-45)
dans la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmaceéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 49

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7);1969, 173,10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusion de unadenominacion enlas listas de las Denominaciones Comunes Recomendadas no supone recomendacion
algunaenfavor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-85) y Recomendadas (1-45) se encuentran
reunidas en Cumulative List No. 10, 2002 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:
RecommendedINN  Chemical name or description; Molecular formula; Graphic formula

DCIRecommandée  Nom chimique ou description; Formule brute; Formule développée

DCIRecomendada  Nombre quimico o descripcion; Férmula empirica; Formula desarrollada

albaconazolum
albaconazole 7-chloro-3-[(1R,2R)-2-(2,4-difluorophenyl)-2-hydroxy-1-methyl-
3-(1H-1,2,4-triazol-1-yl)propyl]quinazolin-4(3H)-one

albaconazole 7-chloro-3-[(1R,2R)-2-(2,4-difluorophényl)-2-hydroxy-1-méthyl-
3-(1H-1,2,4-triazol-1-yl)propyl]quinazolin-4(3H)-one

albaconazol 7-cloro-3-[(1R,2R)-2-(2,4-difluorofenil)-2-hidroxi-1-metil-
3-(1H-1,2,4-triazol-1-il)propil]quinazolin-4(3H)-ona

C,H,CIF,N.O,

Cl

alvimopanum
alvimopan [[(2S)-2-[[(3R,4R)-4-(3-hydroxyphenyl)-3,4-dimethylpiperidin-1-ylimethyl]-
3-phenylpropanoyl]lamino]acetic acid

alvimopan acide [[(2S)-2-[[(3R,4R)-4-(3-hydroxyphényl)-3,4-diméthylpipéridin-
1-yljméthyl]-3-phénylpropanoyl]amino]acétique

alvimopan acido [[(2S)-3-fenil-2-[[(3R,4R)-4-(3-hidroxifenil)-3,4-dimetilpiperidin-
1-iljmetillpropanoillamino]acético

C.H_NO

25 32 274

N >N cooH
H
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Recommended INN: List 49

apaziguonum
apaziquone

apaziquone

apazicuona

apolizumabum
apolizumab

apolizumab

apolizumab

asenapinum
asenapine

asénapine

asenapina

5-(aziridin-1-yl)-3-(hydroxymethyl)-2-[(1E)-3-hydroxyprop-1-enyl]-
1-methyl-1H-indole-4,7-dione

5-(aziridin-1-yl)-3-(hydroxyméthyl)-2-[(1E)-3-hydroxyprop-1-ényl]-
1-méthyl-1H-indole-4,7-dione

5-(aziridin-1-il)-3-(hidroximetil)-2-[(1E)-3-hidroxiprop-1-enil]-1-metil-
1H-indol-4,7-diona

C]5H16N204
o CHg OH
N ﬂ
/
VN
o OH

immunoglobulin G1, anti-(human histocompatibility antigen HLA-DR) (human-
mouse monoclonal Hulp10 yl-chain), disulfide with human-mouse
monoclonal Hulp10 light chain, dimer

immunoglobuline G1, anti-(antigéne d’histocompatibilité HLA-DR humain)
(chaine y1 de I'anticorps monoclonal de souris Hulp10 humanisé), dimere
du disulfure avec la chaine Iégére de I'anticorps monoclonal de souris
Hulp10humanisé

inmunoglobulina G1, anti-(antigeno de histocompatibilidad HLA-DR humano)
(cadena y1 del anticuerpo monoclonal humanizado de ratén Hulp10),
dimero del disulfuro con la cadena ligera del anticuerpo monoclonal
humanizado de ratén Hulp10

(3aRS,12bRS)-5-chloro-2-methyl-2,3,3a,12b-tetrahydro-
1H-dibenzo[2,3:6,7]oxepino[4,5-c]pyrrole

(3aRS,12bRS)-5-chloro-2-méthyl-2,3,3a,12b-tétrahydro-
1H-dibenzo[2,3:6,7]oxépino[4,5-c]pyrrole

(3aRS,12bRS)-5-cloro-2-metil-2,3,3a,12b-tetrahidro-
1H-dibenzo[2,3:6,7]oxepino[4,5-c]pirrol
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CH CINO

17" 16

and enantiomer
et énantiomere
y enantiémero

axomadolum
axomadol (1RS,3RS,6RS)-6-[(dimethylamino)methyl]-
1-(3-methoxyphenyl)cyclohexane-1,3-diol

axomadol (1RS,3RS,6RS)-6-[(diméthylamino)méthyl]-
1-(3-méthoxyphényl)cyclohexane-1,3-diol

axomadol (1RS,3RS,6RS)-6-[(dimetilamino)metil]-
1-(3-metoxifenil)ciclohexano-1,3-diol

C,H,NO,

CH3
|
N

~

CH3
HO. and enantiomer
~ et énantiomere
. y enantibmero

“H
OH
OCHj,4

bifeprunoxum

bifeprunox 7-[4-(biphenyl-3-yImethyl)piperazin-1-yllbenzoxazol-2(3H)-one
biféprunox 7-[4-(biphényl-3-yIméthyl)pipérazin-1-yl]lbenzoxazol-2(3H)-one
bifeprunox 7-[4-(bifenil-3-ilmetil)piperazin-1-illbenzoxazol-2(3H)-ona

CZAHZBN?,OZ
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canertinibum
canertinib N-[4-[(3-chloro-4-fluorophenyl)amino]-7-[3-(morpholin-
4-yl)propoxy]quinazolin-6-yl]prop-2-enamide

canertinib N-[4-[(3-chloro-4-fluorophényl)amino]-7-[3-(morpholin-
4-yl)propoxy]quinazolin-6-yl]prop-2-énamide

canertinib N-[4-[(3-cloro-4-fluorofenil)amino]-7-[3-(morfolin-4-il)propoxiJquinazolin-
6-il]prop-2-enamida

C,H.CIFNO,
KV °

‘/g HN \/\‘/CI

CH S
2 \F

cefovecinum

cefovecin (6R,7R)-7-[[(2Z)-(2-aminothiazol-4-yl)(methoxyimino)acetyllamino]-8-oxo-
3-[(2S)-tetrahydrofuran-2-yl)-5-thia-1-azabicyclo[4.2.0]oct-2-ene-
2-carboxylic acid

céfovécine acide (6R,7R)-7-[[(2Z)-(2-aminothiazol-4-yl)(méthoxyimino)acétyl]amino]-
8-0x0-3-[(2S)-tétrahydrofuran-2-yl)-5-thia-1-azabicyclo[4.2.0]oct-2-eéne-
2-carboxylique

cefovecina acido (6R,7R)-7-[[(22)-(2-aminotiazol-4-il)(metoxiimino)acetillamino]-8-oxo-
3-[(2S)-tetrahidrofuran-2-il)-5-tia-1-azabiciclo[4.2.0]oct-2-eno-2-carboxilico

C_H.N.OS

17 19 57672
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cethromycinum

cethromycin (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-ethyl-3a,7,9,11,13,15-
hexamethyl-11-[[3-(quinolin-3-yl)prop-2-enyl]oxy]-10-[[3,4,6-trideoxy-
3-(dimethylamino)-B-b-xylo-hexopyranosyl]oxy]octahydro-
2H-oxacyclotetradecino[4,3-d]oxazole-2,6,8,14(1H,7H,9H)-tetrone

céthromycine (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-éthyl-3a,7,9,11,13,15-
hexaméthyl-11-[[3-(quinoléin-3-yl)prop-2-énylloxy]-10-[[3,4,6-tridésoxy-
3-(diméthylamino)-B-b-xylo-hexopyranosyl]oxy]octahydro-
2H-oxacyclotétradécino[4,3-d]Joxazole-2,6,8,14(1H,7H,9H)-tétrone

cetromicina (3aS,4R,7R,9R,10R,11R,13R,15R,15aR)-4-¢til-3a,7,9,11,13,15-hexametil-
11-[[3-(quinolein-3-il)prop-2-enilJoxi]-10-[[3,4,6-tridesoxi-3-(dimetilamino)-
B-p-xilo-hexopiranosil]oxiJoctahidro-2H-oxaciclotetradecino[4,3-d]oxazol-
2,6,8,14(1H,7H,9H)-tetrona

C,H.N,O

42" '59° 3710
N
= . CH3
‘ H3C\,
\ /
\/o ) H.—'\/
7

dabigatranum etexilatum

dabigatran etexilate ethyl 3-[[[2-[[[4-[[[(hexyloxy)carbonyllamino]iminomethyl]phenyllamino]=
methyl]-1-methyl-1H-benzimidazol-5-ylJcarbonyl](pyridin-
2-yl)amino]propanoate

dabigatran étexilate 3-[[[2-[[[4-[[[(hexyloxy)carbonyl]amino]iminométhyl]phényllamino]méthyl]-
1-méthyl-1H-benzimidazol-5-yl]carbonyl](pyridin-2-yl)amino]propanoate
d’éthyle

dabigatran etexilato 3-[[[2-[[[4-[[[(hexiloxi)carbonillamino]iminometil]fenillamino]metil]-1-metil-

1H-bencimidazol-5-il]carbonil](piridin-2-il)Jamino]propanoato de etilo

C,H,NO,

34 41 775

CHj

N N\

N
>\ < >
NH /N N O/\CH3
HoN \—<

HaC . |

-4
z
\
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ecromeximabum
ecromeximab

écromeximab

ecromeximab

eculizumabum
eculizumab

éculizumab

eculizumab

elzasonanum
elzasonan

elzasonan

elzasonan

immunoglobulin G1, anti-(GD3 ganglioside) (human-mouse monoclonal
KM871 y1-chain), disulfide with human-mouse monoclonal KM871 x—chain,
dimer

immunoglobuline G1, anti-(ganglioside GD3) (chaine y1 de I'anticorps
monoclonal chimérigue homme-souris KM871), dimere du disulfure avec la
chaine « de I'anticorps monoclonal chimériqgue homme-souris KM871

inmunoglobulina G1, anti-(gangliésido GD3) (cadena y1 del anticuerpo
monoclonal quimérico hombre-atén KM871), dimero del disulfuro con la
cadena « del anticuerpo monoclonal quimérico hombre-raton KM871

immunoglobulin, anti-(human complement C5 o-chain) (human-mouse
monoclonal 5G1.1 heavy chain), disulfide with human-mouse monoclonal
5G1.1 light chain, dimer

immunoglobuline, anti-(chaine o.du complément C5 humain) (chaine lourde
de I'anticorps monoclonal de souris 5G1.1 humanisé), dimere du disulfure
avec la chaine légére de I'anticorps monoclonal de souris 5G1.1 humanisé

inmunoglobulina, anti-(cadena o del complemento C5 humano) (cadena
pesada del anticuerpo monoclonal humanizado de ratén 5G1.1), dimero del
disulfuro con la cadena ligera del anticuerpo monoclonal humanizado de
raton 5G1.1

(22)-4-(3,4-dichlorophenyl)-2-[2-(4-methylpiperazin-
1-yl)benzylidene]thiomorpholin-3-one

(22)-4-(3,4-dichlorophényl)-2-[2-(4-méthylpipérazin-
1-yl)benzylidene]thiomorpholin-3-one

(22)-4-(3,4-diclorofenil)-2-[2-(4-metilpiperazin-1-il)bencilideno]tiomorfolin-
3-ona

C_H,CILN,OS

20 237273

e
N
] Cl
cl
N

/
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enecadinum
enecadin

énécadine

enecadina

ertiprotafibum
ertiprotafib

ertiprotafib

ertiprotafib

eszopiclonum
eszopiclone

eszopiclone

eszopiclona

4-(4-fluorophenyl)-2-methyl-6-[[5-(piperidin-1-yl)pentyl]oxy]pyrimidine
4-(4-fluorophényl)-2-méthyl-6-[[5-(pipéridin-1-yl)pentyl]oxy]pyrimidine
4-(4-fluorofenil)-2-metil-6-[[5-(piperidin-1-il)pentilJoxi]pirimidina
C,,H,FN.O

CH3

N7 ‘N

NN NS
O\l °
F

(2R)-2-[4-(9-bromo-2,3-dimethylnaphtho[2,3-b]thiophen-4-yl)-
2,6-dimethylphenoxy]-3-phenylpropanoic acid

acide (2R)-2-[4-(9-bromo-2,3-diméthylnaphto[2,3-b]thiophén-4-yl)-
2,6-diméthylphénoxy]-3-phénylpropanoique

acido (2R)-2-[4-(9-bromo-2,3-dimetilnafto[2,3-b]tiofen-4-il)-
2,6-dimetilfenoxi]-3-fenilpropanoico

