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JNSO013 1.5 2 U358 AL o0 et Ko OFBA 58 D i
BS—Ex
W 5 ST AR b4 33— R DS
(1RS,2RS)-2-
T~ F— UMt | [(Dimethylamino)methyl] i
(TRAM) -1-(3-methoxyphenyl) s
cyclohexanol hydrochloride
CH;0
(1RS,2RS)-2- b T~ F—1
[(Dimethylamino)methyl] N
Ml DOIEME
-1-(3-hydroxyphenyl) e
cyclohexanol 7)
N-Acetyl-p-aminophenol
TR 7=y | (AARERHIEA - -
(APAP) N-(4-Hydroxyphenyl) -
acetamide)

s 5 S XIS AR

BB O

COD

codeine phosphate (=17 A > U VR

COX cyclooxygenase (7 1A% 4 ) —+)

CYP cytochrome P450 (5 k7 71— P450)

FDA Food and Drug Administration (5555 CKIE) )

IASP the International Association for the Study of Pain ([E B/ 72>

IBF ibuprophen (f 7717 x )

IND investigational new drug (755 1)

J&JPRD Fk R.W. Johnson Pharmaceutical Research Institute (¥ Johnson & Johnson Pharmaceutical
Research and Development L.L.C.)

JP t Janssen Pharmaceutical K.K. (vt 7 7 —<EH)

NSAIDs nonsteroidal anti-inflammatory drugs (327 12 A FPEHIRIES)

SPID sum of pain intensity difference (i A D FRE DAL DOFEFN)

tmax time to reach the maximum plasma concentration (i 4 Iff S5 35 FE 1) 3205 [])

TRAM; tramadol free base ( ~ 7~