C,H,BrO,S
CHs
HaC
s CHs O_ _CO.H
= | CHs —
x
Br |
x

(5S)-6-(5-chloropyridin-2-yl)-7-ox0-6,7-dihydro-5H-pyrrolo[3,4-b]pyrazin-
5-yl-4-methylpiperazine-1-carboxylate

4-méthylpipérazine-1-carboxylate de (5S)-6-(5-chloropyridin-2-yl)-7-oxo-
6,7-dihydro-5H-pyrrolo[3,4-b]pyrazin-5-yle

4-metilpiperazina-1-carboxilato de (5S)-6-(5-cloropiridin-2-il)-7-oxo-
6,7-dihidro-5H-pirrolo[3,4-b]pirazin-5-ilo

C,H,,CIN,O,

17 17
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fandosentanum
fandosentan

fandosentan

fandosentan

fontolizumabum
fontolizumab

fontolizumab

fontolizumab

garenoxacinum
garenoxacin

garénoxacine

garenoxacina

4-(7-ethyl-1,3-benzodioxol-5-yl)-2-[2-(trifluoromethyl)phenyl]-
2H-1,2-benzothiazine-3-carboxylic acid 1,1-dioxide

1,1-dioxyde de l'acide 4-(7-éthyl-1,3-benzodioxol-5-yl)-
2-[2-(trifluorométhyl)phényl]-2H-1,2-benzothiazine-3-carboxylique

1,1-diéxido del &cido 4-(7-etil-1,3-benzodioxol-5-il)-2-[2-(trifluorometil)fenil]-
2H-1,2-benzotiazina-3-carboxilico

C,HF.NOS
CHs
COH Z | O>
N

N7 o
|
FiC 0=S
%
0

immunoglobulin G1, anti-(human interferon y) (human-mouse monoclonal
HUZAF yl-chain), disulfide with human-mouse monoclonal HUZAF light
chain, dimer

immunoglobuline G1, anti-(interféron y humain) (chaine y1 de I'anticorps
monoclonal de souris HUZAF humanisé), dimére du disulfure avec la
chaine Iégere de I'anticorps monoclonal de souris HUZAF humanisé

inmunoglobulina G1, anti-(interferén y humano) (cadena yl1 del anticuerpo
monoclonal humanizado de ratén HuZAF), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal humanizado de ratén HuZAF

1-cyclopropyl-8-(difluoromethoxy)-7-[(1R)-1-methyl-2,3-dihydro-
1H-isoindol-5-yl]-4-oxo0-1,4-dihydroquinoline-3-carboxylic acid

acide 1-cyclopropyl-8-(difluorométhoxy)-7-[(1R)-1-méthyl-2,3-dihydro-
1H-isoindol-5-yl]-4-0x0-1,4-dihydroquinoléine-3-carboxylique

acido 1-ciclopropil-8-(difluorometoxi)-7-[(1R)-1-metil-2,3-dihidro-
1H-isoindol-5-il]-4-0x0-1,4-dihidroquinolina-3-carboxilico

C HFNO

2372002 274

123



Recommended INN: List 49

WHO Drug Information, Vol. 17, No. 2, 2003

inecalcitolum
inecalcitol

inécalcitol

inecalcitol

iroxanadinum
iroxanadine

iroxanadine

iroxanadina

lidorestatum
lidorestat

lidorestat

lidorestat

(7E)-19-nor-9,10-seco-14B-cholesta-5,7-dien-23-yne-10.,3f3,25-triol
(7E)-19-nor-9,10-séco-14B-cholesta-5,7-dién-23-yne-10.,3f3,25-triol
(7E)-19-nor-9,10-seco-14f3-colesta-5,7-dien-23-ino-1a,3f3,25-triol

CZB HAOO3

(-)-5-(piperidin-1-ylmethyl)-3-(pyridin-3-yl)-5,6-dihydro-2H-1,2,4-oxadiazine
(-)-5-(pipéridin-1-ylméthyl)-3-(pyridin-3-yl)-5,6-dihydro-2H-1,2,4-oxadiazine
(-)-5-(piperidin-1-ilmetil)-3-(piridin-3-il)-5,6-dihidro-2H-1,2,4-oxadiazina

C,H,NO

1420 "4

o enantiémero

O
“NH
or enantiomer
N \N/ = ou énantiomeére
H
N
N

[3-[(4,5,7-trifluorobenzothiazol-2-yl)methyl]-1H-indol-1-yl]acetic acid
acide [3-[(4,5,7-trifluorobenzothiazol-2-yl)méthyl]-1H-indol-1-ylJacétique
acido [3-[(4,5,7-trifluorobenzotiazol-2-il)metil]-1H-indol-1-ilJacético

CH, ,FNOS

18" 11 3 272

//COQH
N
/ F
N
% F
s
F
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liraglutidum
liraglutide

liraglutide

liraglutida

lubiprostonum
lubiprostone

lubiprostone

lubiprostona

lumiracoxibum
lumiracoxib

lumiracoxib

lumiracoxib

N%-(hexadecanoyl-y-glutamyle)-[34-arginine]GLP-1-(7-37)-peptide
N%-(hexadécanoyl-y-glutamyle)-[34-arginine]GLP-1-(7-37)-peptide
N2-(hexadecanoil-y-glutamilo)-[34-arginina] GLP-1-(7-37)-péptido

C_H,.N,G

172 265 43751

H—His— Ala— Glu— Gly —Thr—Phe—Thr —Ser —Asp—Val—Ser—
7 10

H;C
VVWMGquOH

(¢}
—Ser—Tyr—Leu—Glu—Gly—GIn—Ala— Ala—Lys —Glu—Phe—
20

—lle— Ala—Trp—Leu—Val—Arg— Gly— Arg— Gly—OH
30 37

(-)-7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentyl)-2-hydroxy-
6-oxooctahydrocyclopenta[b]pyran-5-yllheptanoic acid

(-)-acide 7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentyl)-2-hydroxy-
6-oxooctahydrocyclopenta[b]pyran-5-yllheptanoique

(-)-4cido 7-[(2R,4aR,5R,7aR)-2-(1,1-difluoropentil)-2-hidroxi-
6-oxooctahidrociclopenta[b]piran-5-illheptanoico

C H._FO

20 32 275

Q H
L~ COH

F CH3

[2-[(2-chloro-6-fluorophenyl)amino]-5-methylphenyllacetic acid
acide [2-[(2-chloro-6-fluorophényl)amino]-5-méthylphényl]acétique

acido [2-[(2-cloro-6-fluorofenil)amino]-5-metilfenillacético
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CH,,CIFNO,
H3C
3 \©f\C02H
NH
F. Cl

merimepodibum
merimepodib (3S)-tetrahydrofuran-3-yl [3-[[[3-methoxy-4-(oxazol-
5-yl)phenyljcarbamoyl]lamino]benzyl]carbamate

mérimépodib [3-[[[3-méthoxy-4-(oxazol-5-yl)phényl]carbamoyllamino]benzyl]carbamate
de (3S)-tétrahydrofuran-3-yle

merimepodib [3-[[[3-metoxi-4-(oxazol-5-il)feniljcarbamoillamino]bencillcarbamato de
(3S)-tetrahidrofuran-3-ilo

C_H,NO

23" 24 476

HsCO NJ\N N\n/:,\,»@

H H 5
mozavaptanum
mozavaptan N-[4-[[(5RS)-5-(dimethylamino)-2,3,4,5-tetrahydro-1H-1-benzazepin-
1-yllcarbonyl]phenyl]-2-methylbenzamide
mozavaptan N-[4-[[(5RS)-5-(diméthylamino)-2,3,4,5-tétrahydro-1H-1-benzazépin-
1-yl]carbonyl]phényl]-2-méthylbenzamide
mozavaptan N-[4-[[(5RS)-5-(dimetilamino)-2,3,4,5-tetrahidro-1H-1-benzazepin-

1-iljcarbonil]fenil]-2-metilbenzamida

C_H,NO

27" 129 32
(]
9] and enantiomer
et énantiomere
N _CH3 yenantiomero
H \
H |
CHs3 CHj
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nalfurafinum
nalfurafine

nalfurafine

nalfurafina

naminidilum
naminidil
naminidil

naminidil

nemifitidum
nemifitide

némifitide

nemifitida

(E)-N-[17-(cyclopropylmethyl)-4,5c.-epoxy-3,14-dihydroxymorphinan-63-yl]-
3-(furan-3-yl)-N-methylprop-2-enamide

(E)-N-[17-(cyclopropylméthyl)-4,5c.-époxy-3,14-dihydroxymorphinan-63-yl]-
3-(furan-3-yl)-N-méthylprop-2-énamide

(E)-N-[17-(ciclopropilmetil)-4,50.-epoxi-3,14-dihidroximorfinan-63-il]-
3-(furan-3-il)-N-metilprop-2-enamida

C, H_NO,

28 32 275

H N

N-cyano-N’-(4-cyanophenyl)-N"-[(1R)-1,2,2-trimethylpropyl]lguanidine
N-cyano-N’-(4-cyanophényl)-N"-[(1R)-1,2,2-triméthylpropyl]guanidine
N-ciano-N’-(4-cianofenil)-N"-[(1R)-1,2,2-trimetilpropil]guanidina

C.HN

15 19 5

CN

NC \
N H CHs

M ens
N~ N ¢

H  Hyd CH,

4-fluoro-L-phenylalanyl-trans-4-hydroxy-L-prolyl-L-arginylglycyl-
L-tryptophanamide

(4-fluoro-L-phénylalanyl)-(trans-4-hydroxy-L-prolyl)-L-arginyl-glycyl-
L-tryptophanamide

(4-fluoro-L-fenilalanil)-(trans-4-hidroxi-L-prolil)-L-arginilglicil-L-triptofanamida
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nortopixantronum
nortopixantrone

nortopixantrone

nortopixantrona

CiaHisFN,O;
NH;
HN:<
NH
o
(e}
HoN \)kN
g N
o
7 N\

2-[2-[(2-hydroxyethyl)amino]ethyl]-
5-[[2-(methylamino)ethyl]amino]indazolo[4,3-gh]isoquinolin-6(2H)-one

2-[2-[(2-hydroxyéthyl)amino]éthyl]-
5-[[2-(méthylamino)éthyl]amino]indazolo[4,3-gh]isoquinoléin-6(2H)-one

2-[2-[(2-hidroxietil)amino]etil]-
5-[[2-(metilamino)etillamino]indazolo[4,3-ghlisoquinolin-6(2H)-ona

C20H24N602
H
N
N—N" > "on
0o\
N e
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oblimersenum
oblimersen

oblimersen

oblimerseno

ortataxelum

ortataxel

ortataxel

ortataxel

P-thiothymidylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-(3'—5")-P-thiothymidylyl-
(3'>5')-2'-deoxy-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-(3'—5')-
2'-deoxy-P-thiocytidylyl-(3'—5'")-2'-deoxy-P-thioadenylyl-(3'—5')-2'-deoxy-
P-thioguanylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-(3'—5')-2'-deoxy-
P-thioguanylyl-(3'—5")-P-thiothymidylyl-(3'—5')-2'-deoxy-P-thioguanylyl-
(3'>5')-2'-deoxy-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thioguanylyl-(3'—5')-
2'-deoxy-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thiocytidylyl-(3'—5')-2'-deoxy-
P-thioadenylyl-(3'—5")-thymidine

P-thiothymidylyl-(3'—5')-2'-désoxy-P-thiocytidylyl-(3'—5')-P-thiothymidylyl-
(3'>5")-2'-désoxy-P-thiocytidylyl-(3'—5')-2'-désoxy-P-thiocytidylyl-(3'—5')-
2'-désoxy-P-thiocytidylyl-(3'—5')-2'-désoxy-P-thioadénylyl-(3'—5')-
2'-désoxy-P-thioguanylyl-(3'—5')-2'-désoxy-P-thiocytidylyl-(3'—5')-
2'-désoxy-P-thioguanylyl-(3'—5')-P-thiothymidylyl-(3'—5')-2'-désoxy-
P-thioguanylyl-(3'—5')-2'-désoxy-P-thiocytidylyl-(3'—5')-2'-désoxy-
P-thioguanylyl-(3'—5')-2'-désoxy-P-thiocytidylyl-(3'—5')-2'-désoxy-
P-thiocytidylyl-(3'—5')-2'-désoxy-P-thioadénylyl-(3'—=5')-thymidine

P-tiotimidilil-(3'—5")-2'-desoxi-P-tiocitidilil-(3'—>5")-P-tiotimidilil-(3'>5'")-
2'-desoxi-P-tiocitidilil-(3'—>5")-2'-desoxi-P-tiocitidilil-(3'—5')-2'-desoxi-
P-tiocitidilil-(3'—5")-2'-desoxi-P-tioadenilil-(3'—5")-2'-desoxi-P-tioguanilil-
(3'>5")-2'-desoxi-P-tiocitidilil-(3'>5")-2'-desoxi-P-tioguanilil-(3'—»5")-
P-tiotimidilil-(3'>5")-2'-desoxi-P-tioguanilil-(3'—5')-2'-desoxi-P-tiocitidilil-
(3'>5")-2'-desoxi-P-tioguanilil-(3'>5")-2'-desoxi-P-tiocitidilil-(3'>5")-
2'-desoxi-P-tiocitidilil-(3'—5")-2'-desoxi-P-tioadenilil-(3'—5")-timidina
C.H,N O, P.S

1720 221 6291 1717

(3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-7,12a-bis(acetyloxy)-
13-(benzoyloxy)-9-hydroxy-5,8a,14,14-tetramethyl-2,8-dioxo-
3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodecahydro-6,13a-methano-
13aH-oxeto[2",3":5",6'Tbenzo[1',2":4,5]cyclodeca[1,2-d]-1,3-dioxol-4-yl
(2R,3S)-3-[[(1,1-dimethylethoxy)carbonyl]lamino]-2-hydroxy-
5-methylhexanoate

(2R,3S)-3-[[(1,1-diméthyléthoxy)carbonyllamino]-2-hydroxy-
5-méthylhexanoate de (3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-
7,12a-bis(acétyloxy)-13-(benzoyloxy)-9-hydroxy-5,8a,14,14-tétraméthyl-
2,8-diox0-3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodécahydro-
6,13a-méthano-13aH-oxéto[2",3":5',6'benzo[1',2":4,5]cyclodéca[l,2-d]-
1,3-dioxol-4-yle

(2R,3S)-3-[[(1,1-dimetiletoxi)carbonillamino]-2-hidroxi-5-metilhexanoato de
(3aS,4R,5E,7R,8aS,9S,10aR,12aS,12bR,13S,13aS)-7,12a-bis(acetiloxi)-
13-(benzoiloxi)-9-hidroxi-5,8a,14,14-tetrametil-2,8-dioxo-
3a,4,7,8,8a,9,10,10a,12,12a,12b,13-dodecahidro-6,13a-metano-
13aH-oxeto[2",3":5',6'Ibenzo[1',2":4,5]ciclodeca[1,2-d]-1,3-dioxol-4-ilo
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CAAH57N017

osemozotanum
osemozotan 3-(1,3-benzodioxol-5-yloxy)-N-[[(2S)-2,3-dihydro-1,4-benzodioxin-
2-ylImethyl]propan-1-amine

osémozotan 3-(1,3-benzodioxol-5-yloxy)-N-[[(2S)-2,3-dihydro-1,4-benzodioxin-
2-yllméthyl]propan-1-amine

osemozotan 3-(1,3-benzodioxol-5-iloxi)-N-[[(2S)-2,3-dihidro-1,4-benzodioxin-
2-ilmetil]propan-1-amina

C,H,,NO,

< :©/0\/\/N\/( @

pascolizumabum

pascolizumab immunoglobulin G1, anti-(human interleukin 4) (human-mouse monoclonal
SB-240683 y1-chain), disulfide with human-mouse monoclonal SB-240683
k—chain, dimer

pascolizumab immunoglobuline G1, anti-(interleukine 4 humaine) (chaine y1 de I'anticorps
monoclonal de souris SB-240683 humanisé), dimere du disulfure avec la
chaine k de I'anticorps monoclonal de souris SB-240683 humanisé

pascolizumab inmunoglobulina G1, anti-(interleukina 4 humana) (cadena y1 del anticuerpo
monoclonal humanizado de ratén SB-240683), dimero del disulfuro con la
cadena « del anticuerpo monoclonal humanizado de ratéon SB-240683
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pegaptanibum

pegaptanib 5'-ester of (2'-deoxy-2'-fluoro)C-Gm-Gm-A-A-(2'-deoxy-2'-fluoro)U-
(2'-deoxy-2'-fluoro)C-Am-Gm-(2'-deoxy-2'-fluoro)U-Gm-Am-Am-(2'-deoxy-
2'-fluoro)U-Gm-(2'-deoxy-2'-fluoro)C-(2'-deoxy-2'-fluoro)U-(2'-deoxy-
2'-fluoro)U-Am-(2'-deoxy-2'-fluoro)U-Am-(2'-deoxy-2'-fluoro) C-Am-
(2'-deoxy-2'-fluoro)U-(2'-deoxy-2'-fluoro)C-(2'-deoxy-2'-fluoro)C-Gm-
(3'>3)-dT with o,o’-[[(1S)-1-[[5-(phosphonooxy)pentylJcarbamoyl]pentane-
1,5-diyl]bis(iminocarbonyl)]bis[@-methoxypoly(oxyethane-1,2-diyl)]

pégaptanib (2'-désoxy-2'-fluoro)C-Gm-Gm-A-A-(2'-désoxy-2'-fluoro)U-(2'-désoxy-
2'-fluoro)C-Am-Gm-(2'-désoxy-2'-fluoro)U-Gm-Am-Am-(2'-désoxy-
2'-fluoro)U-Gm-(2'-désoxy-2'-fluoro)C-(2'-désoxy-2'-fluoro)U-(2'-désoxy-
2'-fluoro)U-Am-(2'-désoxy-2'-fluoro)U-Am-(2'-désoxy-2'-fluoro) C-Am-
(2'-désoxy-2'-fluoro)U-(2'-désoxy-2'-fluoro)C-(2'-désoxy-2'-fluoro) C-Gm-
(3'>3)-dT 5'-estérifié par o,0’-[[(1S)-1-[[5-phosphonooxy)pentyl]=
carbamoyl]pentane-1,5-diyl]bis(iminocarbonyl)]bis[m-méthoxypoly=
(oxyéthane-1,2-diyl)]

pegaptanib (2'-desoxi-2'-fluoro)C-Gm-Gm-A-A-(2'-desoxi-2'-fluoro)U-(2'-desoxi-
2'-fluoro)C-Am-Gm-(2'-desoxi-2'-fluoro)U-Gm-Am-Am-(2'-desoxi-
2'-fluoro)U-Gm-(2'-desoxi-2'-fluoro)C-(2'-desoxi-2'-fluoro)U-(2'-desoxi-
2'-fluoro)U-Am-(2'-desoxi-2'-fluoro)U-Am-(2'-desoxi-2'-fluoro) C-Am-
(2'-desoxi-2'-fluoro)U-(2'-desoxi-2'-fluoro)C-(2'-desoxi-2'-fluoro)C-Gm-
(3'>3")-dT 5'-esterificado con o,o’-[[(1S)-1-[[5-(fosfonooxi)pentil]=
carbamoil]pentano-1,5-diil]bis(iminocarbonil)]bis[o-metoxipoli(oxietano-

1,2-diilo)]
CZQAH370F13N1070188P28[C2HAO]n
X+y=n O
o]
N%OM “CHj
H y
o]
H. H RNA
o] p N o
HaC ™ {\AO%N NSO
X H I\
o) O OH
pegsunerceptum
pegsunercept pegylated L-methionyl-1-105-human tumor necrosis factor receptor p55
pegsunercept L-méthionyl-1-105-récepteur p55 du facteur de nécrose tumorale humain,
pegylé
pegsunercept L-metionil-1-105-receptor p55 del factor de necrosis tumoral humano,
pegilado
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CpoH756N 15,0165 S 15 (Protein portion)

502" 758" "154 165

perflubrodecum

perflubrodec 1-bromohenicosafluorodecane
perflubrodec 1-bromohénicosafluorodécane
perflubrodec 1-bromohenicosafluorodecano
C,BIF,,
F FF FF FF F
F3C\)§)QQQ/BI’
ANANYA VA NVAN
F FF FF FF FF F
—
DSVCPQGKY
| .
CRECESGSF
[
RDTVCGCRKI
picoplatinum —
picoplatin (SP-4-3)-amminedichloro(2-methylpyridine)platinium
picoplatine (SP-4-3)-amminedichloro(2-méthylpyridine)platine
picoplatino (SP-4-3)-aminodicloro(2-metilpiridina)platino
C,H,,CLN,Pt
HsC \\
Y
CI\ /N
Pt\
a” NH;
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plevitrexedum
plevitrexed

plévitrexed

plevitrexed

pumosetragum
pumosetrag

pumosétrag

pumosetrag

siplizumabum
siplizumab

siplizumab

siplizumab

(2S)-2-[[4-[[(2,7-dimethyl-4-0x0-1,4-dihydroquinazolin-6-yl)methyl](prop-
2-ynyl)amino]-2-fluorobenzoyllamino]-4-(1H-tetrazol-5-yl)butanoic acid

acide (2S)-2-[[4-[[(2,7-diméthyl-4-0x0-1,4-dihydroquinazolin-
6-yl)méthyl](prop-2-ynyl)amino]-2-fluorobenzoyllamino]-4-(1H-tétrazol-
5-yl)butanoique

acido (2S)-2-[[4-[[(2,7-dimetil-4-0x0-1,4-dihidroquinazolin-6-il)metil](prop-
2-inil)amino]-2-fluorobenzoillamino]-4-(1H-tetrazol-5-il)butanoico

C,H.FNO,

N-[(3R)-1-azabicyclo[2.2.2]oct-3-yl]-7-0x0-4,7-dihydrothieno[3,2-b]pyridine-
6-carboxamide

N-[(3R)-1-azabicyclo[2.2.2]oct-3-yl]-7-0x0-4,7-dihydrothiéno[3,2-b]pyridine-
6-carboxamide

N-[(3R)-1-azabiciclo[2.2.2]oct-3-il]-7-0x0-4,7-dihidrotieno[3,2-b]piridina-
6-carboxamida

C.H._N.OS

15" 17 372
H
N
7 |
)
H
o] le) N

immunolobulin G1, anti-(human CD2 (antigen)) (human-rat monoclonal
MEDI-507 y1-chain), disulfide with human-rat monoclonal MEDI-507 light
chain, dimer

immunolobuline G1, anti-(antigene humain CD2) (chaine y1 de I'anticorps
monoclonal de rat MEDI-507 humanisé), dimére du disulfure avec la chaine
|égére de I'anticorps monoclonal de rat MEDI-507 humanisé

inmunolobulina G1, anti-(antigeno humano CD2) (cadena y1 del anticuerpo
monoclonal de rata humanizado MEDI-507), dimero del disulfuro con la
cadena ligera del anticuerpo monoclonal de rata humanizado MEDI-507
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soraprazanum
soraprazan

soraprazan

soraprazan

tapentadolum
tapentadol

tapentadol

tapentadol

tecadenosonum
tecadenoson

técadénoson

tecadenosén

(7R,8R,9R)-7-(2-methoxyethoxy)-2,3-dimethyl-9-phenyl-
7,8,9,10-tetrahydroimidazo[1,2-h][1,7]naphtyridin-8-ol

(7R,8R,9R)-7-(2-méthoxyéthoxy)-2,3-diméthyl-9-phényl-
7,8,9,10-tétrahydroimidazo[1,2-h][1,7]naphtyridin-8-ol

(7R,8R,9R)-9-fenil-2,3-dimetil-7-(2-metoxietoxi)-
7,8,9,10-tetrahidroimidazo[1,2-h][1,7]naftiridin-8-ol

C, H.NO

21 25 373

3-[(1R,2R)-3-(dimethylamino)-1-ethyl-2-methylpropyl]phenol
3-[(1R,2R)-3-(diméthylamino)-1-éthyl-2-méthylpropyl]phénol
3-[(1R,2R)-3-(dimetilamino)-1-etil-2-metilpropil]fenol

C,H,,NO

9-B-p-ribofuranosyl-N-[(3R)-tetrahydrofuran-3-yl]-9H-purin-6-amine
9-B-p-ribofuranosyl-N-[(3R)-tétrahydrofuran-3-yl]-9H-purin-6-amine

9-B-p-ribofuranosil-N-[(3R)-tetrahidrofuran-3-il]-9H-purin-6-amina
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C, H,N.O

14719 55

OH OH

tecalcetum
tecalcet 3-(2-chlorophenyl)-N-[(1R)-1-(3-methoxyphenyl)ethyl]propan-1-amine

técalcet 3-(2-chlorophényl)-N-[(1R)-1-(3-méthoxyphényl)éthyl]propan-1-amine
tecalcet 3-(2-clorofenil)-N-[(1R)-1-(3-metoxifenil)etil]propan-1-amina

C,H,,CINO

H CHs

OCH
N 3
H
Cl

teneliximabum

teneliximab immunoglobulin G1, anti-(human CD40 (antigen)) (human-mouse monoclonal
chi220 y1-chain), disulfide with human-mouse monoclonal chi220 light
chain, dimer

ténéliximab immunoglobuline G1, anti-(antigeéne CD40 humain) (chaine y1 de I'anticorps

monoclonal chimériqgue homme souris chi220), dimeére du disulfure avec la
chaine légére de I'anticorps monoclonal chimérique homme souris chi220

teneliximab inmunoglobulina G1, anti-(antigeno CD40 humano) (cadena y1 del
anticuerpo monoclonal quimérico hombre ratén chi220), dimero del disulfuro
con la cadena ligera del anticuerpo monoclonal quimerico hombre ratén
chi220
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topixantronum
topixantrone

topixantrone

topixantrona

toralizumabum
toralizumab

toralizumab

toralizumab

torcetrapibum
torcetrapib

torcétrapib

torcetrapib

5-[[2-(dimethylamino)ethyl]lamino]-
2-[2-[(2-hydroxyethyl)amino]ethyllindazolo[4,3-gh]isoquinolin-6(2H)-one

5-[[2-(diméthylamino)éthyl]lamino]-
2-[2-[(2-hydroxyéthyl)amino]éthyllindazolo[4,3-gh]isoquinoléin-6(2H)-one

5-[[2-(dimetilamino)etillamino]-
2-[2-[(2-hidroxietil)amino]etillindazolo[4,3-ghlisoquinolin-6(2H)-ona

C21H25N602
H
N
N—N" "oy
/
N7 ‘
N

O HN _~-CHs

|
CHj

immunoglobulin G1, anti-(human CD40 ligand) (human-mouse monoclonal
IDEC-131 y1-chain), disulfide with human-mouse monoclonal IDEC-131
k—chain, dimer

immunoglobuline G1, anti-(ligand CD40 humain) (chaine y1 de I'anticorps
monoclonal de souris IDEC-131 humanisé), dimere du disulfure avec la
chaine « de I'anticorps monoclonal de souris IDEC-131 humanisé

inmunoglobulina G1, anti-(ligando CD40 humano) (cadena y1 del anticuerpo
monoclonal humanizado de ratén IDEC-131), dimero del disulfuro con la
cadena « del anticuerpo monoclonal humanizado de ratén IDEC-131

ethyl (2R,4S)-4-[[3,5-bis(trifluoromethyl)benzyl](methoxycarbonyl)amino]-
2-ethyl-6-(trifluoromethyl)-3,4-dihydroquinoline-1(2H)-carboxylate

(2R,4S)-4-[[3,5-bis(trifluorométhyl)benzyl](méthoxycarbonyl)amino]-2-éthyl-
6-(trifluorométhyl)-3,4-dihydroquinoléine-1(2H)-carboxylate d’éthyle

(2R,4S)-4-[[3,5-bis(trifluorometil)bencil](metoxicarbonil)amino]-2-etil-
6-(trifluorometil)-3,4-dihidroquinolina-1(2H)-carboxilato de etilo

C H.FNO

26 25 9 274

F3C

136



WHO Drug Information, Vol. 17, No. 2, 2003 Recommended INN: List 49

torcitabinum

torcitabine 4-amino-1-(2-deoxy-B-L-erythro-pentofuranosyl)pyrimidin-2(1H)-one

torcitabine 4-amino-1-(2-désoxy-B-L-érythro-pentofuranosyl)pyrimidin-2(1H)-one

torcitabina 4-amino-1-(2-desoxi-B-L-eritro-pentofuranosil)pirimidin-2(1H)-ona
CHL,N,O,

o]
N
HO N O
Q&N
NH,
treprostinilum

treprostinil [[(1R,2R,3aS,9aS)-2-hydroxy-1-[(3S)-3-hydroxyoctyl]-2,3,3a,4,9,9a-
hexahydro-1H-cyclopenta[b]naphthalen-5-ylJoxy]acetic acid

tréprostinil acide [[(1R,2R,3aS,9aS)-2-hydroxy-1-[(3S)-3-hydroxyoctyl]-2,3,3a,4,9,9a-
hexahydro-1H-cyclopenta[b]naphtalén-5-ylJoxy]acétique

treprostinilo acido [[(1R,2R,3aS,9aS)-2-hidroxi-1-[(3S)-3-hidroxioctil]-2,3,3a,4,9,9a-
hexahidro-1H-ciclopenta[b]naftalen-5-ilJoxi]acético
C23H3405

(@)

CO,H

triplatinum tetranitras
triplatin tetranitrate trans-[bis[trans-diamminechloroplatinium(u-hexane-
1,6-diamine)]]diammineplatinium tetranitrate

tétranitrate de triplatine tétranitrate de trans-[bis[trans-diamminechloroplatine(u-hexane-
1,6-diamine)]]diammineplatine

tetranitrato de triplatino tetranitrato de trans-[bis[trans-diaminacloroplatino(u-hexano-
1,6-diamina)]]diaminaplatino
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tulathromycinum
tulathromycin

tulathromycine

tulatromicina

ClZHFJJCIZNlélOlZPtB
4+
H, H3N\Pt/CI
HsN AN NP >
a. N e N” “NHg
NN
et N” “NH, Ha
HaN™ “NHs Ha
4 NO;,

Mixture of two compounds (in equilibrium in solution):

tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-dideoxy-3-C-methyl-
3-O-methyl-4-C-[(propylamino)methyl]-o.-L-ribo-hexopyranosyl)oxy]-2-ethyl-
3,4,10-trihydroxy-3,5,8,10,12,14-hexamethyl-11-[[3,4,6-trideoxy-
3-(dimethylamino)-B-p-xylo-hexopyranosyl]oxy]-1-oxa-
6-azacyclopentadecan-15-one

tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-dideoxy-3-C-methyl-3-O-methyl-
4-C-[(propylamino)methyl]-a-L-ribo-hexopyranosyl)oxy]-2-[(1R,2R)-
1,2-dihydroxy-1-methylbutyl]-8-hydroxy-3,6,8,10,12-pentamethyl-
9-[[3,4,6-trideoxy-3-(dimethylamino)-B-p-xylo-hexopyranosyl]oxy]-1-oxa-
4-azacyclotridecan-13-one

Mélange de deux composés (en équilibre en solution):

tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-didésoxy-3-C-méthyl-
3-0-méthyl-4-C-[(propylamino)méthyl]-o-L-ribo-hexopyranosyl)oxy]-2-éthyl-
3,4,10-trihydroxy-3,5,8,10,12,14-hexaméthyl-11-[[3,4,6-tridésoxy-
3-(diméthylamino)-B-p-xylo-hexopyranosyl]oxy]-1-oxa-
6-azacyclopentadécan-15-one

tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-didésoxy-3-C-méthyl-3-O-méthyl-
4-C-[(propylamino)méthyl]-o-L-ribo-hexopyranosyl)oxy]-2-[(1R,2R)-
1,2-dihydroxy-1-méthylbutyl]-8-hydroxy-3,6,8,10,12-pentaméthyl-
9-[[3,4,6-tridésoxy-3-(diméthylamino)-B-p-xylo-hexopyranosyl]oxy]-1-oxa-
4-azacyclotridécan-13-one

Mezcla de dos componentes (en equilibrio en solucién):

tulathromycinum A
(2R,3S,4R,5R,8R,10R,11R,12S,13S,14R)-13-[(2,6-didesoxi-3-C-metil-3-O-
metil-4-C-[(propilamino)metil]-o.-L-ribo-hexopiranosil)oxi]-2-etil-3,4,10-
trihidroxi-3,5,8,10,12,14-hexametil-11-[[3,4,6-tridesoxi-3-(dimetilamino)-
B-p-xilo-hexopiranosil]oxi]-1-oxa-6-azaciclopentadecan-15-ona
tulathromycinum B
(2R,3R,6R,8R,9R,10S,11S,12R)-11-[(2,6-didesoxi-3-C-metil-3-O-metil-4-C-[
(propilamino)metil]-o.-L-ribo-hexopiranosil)oxi]-2-[(1R,2R)-1,2-dihydroxi-
1-metilbutil]-8-hidroxi-3,6,8,10,12-pentametil-9-[[3,4,6-tridesoxi-3-
(dimetilamino)-B-p-xilo-hexopiranosilJoxi]-1-oxa-4-azaciclotridecan-13-ona

138



WHO Drug Information, Vol. 17, No. 2, 2003 Recommended INN: List 49

vapaliximabum
vapaliximab

vapaliximab

vapaliximab

C,,H,.,N.O, tulathromycinumA

41 79 3712

C,,H,oN,O,, tulathromycinum B

tulathromycinum A H3C NH CHg3
H-- " H
HsC
CHg HO--
00 -
H3C\N/CH3 T
HO Qo
I/ CHg N
OH OCHg
ch\/\N
H  chH,

tulathromycinum B

CH3

CH3

immunoglobulin G2, anti-(human vascular adhesion protein VAP-1) (human-
mouse monoclonal 2D10 y2-chain), disulfide with human-mouse monoclonal
2D10 k—chain, dimer

immunoglobuline G2, anti-(protéine d’adhésion vasculaire humaine VAP-1)
(chaine y2 de I'anticorps monoclonal chimérique homme-souris 2D10),
dimére du disulfure avec la chaine k de I'anticorps monoclonal chimérique
homme-souris 2D10

inmunoglobulina G2, anti-(proteina de adhesién vascular humana VAP-1)
(cadena y2 del anticuerpo monoclonal quimérico hombre-ratén 2D10),
dimero del disulfuro con la cadena « del anticuerpo monoclonal quimérico
hombre-ratén 2D10

139



Recommended INN: List 49 WHO Drug Information, Vol. 17, No. 2, 2003

varespladibum

varespladib [[3-(aminooxoacetyl)-1-benzyl-2-ethyl-1H-indol-4-ylJoxy]acetic acid
varespladib acide [[3-(aminooxoacétyl)-1-benzyl-2-éthyl-1H-indol-4-ylJoxy]acétique
varespladib acido [[3-(aminooxoacetil)-1-bencil-2-etil-1H-indol-4-ilJoxi]acético
CZlHZDNZOS
o NH,
HaC
— o]
N
_ O._CO.H
N
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AMENDMENTS TOPREVIOUSLISTS
MODIFICATIONS APPORTEES AUX LISTESANTERIEURES
MODIFICACIONESALASLISTASANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 46
Dénominations communes internationales recommandées (DCI Rec.): Liste 46
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 46
(WHO Drug Information, Vol. 15, No. 3-4, 2001)

p. 208 reglitazarum
reglitazar

p. 208 rivoglitazonum
rivoglitazona

p. 217 delete/supprimer/suprimase

tebipenemum
tebipenem
tébipénem
tebipenem

sustituyase la descripcién por la siguiente:
(4RS)-4-[4-[2-fenil-5-metiloxazol-4-il)etoxi]bencillisoxazolidina-
3,5-diona

sustituyase la descripcién por la siguiente:
(5RS)-5-[4-[(1-metil-6-metoxi-1H-bencimidazol-
2-il)metoxi]bencil]tiazolidina-2,4-diona

insert/insérer/insértese

tebipenemum pivoxilum
tebipenem pivoxil
tébipénem pivoxil
tebipenem pivoxilo

Recommended International Nonproprietary Names (Rec. INN): List 48
Dénominations communes internationales recommandées (DCI Rec.): Liste 48
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 48
(WHO Drug Information, Vol. 16, No. 3, 2002)

p. 255 metelimumabum
metelimumab

replace the description by the following:

immunoglobulin G4, anti-(human transforming growth factor 1)
(human monoclonal CAT-192 y4-chain), disulfide with human
monoclonal CAT-192 k-chain, dimer
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p. 258 paliferminum
palifermin replace the description and the graphic formula by the following:
human fibroblast growth factor-(24-163)-peptide

palifermine remplacer la description et la formule developpée par la suivante:
peptide-(24-163)-facteur de croissance du fibroblaste humain

palifermina sustitiyase la descripcién y la férmula empirica por la siguiente:
péptido-(24-163)-factor de crecimiento del fibroblasto humano

SYDYMEG GDIRVRRLFC
RTQWYLRIDK RGKVKGTQEM KNNYNIMEIR TVAVGIVAIK
GVESEFYLAM NKEGKLYAKK ECNEDCNFKE LILENHYNTY
ASAKWTHNGG EMFVALNQKG IPVRGKKTKK EQKTAHFLPM

AIT
p. 267 delete/supprimer/suprimase insert/insérer/insértese
pitrakinraum pitrakinrum

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in uneven numbers of proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour
les substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internatio-
nales applicables aux substances pharmaceutiques seront publiés seulement dans les numéros impaires des listes
des DCls proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las
sustancias farmacéuticas y de los Principios generales de orientacién para formar denominaciones comunes
internacionales para sustancias farmacéuticas aparece solamente en los nimeros impares de las listas de DCI propuestas.

142



JEDI_DEVO00 \ 0900fde980421db9 \ 2.0 \ 2013-12-16 18:29

BB R — LR R 1.10 F3E - BB OREFREERIOE L

1.10 EE - BIEZDHEEBEEHOFELD
S . KA DS R R AT AR DG EHI OV T, AHZEIESNAEZ I L—T L0 5RT,



BB R — Ui TR 1.10 3 - BIEEOREREEEROE LD

%4« | 3-[(IR2R)B-(FAF T 2 /) 1-TFL2-AF AT a7 = ) — (B Z_ 4
gL R—V) , ZOWEE R OZ ORHF|
&0

OH

&

SEEED B FE DR & 5 RIS 1 D B

s - | s, RAZIZZ 2 K==L & LT 1 H 50~400mg % 2 [mliZ 431 TR 54
&= Do P, BRI KV EEERT 5,
A AR D
fBE
MRS M | X HBE25 mg ¢
OERIRE | 188 X% R— et 29.12mg (ZX0% K= LT25mg) &4
Gy | AU X EESOmg
LEEd 2 Z R— Uil 5824 mg (#2042 R—L L LT 50mg) &F
2~ A BE 100 mg ¢
18Ef X% R— LRt 11648 mg (X0 % R—L' 2 LT 100 mg) &47
M KA 53
Ay B GR B OFIE R (mg/kg)
<A fE | J L 1300
~ A H RPN AL 40
7y b #E10 AL : 450
vk FRAN IR 40
REREGEE
LG | L b T o
DR | e | meg/B) | (mekerR) 2P,
7> b 41/ || 0,300,425, AR <300| 300=: #Hf, K1, CIt, PN(Q), IREND), a2 7' 1
BRI 0 600 TVUE,BT BTV AR)

425 FELBI (D1, Q1): I, AT, B, U o8
ST 5 o i

425=: KHENS, 3-5%, 51 KO8 A), IKiE
(&, 2-4%, #5515 B LIKE), A i ERE0
(9), U > 7 ERE(Q), ALT1(Q), Cat(?)

600: BT U NI, v a—AND), K

FUD), BV L EN(Q), LDHN(R), 7

LT F U F—81Q), T T I

(9), A/G EEL(D)

SO (22): i, FF, Bk, U o <Hi

VMR 5 - 1

BRI |(Q), FFEENSD), /DI LI

ARRRREIR 2 £ 5 Pl A (D)

150=: LT (D), BLAE, M ifERD(Q)

300=: JETHI (Q), NEENTAUEAL/ 57, 25
PR, EA R |, ARE IS,
FPlR: MERGZStE, IF B &y, /NEE O X
IXOVE AERFAIBEAE R 2 1 5 FFISIE K

450:  FETH (F16, Q17), AREHINAHEI(Q),
ALT1(2), ASTH(J), y-GTPH(Q), 7 /L=
—AUD)

7wk 261 |A% | 0,75,150,300, | 1% :75 | 150:
SRR 1 450

JEDI_DEVO00 \ 0900fde980421db9 \ 2.0 \ 2013-12-16 18:29



JEDI_DEVO00 \ 0900fde980421db9 \ 2.0 \ 2013-12-16 18:29

AN B N B 1

R
&

1.10 3 - BIEEOREREEEROE LD

)t

Fe 511
e

PER]

B
(mg/kg/ H)

e R B
(mg/kg/ H)

E=vAvsinT)

7wk

43 ]
AR

S

0,3,7,15

I3

Rulfi, B, HLAE, A5 0r

IRHR(Q), MEML(Q), HLE(Q), BT

(), H: RO Z ORISR M (D), T3

U L3 5 o M(d), B 5 - 1m(Q)
SEC B (B2, Q1): fili, i, MafR, T3y

CNHSUTEIE: D o1

13 3 fH
RRE F

e

0, 10, 35,
120/80

AL 10

35:

120/80:

B SEEEN R T, FOUE, M i, K7, R
NEMEEMLARINEEMGL, $i28k, /48, QTe
IR DIER(R)

AR, MERE L, K> S RS, #1575 7)
KT, FE AR ), ST, AR, A
1, REL |, QTe HIFE DAL

FET A (S1): S, Rk, SR, SHI
W%, ARIEAAL/E BARLARIRE BAAL, E S8 EE)
K, bipE

SnEER B (31): FEHE, K& FdE s,
AT, I ENSL/NE EAGEANEEAGE, B 6
BT, I, e

52 A fH
il A

79

0, 10, 30, 80

aL 10

o EFEEEMK T, BOUE, MR EARL, K

A, gL, fRH

TUE(Q), A Q), IR, 24T, QTe i

P& DIEL:
gat]]

IR 2R

1): FE8E, R & FREE),

13 3 i
Ay

S

bid)

AR <4
<2 (bid)

N
A

B & EENE T, ARIENLE EAGE, R, 1
i, PRE

P G AR L, BT R I, 2%
JEPEAR AR, BRAE(L, FRARZE, BRIk
FESE, FLAPE P BV OIS

AR |, KE |, QTc MR DIER (D)
QTc MR DIEE(Q)

FEL A (RD): BRI H i, fili, B I,
T OV AR AL

4 JA[H
H R

S

0,1,3,7.5

I 1

W
I

7.5:

VLHE, B REEIK T, BIE KT, 3E
oh AR ED, M-, BEFREEIN, IEREANT, &
T, BEME, PR, M5 IR, HE
FEEE OB, BB |(Q), (K (D)
FEATE (D)

mil1EH RIVERR LR (BRAMAMEE L4 5Te) 142 61,296 $1=48.0%
[ENE I AEERER  (INS024PR-JPN-CO1 #kBR) , Hugdh[E s AR
(JNS024ER-KAJ-C02 #kf#%) K& ONEIWNEE I #HRER  (INS024ER-JPN-CO03 #kl&) |
BEH O il AR R E O Bk
{550 53 TN B 2
GV 49 &
fEHAR 41
I 37
P
=tk Yoty 7y —<RASt A RERGE




JEDI_DEV00 \ 0900fde9803dd66¢ \ 1.3\ 2013-04-09 17:52

A =l o,
IR B 54 R £E | RREMNE | RREEHT | S e P
32 T3 RIIHEE
Grinenthal
GmbH
AL Janssen Research
H 3 o A R
328 (A & Devlopmen. = T TR AR
Griinenthal
GmbH
Janssen Research
Wy %k Janssen Research & Development,
5] N I ENA Py
32.P e I&;LLléevelopment, LLC AN tHENE R AEATG & R
]
Janssen Research
32.A Z DA, & Development, |— — s [(RENE R S A A
LLC
3.3 SEXH
33 P ES N — — — — S kA T AT B G







JEDI_DEV00 \ 0900fde98042d947 \ 2.1\ 2014-01-31 15:27

intravenous and oral application

_ _ =H L .
IR B vy | RREHHN | RBERET | 1B il
42 FEBREBEE
4.2.1 ZFREHER
4211 FWAHZEEMITSHHER
In vitro studies on the receptor-, ion channel- Griinenthal YovrTr—~
4.2.1.1.1 and neurotransmitter transporter-binding e ] GmbH T2 FHERE R FEA R
profile of BN200 FE-MP9
In vitro p-opioid receptor binding studies with Griinenthal ok —~
42.1.12  |CG5503 (BN200) and its glucuronide e I Grbi TN P At ek
(GRTE1472) MP14
Influence of tramadol on neurotransmitter . Griinenthal e Arzneimittelforschung. -
; HEER
42.1.1.3 systems of the rat brain Frink MC et al 1996 GmbH s 1996; 46: 1029-36. SRR
. .. .35
E&Iﬁ;?sz;n‘xg fnfeigfjr?egs annE ci%lf e Griinenthal e
42.1.14 i PR Al A
expressing recombinant human p-opioid _ - GmbH g MP29 FHAEER
receptors
. . . . . Yok Tr—~
42115 Qp101d agoplstlc Perenles of BN.200 in the _ _ Griinenthal sk RN R ST
isolated guinea pig ileum preparation GmbH
PH375
The effect of morphine and GRT-TA 344
(CG5503) on norepinephrine (NE) and YTy
2.1.1. * 1 TN E REARE R
4.2.1.1.6 serotonin (5-HT) levels in rat ventral - _ A *PH613H FRABE R
hippocampus
Antinociception of BN200 and effect of .
naloxone on BN200 antinociception in the Griinenthal ; Tk /7 Y e e
42.1.1.7 . . o B N PR LA R
phenylquinone writhing test in mice after GmbH FE-PH380




_ _ A L .
IR B vy | RREHHN | RBERET | 1B il
Effects of naloxone and yohimbine on the Griinenthal Yot T7yr—~
42.1.1.8 analgesic efficacy of CG5503 in the ] ] GmbH 24 R A A
phenylquinone induced writhing test in mice PH600
Antinociception and duration of action of Griinenthal Yot Tr—~
4.2.1.1.9 BN200 in the tail-flick test in mice after ] I GmbH 24 AR AR
intravenous and oral application FE-PH378
Antinociception and duration of action of Griinenthal Yot T r—~
4.2.1.1.10  |BN200 in the tail-flick test in rats after ] e GmbH o+ PR A R
intraveneous and oral application FE-PH402
Antinociception of CG5503 (BN200) in the Griinenthal Yoy Tr—~
4.2.1.1.11 tail-flick test in dogs after intravenous and oral - _ GmbH ok PR A R
administration PH524
Investigation of the contribution of opioid,
noradrenergic and serotonergic mechanisms to Griinenthal Yok Tr—~
4.2.1.1.12 |the antinociceptive effect of CG5503 in the _ _ GmbH 1ok B R PR
low-intensity tail flick test after intravenous PHT775
administration in rats
Differential contribution of opioid and . . o
42.1.1.13  |noradrenergic mechanisms of tapentadol in rat | Schroder W et al 2010.5 Grgr;;r)lﬁl al S Eur ] Pain. 22 ? 10;14:814- BEER
models of nociceptive and neuropathic pain
Effects of BN200 in the hot-plate test (48°C, Griinenthal Yot Tr—~
42.1.1.14  |58°C) in mice after intravenous and - _ GmbH 4N P& R AT}
intraperitoneal application FE-PH384
Antinociception of BN200 in the tooth pulp Griinenthal Yo Tyr—~
42.1.1.15  [stimulation test in rabbits after intravenous ] ] GmbH 24 PR FEAT R
m FE-PH394

application
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Antinociceptive effects of BN200 in the Griinenthal Yot Tr—~
42.1.1.16  [formalin-test in rats after intraperitoneal _ _ GmbH {irZaN B R BE G
application FE-PH386
Effect of naloxone and yohimbine on BN200 Griinenthal Yot T7r—~
42.1.1.17  |antinociception in the formalin-test in rats after| ||| e GmbH 24 R BAligEs
intraperitoneal application PH523
Antinociception of BN200 in a model of
inflammatory pain, the paw-pressure-test Griinenthal Yoy TUyr—~
42.1.1.18 (Randall-Selitto-Test) after intravenous, _ _ GmbH s+ HEN R ZEE L
intraperitoneal, and intrathecal application in FE-PH393
rats
Effect of naloxone, yohimbine and ritanserin
on BN200 antinociception in a model of Griinenthal . e - ?—7 -
421119 . I S KPR BEBE
inflammatory pain, the paw-pressure-test GmbH FE-PH392
(Randall-Selitto-Test) in rats
and atagonism sy i the pew mison Grinenthl T T
421120 gonism study in thep I | o I T
model for post operative pain in rats after GmbH PH586
intraperitoneal application
Y . , Yo Tr—~
Antinociceptive effect of CG5503 after i.v.- _ Griinenthal e P S s
4.2.1.121 application in a rat model of acute visceral pain _ GmbH 4 /JFPHS?Q;H AR
ryperalgent ffects of COS303 afer - Grinenthal T T
4.2.1.1.22 administration in a mouse model of mustard oil _ GmbH 151 /JFPH57;:+ A ERE

induced visceral inflammatory pain
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Anti-allodynic effect of BN200 after i.p.- Griinenthal Yot Tr—~
4.2.1.1.23  |application in the rat spinal nerve ligation R e GmbH 24 AR A R
model of peripheral mononeuropathy FE-PH438
Effect of naloxone, yohimbine and ritanserin Griinenthal Yot Tr—~
42.1.124  |on the analgesic effect of CG5503 in the spinal | || |z | KGN 24 R FFA A
. . GmbH
nerve ligation model in the rat PHB&36
Isobolographic analysis of the analgesic effects
421125 of intra\%enzus CG5§O3 and intrave%lous (S)- _ _ Griinenthal s JV\/%E;{? é;; ~ STk
T pregabalin (GRTR322) in the spinal nerve GmbH " PH756 S
ligation model in the rat
Anti-allodynic effect of BN200 after i.p.- Griinenthal Yoy Tr—~
42.1.1.26 application in the Bennett model of peripheral _ _ {IZ4S P B Ealii g
GmbH
mononeuropathy FE-PH372
. . . , YovrTUr—~
Antihyperalgesic effect of CG5503 in a rat Griinenthal ; e e e
42.1.12 = ] i LN AP
! model of diabetic polyneuropathy - GmbH 7 $PH5 3fr AP
. . . , Yoy —~
Anti-allodynic effect of CG5503 in a rat model Griinenthal ; e e el
42.1.12 - e i LN FEAtE
8 of cytostatic-induced polyneuropathy _ GmbH 7 $PH 5 7;Jr AP
Report on tolerance development and cross-
tolerance after chronic i.p.-administration of Griinenthal Yot T r—~
42.1.129  |CG5503 (BN200) and the reference B 71N FEP R AT R
. . . GmbH
compounds morphine and tramadol in the tail- PH526
flick test in rats
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Analysis of tolerance development and cross- o
421130 tolerance after chronic i.p.-administration of _ _ Griinenthal st ﬂ?/;fv{q é;; ~ STk
T BN200 and reference compounds in a rat GmbH PH522 e
model of peripheral mononeuropathy
Analysis of tolerance development after
- e , Yok —~
chronic i.p.-administration of CG5503 and the _ Grinenthal . G =
4.2.1.131 reference compound morphine in a rat model of _ GmbH 15+ $P§6/%j+ AR
peripheral mononeuropathy
Determination of the inhibition constants of
CG 5503 and its metabolites in a binding assay Griinenthal Y Tr—~
42.1.1.32 | with the human p-opioid receptor (MOR) and | || |GGz e 24N FEPE B Ealii g
. . GmbH
in rat synaptosomal noradrenaline (NA) and MP28
serotonin (5-HT) uptake assays
. P . Yo Tr—~
Biochemical in vitro characterization of _ _ . s =g R
421133 | oo ] W FpvEeR FEAE R
MP23
Lack of antinociception of GRTE1472 Griinenthal Yot Tr—~
42.1.1.34 (CG5503-glucuronide) after intravenous and - _ sk PR At R
. . . GmbH
central administration in rats and mice PH517/A/1
Investigation on the effects of metabolites of Griinenthal Yot Tr—~
42.1.1.35 CG5503 in the tail-flick and writhing test in - _ mne g PR APt R
i GmbH
4.2.1.2 BIRBIFEEHER
42121 Expanded biochemical in vitro characterization _ _ - Ak ﬂf/%j{:zl;; éﬁ; ~ S

of Tapentadol (BN200, CG5503, GRTA19586)

MP49
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Evaluation of Tapentadol (BN200, CG5503, o
GRTA19586) in functional in vitro assays at ToE LTI .
42122 n ol I T RS R R
the human M1 - M5 muscarinic acetylcholine MP50
receptors
Study of BN200 (CG5503) in various receptor ok r—~
42123 binding -, neurotransmitter transporter -, _ _ - T4 AR BAliEs
enzyme - and guinea-pig colon bio - assay MP30
o . , Yok Tr—~
42124 Antltus.swe effect of BNZOO on NH3 induced _ _ Griinenthal st R R STk
cough in the rat after i.v.-application GmbH FE-PH381
. . . . Yok Tr—~v
42125 LF)cal ?naesthetlc effect of BN200 in a guinea _ _ Griinenthal st K BEGE
pig skin test GmbH FE-PH382
4213 REMHFEEHER
CG5503: Behavioural Irwin test and effect on Yot Tr—~
4.2.1.3.1 body temperature following single intravenous | ||| | | |z T o+ R FEAT A
administration in the rat SP138
Effects of BN200 on exploration activity in the Griinenthal Yo Tyr—~
42132 hole-board-test after intraperitoneal application _ _ GmbH AN FENE R SEGE
in mice m FE-PH383
The effects of BN200 on barbiturate Griinenthal Yok Tr—~
4.2.1.3.3 anaesthesia after intraperitoneal application in | || |GGz | TG GmbH sk B R SEGE
mice m FE-PH385
Effects of BN200 on motor coordination in the Griinenthal Yot T r—~
42134 rota-rod test after single intraperitoneal _ _ GmbH LIZ4 AR BE G
m PH396

application in mice
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CG5503: Evaluation of proconvulsant effect Yot Tr—~
4.2.1.3.5 following single intravenous administration in | ||| | | {iZaN B R FEA R
the rat SP139
i . Yo Tr—~
CG5503: Antagonistic effect of naloxone on _ Griinenthal o N ot
4.2.1.3.6 CG5503-induced clinical signs in the rat - GmbH 7 FEPYETR DA
TP2966
Acute toxicity of BN200 (CG5503) - Griinenthal Yoy Tr—~
42.1.3.7 Comparison of pre-treatment with naloxone, - - 24N B R ZEE R
. . GmbH
diazepam and phenobarbital TP2542
. o Yoy Tr—~
47138 BN2OO ((.3(.}500.3) emetic activity in the ferret _ _ A AR BBk
(i.p. administration)
PH749
Investigation of the effects of a single Yot Tr—~<
42.1.3.9 intraperitoneal dose of BN200 in the emesis _ _ TZAN HNEE BB
model in ferrets PH403/A/1
BN200: Investigation for antiemetic activity in Yot Tr—~
42.1.3.10  [ferrets challenged with morphine or cisplatin _ _ {iZaN KPR ZEE R
(i.p. administration) PH527
N ok —~
421311 Examl.na‘uor}l1 of thle effects of BN200 on HERG _ - st AR BEUE
potassium channels FE-SP21
BN200 (CG 5503): Evaluation of effect on ok —=
4.2.1.3.12 [cardiac action potential in isolated rabbit I e sk FEPE R R
FE-SP70

papillary muscle
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Investigation of effects of BN200 (CG5503) on Griinenthal YoeyTr—~
42.1.3.13 action potential and contraction of isolated - - GmbH {ZaN B R BE G
guinea-pig papillary muscles SP122
Investigation of effects of CG5503 on the Griinenthal Yot Tr—~
42.1.3.14  |volume-conducted electrocardiogram of - - GmbH {ZaN B R ZEE R
isolated guinea-pig hearts SP154
Chronotropic and inotropic effects of BN200 Griinenthal Yoy Tr—~
42.13.15 |onisolated guinea pig atrial and papillary I e GmbH 24N B R ZEE L
muscle preparations FE-PH379
. .. Yok Ty —~
Effect of CG5503 on vascular tone in K'- Griinenthal e e -
42.13.16 : o Zas FENE R SEER
depolarized rat aortic strips _ - GmbH SP220
4213.17 Effects of intravenous injectiqn of BNZOO on _ _ Griinenthal st ﬂ?/gﬂ{j éﬁ; ~ BEWE
blood pressure and heart rate in conscious rats GmbH
FE-PH371
Cardiohaemodynamic and respiratory effects R
of the new antinociceptive compound BN200: Griinenthal - Tk /77 A ~ S e Vs
42.13.18 : ; : e e TN FE R R
a safety pharmacological study in anaesthetized GmbH
_ FO-PH323
rabbits
BN200 (CG5503): Evaluation of the Yoy —~
42.13.19  |haemodynamic effects following intravenous | ||| | st FEPNE R PR
dosing in the anaesthetized dog SP103/A
Cardiovascular study to evaluate the effect of R -
421320 |BN200(CGS503)o0n the QT-mterval in I Y48 FENE R REA
conscious Beagle dogs during and following FE-SP35/A

intravenous infusion

JEDI_DEVO00 \ 0900fde98042d947 \ 2.1\ 2014-01-31 15:27



1T

JEDI_DEV00 \ 0900fde98042d947 \ 2.1\ 2014-01-31 15:27

_ _ B =l o,
IR B vy | RREHHN | RBERET | 1B il
Effects of intravenous BN200 against Griinenthal Yot T7yr—~
42.1.3.21 aconitine-induced arrhythmias in urethane _ _ GmbH {irZaN B R BE G
anaesthetized mice FE-PH377
Effects of BN200 on spontaneous and CO2- Griinenthal Yot T7r—~
42.1.3.22  [stimulated respiratory frequency in conscious _ _ GmbH {iZaN B R ZHEE R
rats m FE-PH389
CG5503: Evaluation of effect on respiration in Yot Tr—~
421323 |the unrestrained conscious rat following single | ||| G| T 24N B R A A A A
intravenous administration SP140
Effects of intravenous administration of the Griinenthal Yot Tr—~
42.1.3.24  [new antiociceptive compound CG5503 on _ - GmbH {243 B R ZEE R
arterial blood gases in conscious rats SP151
Development of tolerance to the respiratory Griinenthal Yoy Tr—~
4.2.1.3.25  |depressive effects of CG5503 and morphine in _ - GmbH 24N B R L5 E R
rats m SP177
. e ; Yok Tr—~
421326 Etjfect of B'NZOO on propulswe.‘, gu't motility in - _ Griinenthal Ak K BB
mice after intraperitoneal application GmbH
FE-PH391
Effect of BN200 on prostaglandin (PGE2)- Griinenthal Yoy TUr—~
4.2.1.3.27  |induced diarrhoea in mice after intraperitoneal - _ GmbH st KPR BE G
application FE-PH388
Effect of intravenous bolus injection of BN200 Griinenthal Yok yr—~
4.2.1.3.28  |on urine volume and electrolyte excretion in _ _ ré ebH st FEPA AL BEER
conscious rats m FE-PH387
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Interaction of the new antinociceptive Griinenthal Yot Tr—~

4.2.1.3.29 compound BN200 on acetylcholine-induced _ _ GmbH PN B R ZEER
contractions in isolated guinea pig ileum FE-PH390
CG5503: evaluation of effects in the traction Griinenthal Yot Tr—~

4.2.1.3.30 |[test in mice following intravenous e e GmbH s+ AR AR
administration SP166
Examination of the effects of E0001472 and Yot T r—~

42.1331 |GRT3451Z on the HERG-mediated potassium | [ | T | D | FEPE R RTATE
current SP101
Electrophysiological examination of the effects Yoy Tr—~

42.1332  |of GRT3793H on the HERG-mediated I N gk ATt ek
potassium current SP131
Investigation of effects of E0001472 on action Griinenthal Yot T7r—~

42.1.3.33  [potential and contraction of isolated guinea-pig - - GmbH {243 PR AP
papillary muscles SP144

4.2.1.4 FEHFHEWIEE ERAER

REERR L

4.2.2 EHEhiesER

4221 SFERUVNVT—L 3 VvREE

Assay validation of the determination of Griinenthal Yo T y—~

422.1.1 CG5503 base in plasma, serum and urine by | ||| | | | | GmbH st SR Eali g
HPLC PK534
Validation of analytical procedures for the Yo T y—~

42212 analysis of CG5503 in rat plasma by HPLC and ' _ _ LTS FEPNE R A
fluorescence detection PK531
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IR E 54 b $2 | REHEHN | KBS | R feEt Pl
Validation of analytical procedures for the Yoy y—~
422.13  |analysis of CG5503 in dog plasma by HPLC ' I | R At ek
and fluorescence detection PK524
S o ey —~
Assay validation of the determination of Grinenthal . v = R
4.2.2.14 CG5503 base in mouse plasma by LC-MS/MS _ _ GmbH 15+ Hl;ljg%fr AP
Assay validation of the determination of Grinenthal . Tk y7 7 - - .
42215 CG5§O3 base in rat plasma by LC-MS/MS _ _ GmbH 5+ FEPIEEEY AP
PK770
Assay validation of the determination of Grinenthal . Tor y7 7 - - -
4.2.2.16 CG5§O3 base in rabbit plasma by LC-MS/MS _ _ GmbH 15+ FEPIEEEY AP
PK1023
S L Yok Ty—~
Assay validation of the determination of Griinenthal . ol =0 e
4.2.2.17 CG5503 base in dog serum by LC-MS/MS _ _ GmbH 15 ?i?géééjjr AP AR
Assay validation of the determination of Griinenthal ‘ Yot ‘/7 7 -
422.1.8 CG5503 glucuronide in mouse plasma by LC- _ _ GmbH sk FEPE R A R
MS/MS PK834
Assay validation of the determination of Griinenthal ‘ Yot ‘/7 7= -
422.1.9 CG5503 glucuronide in rat plasma by LC- _ _ GmbH sk B R BAli g
MS/MS PK771
Assay validation of the determination of Griinenthal \ Yot ‘/7 7= -
422.1.10  [CG5503 glucuronide in rabbit plasma by LC- _ _ GmbH sk B R A R
MS/MS PK1024
Assay validation of the determination of Griinenthal \ Yoty 7 7= -
422.1.11 |CG5503 glucuronide in dog serum by LC- I e GmbH sk FEPE R A R
MS/MS PK661
4.2.2.2 RIR
CACO-2 cell transport rates of CG5503 and Griinenthal ‘ Yok ‘/7 77— -
42221 determination of active transport using HCT-8 | || | | e IS FENE R FA A
cells GmbH PK 744
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Comparative single dose pharmacokinetics of
CG5503 after intravenous and oral . Yoy Ty—~
42222 administration of CG5503 to male NMRI mice - _ Grinenthal NiZAN LN R R R
. . GmbH
- Plasma sampling versus peritoneal PK689
microdialysis
Single and repeated dose pharmacokinetics of Yoy y—~
42223  |CG5503 (BN200) after oral administration in T I | FEPEE R A
the male Wistar rat PK486
Single and repeated dose pharmacokinetics of Yo T y—~
42224  |CG5503 (BN200) after intravenous T I | R AT ek
administration in the male Wistar rat PK485
Pharmacokinetics an -proportionality of
3503 aher meavenous admiisraton of Grtmenthat | | TIEETIE
4.2.2.25 different doses to male and female Sprague - _ GmbH 7 FEPIEEEY AR
PK653
Dawley rats
Single and repeated dose pharmacokinetics of Yo T yr—~
42226  |CG5503 (BN200) after intravenous and oral T I | KPR A
administration in the male beagle dog PK483
. Yoty —~
o [emmeticcsnacoan | pm | m— o | | i |
FE-PK480
CG5503 Pilot study on bioavailability after Griinenthal Yo Ty —~
42228 repeated subcutaneous and intraperitoneal e e IS R A
. . . GmbH
administration in rats and mice TP2232
CG5503: Supplementary 4-week repeated dose Yo7 r—~
42229 (zavage) study in Wistar rats — Investigation of | ||| | ||z | KGN I AN FENE R FFA
hepatic enzyme induction TP2593
Investigations on the metabolism of CG5503 in Griinenthal . ToE ‘/7 (At .
422210 | Lot I e GbH WS Rk A A
umans and animals m
PK581K
4223 o
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['*C]-CG 5503: Quantitative whole-body Yo7y —~
4223.1 autoradiography following single intravenous _ _ l AN FENE R A A
administration (10 mg/kg) to the rat FE-PK432
Protein binding of "*C-CG5503 in serum or Griinenthal Yreryr7y—v~
42232 plasma of mice, rats, rabbits, dogs and man - _ GmbH AN FEPNE R A E A
including melanin binding PK582
Griinenthal ToE ‘/7 A SIS
42233 Distribution of tapentadol in human blood _ _ 24N FEP A BAliNEs
GmbH
PK1166
42234 E:If;?;etiio?loos;g?}zr;%zcgﬁénézss S%I;d e _ _ Griinenthal AL Al /géé;%v ST (g
B glucuronide in rats after repeated intragastric GmbH f PK6% 4 PHI R
administration of 80 mg/kg CG5503
4224 KH
Griinenthal ; Tt 7 [ BN
422.4.1  |In vitro metabolism of CG5503 R e WA KPR FAMG R
GmbH
PKN233
Evaluation of the induction potential of R A
CG5503 on the activities of CYP1A2, e e Tl
4.2.2:4.2 CYP2C9 and CYP3A4 and cytotoxic potential _ _ 4 H;?g%;q AHEEEY
of CG5503 in human hepatocytes
Evaluation of the inhibitory potential of
CG5503 on the activities of CYP1A2, Yot Ty —~
42243  |CYP2A6, CYP2C9, CYP2C19, CYP2DG6, e e WA KPR RAMG
CYP2E1 and CYP3A4 in human liver PK680
microsomes
CYP450 inhibition study with tapentadol- Yoy Tyr—~
42244 hydrochloride - IC50 determination of * _ 4N HENE R S )
CYP2B6 and CYP2CS inhibition PK1266

4225 HEit
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Mass balance of “'C-CG5503 after oral Griinenthal A
42251 ass balance o - after ora _ Y NGB A
administration to male NMRI mice - GmbH o PK58 : PO
Mass balance of "*C-CG5503 after oral Griinenthal A
42252  |vassdranceol ajerora HE | sk FEPEERY i A
administration to Sprague Dawley rats GmbH PK583
4226 EYVHBFHEYHEER (GEERK)
In vitro investigations of the potential of Griinenthal Yo T y—~
4.22.6.1 comedications to inhibit CG5503 I GmbH g5 BB Al g
glucuronidation PK681
4227 ZDMOEMBESAR
U R L
423 FHEB
4231 BEEHSSHER
BN200 Investigation of acute toxicity after Griinenthal Yot T yr—<
4.23.1.1 single oral or intravenous administration in rats st FENE R A
i GmbH
and mice TP1992
4232 REHBESHHER
) . Yo7y —~
42321 |(03393% 14 day ol (gavage) dictary 1] it HLPE R BEGH
administration preliminary study in the mouse TP2470
. Yoy yr—~
CG5503: 13-week dose range finding oral N - R o s
4.2.322 (feeding) toxicity study in the NMRI-mouse _ - 151 /JFTPZQ}PI;r BETR
.. . Yoy yr—~
42323 CG.5§O3: 13 Week oral (gavage) administration _ Sk KGR BB
toxicity study in the mouse TP2496
_ o . Yo7y —~
42324 CG5593 (BN200): 7-day palatability (feeding) _ - AL KNG BEEE
study in the rat TP2367
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. Yo T y—~
CG5503: 10-day range-finding (gavage) study _ N NG R P
42325 | [ I WS ’FTg\Ul « 49=+ BEL R
. . Yo T y—~
42326 4—W§ek oral toxicity (gavage) study with BN _ _ - Ak R =3 gk
200 in the rat TP1971
BN 200 (CG5503): Histological re- Yoy y—~
42327 examination of the brain slides of 4-week ] I I {iZa3 B R FEA R
intravenous and oral toxicity studies in the rat TP2384
. Yo T y—~
CG5503: 13-week dose range finding oral _ e LN PR
4.2.3.2.8 (feeding) toxicity study in the Wistar rat _ - 5t jFTz\jzggng SRR
11l . Yoty y—~
42329 CG5§O3. 13-week oral toxicity (gavage) study _ - T KGR BEUE
in Wistar rats TP2645
s - Yo r7y—~
423210 CG5503. 26-week oral toxicity (gavage) study _ - Ak AN S
in the rat TP2397
. . . Yoy Ty—~
423211 4 week intravenous toxicity study with BN 200 _ _ - AL KGR =3 gk
in the rat TP1966
) . . Yoo r7y—~
423212 CG5503: 14 day c.C)qqnuous 1nFravenous and _ _ A *EN G BEGE
subcutaneous feasibility study in rats TP2471
BN 193/BN 200/BN 210 Two week toxicity Griinenthal Yoty —~
423.2.13 |[study in beagle dogs after daily oral * _ GmbH Z4N FENE R BEE R
administration m TP1993
. . Yot Ty —~
493014 BN200 (CG5503): Dose-range finding oral _ _ - Hash FENE R SE G R

(gavage) study in the dog

TP2406
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423215 CG.5§O3 (BNZ.OO). 13-week oral (gavage) _ _ - Ak *N G =1 gk
toxicity study in the dog TP2415
) - Yo7y —~
423216 ;?S:(()jﬁ:)éSZ—week oral (gavage) toxicity study _ _ - ik AN =7k
TP2441
. Yoy y—~
CG5503: Dose-range finding intravenous _ . PR S v
4.2.3.2.17 toxicity study with BN-200 in the dog - - st ’JFTPIEJ;Jr BERHM
. .. . Yo 7 yr—~
423218 i;‘iv;:l; ;r;travenous toxicity study with BN200 _ _ - sk FENE R P
TP1968
CG5503: Maximum repeatable dose Yot Ty —~
423219  |(subcutaneous injection) toxicity study in the | ||| | | I sk HEP AR SEE R
do TP2564
g
CG5503: Tolerability of repeated subcutaneous S S
administrations (twice daily) in Beagle dogs Griinenthal ; - /7 7z S
423220 . . I WS Rk BE Lk
over a treatment period of 3 months - pilot GmbH TP2455
toxicity study with concomitant toxicokinetics
CG5503: 13-week repeatable dose Yok T y—~
423221 [(subcutaneous injection) toxicity study in the I sk FEPE B P R
do TP2559
g
Pilot study on the toxicokinetics and the R
toxicity of CG5503 after repeated intravenous . Tk e A .
423222 o0 ] TN NG R BELEE
and oral administration to cynomolgus TP2316
monkeys
Pharmacokinetic evaluation of concentrations Griinenthal Yot Ty —~
423.2.23 derived from toxicological studies of CG5503 _ - GmbH 24 HPE R A
PK607

in rats and dogs

4.2.3.3 BinEHRER

4.2.3.3.1 In Vitro iXER

JEDI_DEVO00 \ 0900fde98042d947 \ 2.1\ 2014-01-31 15:27



67T

JEDI_DEV00 \ 0900fde98042d947 \ 2.1\ 2014-01-31 15:27

- - SR T R
IR B vy | RREHHN | RBERET | 1B il
. . L . Yot o7 yp—~
42331 [Simonellatyphimurium and Escherichia coll | Py L R
v U yw TP1990
Chromosome aberration assay in Chinese YT 7w
Yy e AT =5 08
4.2.3.3.12 hamster V79 cells in vitro with BN 200 _ - 35t FEPR A R
TP1976
. ) . ) Yok T y—~
423313 Invitro chromosome; aberration test in Chinese _ Ak KPR =7k
hamster V79 cells with BN200
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Chromosome aberration assay in bone marr YTy
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TP2009
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administration oncogenicity study in the mouse TP2518
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study in the rat TP2418
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CG5503: Preliminary study for tolerability in Yo T y—~
42.3.5.2.1 |pregnant rats by twice daily oral (gavage) _ _ - 24N B R BE G
administration TP2767
Examination of the influence of BN-200 on the Yoy —~
4.2.3.5.2.2 |pregnant rat and the fetuses by intravenous I TS R A A
administration - embryotoxicity study- TP2060
14-day dose-range-finding study to determine
the dose levels for an examination of the Yoy y—~
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the fetus by subcutaneous administration twice TP2465
daily
Study of embryo-fetal development in rats with Yok T yr—~
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administration TP2510
CG5503:14-day dose-range-finding study to
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the influence of BN-200 in the pregnant rabbit TP2061
and the fetus by intravenous administration
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14-day dose-range-finding study to determine
the dose levels for an examination of the Yot T r—~

423527 |influence of CG5503 on the pregnant rabbit | ||| GGG {ZaN B R ZEER
and the fetus by subcutaneous administration TP2464
twice daily
Study of embryo-fetal development in rabbits Yoy y—~

423528 |with CG5503 (BN200) by subcutaneous I e S KR AT 2 R
administration TP2511

42353 HAERIRUHAROREW VIZBAOEEECBIT HHAR

CG5503: Combined prelimi tudy fi
effcts on pre- and post-natal development and Tk T

423531 |7 conORPIenanep ceve op I S PR BEGE
juvenile toxicity by once/twice daily oral TP2772
(gavage) administration in rats
CG5503: Study for effects on pre- and post- Yok T y—~

423532 |natal development by twice daily oral (cavage) | [ KGN || B {iZaS B R FEAT R
administration to rats TP2834
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Naloxone precipitated withdrawal jumping in Griinenthal Yo T y—~
42.3.74.1 |[the mouse after repeated intraperitoneal _ GmbH {ZaN B R BE G
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Naloxone precipitated withdrawal jumping in Griinenthal Yoy y—~
4.2.3.74.2  |the mouse at different time points after pre- I GmbH s+ B R ZEE R
treatment with CG5503 (BN 200) PH542
Evaluation of the physical dependence
otential in the naloxone-precipitated and non-
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423743 e ] HEA FEP R BEER
subcutaneous administration in the rat - PH543
Comparison of CG5503 (BN 200) with
morphine
Effects of BN 200 in conditioned place Griinenthal Yot Ty —~
4.2.3.74.4 |preference, and antagonism by naloxone, after * GmbH (4N FEPNE ZEER
1.p. application in rats PH495
C . . ; Yoy —~
423745 Dlscrlmm'atlve stgnylus .effects of CG5503 in Griinenthal oy N BEEE
rats after i.p. administration GmbH
PH532
Evaluation of CG 5503 (BN 200, GCR 9801) Yoy y—~
423.74.6 [for antinociceptive activity and abuse potential | ||| | ||l sk FEPE R S G
in the rhesus monkey PH397
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Brainstem mechanisms of pain modulation:
Anatomy and physiology. In: Opioids 11, Herz B EE R L ONBE T
43.1.1 A, Akil H, Simon EJ (editors), Handbook of Fields HL et al — — — = —
Experimental Pharmacology 1993; 104/11: 3- 2.6.2.81)
20, Springer Verlag Berlin Heidelberg.
Mechanisms for the anti-nociceptive actions of \ .
TEEH NE
4312 the descending noradrenergic and serotonergic | Yoshimura M _ _ _ Ferie Eﬁ%g U\ SEX N
o systems in the spinal cord. J. Pharmacol. Sci. etal 2628 2')
2006; 101: 107-17.
Comprehensive observational assessment: la. A
systematic, quantitative procedure for assessing B EE R L OB E T
43.13 the behavioral and physiologic state of the Irwin S. - - - &5 -
mouse. Psychopharmacologia. 1968; 13: 222- 2.6.2.83)

57.




ve

- - ESY T
I R 54 | KRN | MRS | BN i il

The autonomic system and its role in —— e
controlling body functions. In: Mountcastle ) ) Heie ”%F}% UBHX

4314 . . . th Koizumi K et al - - - R - —
VB, editor. Medical Physiology. 14" ed. St. 2.6.2.8 4)
Louis, Mo: Mosby; 1980. p. 893-922.
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on CNS, 5.1.1 Acute action profile and toxicity 2.62.85)
in the mouse and rat] T
Strattera (Atomoxetine Hydrochloride) . .
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Capsules. FDA Drug Approval Package. e ”%ﬁ%@ BEX

43.1.6 : o - - - - WA 7 —
Pharmacology Review. Application No. 21- 2.6.2.8 6)
411. o
Unexceptional seizure potential of tramadol or BHEER S LIS E L

4.3.1.7 its enantiomers or metabolites in mice. J Raffa RB et al — — — BRE 5 -
Pharmacol Exp Ther. 2008; 325: 500-6. 2.6.287)
Pharmacological and neurochemical
characterization of the involvement of ToRIER 5 R OBE L

4.3.1.8 hippocampal adrenoreceptor subtypes in the Clinckers R et al — — — BRE 5 -
modulation of acute limbic seizures. J 2.6.2.88)
Neurochemistry. 2010; 115: 1595-607.
Is elevated norepinephrine an etiological factor BHEHEE S L OB E T

4.3.19 in some cases of epilepsy? Seizure. 2010; 19: Fitzgerald PJ — — — BRE 5 -
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The role of norepinephrine in epilepsy: from BREE R L OB E T
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Rev. 2004; 28: 507-24. 2.6.2.8 11)
The effects of chronic norepinephrine . - .
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susceptibility in mice. 262.812)
Neuropsychopharmacology. 2006; 31: 730-8. T
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Genetic deletion of the norepn@phrme . Kaminski RM YeEk E%‘é 77—]5'1()\ S
4.3.1.13 transporter decreases vulnerability to seizures. et al — — — R -
Neurosci Lett. 2005; 382: 51-5. 2.6.2.8 13)
Hemodynamic effects of GI 87084B, an ultra- . o .
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43114 short acting p-opioid analgesic, in anesthetized James MK et al _ _ _ ik B -
o dogs. J. Pharmacol. Exp. Ther. 1992; 263: 84- )
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91.
4.3.2 EhEResER
Correlation between oral drug absorption in
humans and apparent drug permeability Artursson P BHEHEE S L OB E T
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Guidance for industry. Statistical aspects of the
design, analysis, and interpretation of chronic BHRIEE 2 L OB E T
rodent carcinogenicity studies of _ _ _ R 5 _
4.3.3.1 pharmaceuticals (draft) U.S. Department of CDER 2.6.6.111)
Health and Human Services Food and Drug 24.6 12)
Administration. May 2001.
Opinion of the Scientific Panel on Food
Additives, Flavourings, Processing Aids and . .
S . HE S S
Materials in Contact with Food on a request ek ”%ﬁ%gu BX
4332 from the Commission related to an application EFSA — - - 26611 '2) -
on the use of polyethylene glycol (PEG) as a 2 4 6 14)
film coating agent for use in food supplement o
products. The EFSA Journal 2006; 414: 1-22.
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SR 12007, ~ 27 o a—L | AR SR Pl 5 M 0555
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The absorption and excretion of the solid Pl A 5 K OB X
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The toxicology of the polyethylene glycols. J ek ,\ﬁggi} B
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2.4.618)
; « ; " CHE 5 M OB
B, WSS D HLRS FLHE O —5 2 SE 3 (12 A 94 1= i %ﬁ%go o
4.3.3.12 HDIFIZONT. R H27 A BRLERE |/ s - - - 26.6.1112) N
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4.3.3.13 antagonists in anaesthesia. Drug Safety 1998; Bowdle TA — — — 26.6.11 1'3) -
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Mechanistic data and risk assessment of B ,\ﬁi{j‘(%%@ aX
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Formulation (TRF) Tablets Relative to One 50-
mg Extended-Release TRF Tablet in Healthy
Japanese Male Subjects
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5.3 FRRREERERES
53.1 HSYERIFHEBRBESE
5311 NAAFRLSEVT 4 (BA) RERHESE
A single-centre, single-dose, open, four period,
randomised cross-over study in 20 male Yoty rvy—~
subjects to determine the absolute _ l 5 FENE R S
53111 bioavailability and the effect of food on the 3 L AR 5 Cael
bioavailability of CG5503 SR (Slow Release) HP5503/08
film-coated tablets
Determination of the absolute bioavailability
and the effect of food on the bloa.\/allablllty' of Yoy Ty ——
CG5503, a central acting analgesic drug, with a KR
53.1.1.2 standardised continental breakfast in an open ‘ - AN =i %éf%._ ) SEGE
three-period cross-over study (40 mg i.v. and (FA12) DHP 5503/ 04
100 mg p.o. fasted state versus 100 mg p.o. fed
state) in 24 male subjects
5.3.1.2 HEBASBREULEYFHIFEENE (BE) HBRHBEE
A Single-Dose, Open-Label, Randomized,
TWO-Way Crossover Study to Agsess the Yoty Ty
Bioequivalence of Tapentadol Given as Two - KGR
- i ¥ B - E Py
53.1.2.1 25-mg Extended-Release Tamper-Resistant * - CKIE) st S RAh B Ak

R333133-PAI-1062




[43

R ES 54 F5 | RREMEHE | RREGET | S5 B ?"f;éﬁﬁg‘*lﬂ'
A Single-Dose, Open-Label, Randomized,
Two-Way Crossover Study to Assess the N .
Bioequivalence of Tapentadol Given as Two - ‘ T /;E{I;J é ; ~ -
53.1.22 50-mg Extended-Release Tamper-Resistant * - CK ) AN kR %’é‘/;% : FEAT R
Formulation (TRF) Tablets Relative to One R333133-PAL-1063
100-mg Extended-Release TRF Tablet in
Healthy Japanese Male Subjects
A Randomized, Open-Label, Bioequivalence J&JPRD Clinical Al /;i[;] {;;%7
Study to Compare a CG5503 Immediate- Pharmacology | ... s o -
53.1.2.3 ; T - . st AR5 B G
Release (IR) Capsule With the to-be-Marketed Un{t R333133-PAI-1016:
CG5503 IR Tablet in Healthy Subjects (¥ —) HP5503/24 ’
A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess Yoy Ty—~
Bioequivalence of a New Tapentadol _ &R
53.1.2.4 Extended-Release (TRF) 50-mg Tablet With * - CKIE) st AR ZEER
Respect to a Tapentadol Extended-Release R333133-PAI-1059;
(PR2) 50-mg Tablet Under Fasted HP5503/82
Conditions in Healthy Subjects
A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess Yoy y—~
Bioequivalence of a New Tapentadol _ B R
53.1.25 Extended-Release (TRF) 100-mg Tablet * - CKIE) st AR ZEER
With Respect to a Tapentadol Extended- R333133-PAI-1060;
Release (PR2) 100-mg Tablet Under Fasted HP5503/83

Conditions in Healthy Subjects
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5.3.1.2.6 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess Yoty T7y—v
Bioequivalence of a New Tapentadol L] FENE R
Extended-Release (TRF) 150-mg Tablet * CKIE) AN AR SEE R
With Respect to a Tapentadol Extended- R333133-PAI-1057;
Release (PR2) 150-mg Tablet Under Fasted HP5503/80
Conditions in Healthy Subjects

5.3.1.2.7 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess Yoty —v
Bioequivalence of a New Tapentadol L] FENE R
Extended-Release (TRF) 200-mg Tablet * CKIE) AN AR SEE R
With Respect to a Tapentadol Extended- R333133-PAI-1058;
Release (PR2) 200-mg Tablet Under Fasted HP5503/81
Conditions in Healthy Subjects

53.1.238 A Single-Dose, Open-Label, Randomized, 2-
Way Crossover Pivotal Study to Assess Yoty —v
Bioequivalence of a New Tapentadol L] FENE R
Extended-Release (TRF) 250-mg Tablet * CKIE) AN AR SEE R
With Respect to a Tapentadol Extended- R333133-PAI-1061;
Release (PR2) 250-mg Tablet Under Fasted HP5503/84
Conditions in Healthy Subjects

5.3.1.2.9 A Single-Dose Study to Evaluate the
Relative Bioavailability of a 100-mg Yooy —~
Tamper-Resistant Prolonged-Release FEREE
Formulation (TRF) of Tapentadol With * AN AR FEA R
Respect to the PR1 Prolonged-Release 100- CKIE) R333133-PAI-1053;
mg Tablet Formulation Under Fasted HP5503/64

Conditions in Japanese Healthy Subjects
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53.1.2.11 A Single-Dose, Open-Label, Randomized, 3-
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a Tapentadol Extended-Release (PR2) 250- ] )
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Tablet Under Fasted Condition in Healthy
Subjects
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2t aekize L I
53.1.4 4YEHERUVEBLPHITERFARES
Assay validation of the determination of Griinenthal Yoy T 7—~
53.14.1 CG5503 base in plasma, serum and urine by * e GmbrIL—lI (e kot st FENE R AT Ak
HPLC R 5 PK534
Validation of a method for the determination of] Yo T yr—~
53.1.4.2 tapentadol and tapentadol glucuronide in - I LIS AR AR

human serum samples.
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human serum. . . AR 7« BAS25
amendment 2: Preclinical
_ Development
Beerse site
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Johnson &
Johnson
Pharmaceutical
Validation (partial) of an high t.hropghput LC- FElHE B Research & kLT
53145 MS/MS method for the determination of JNJ- _ Development, st N LA
26120211 (R331333) and INJ-27646138 amendment| : Global VT ESs . BA1427 B
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Development
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in human serum by LC-MS/MS.
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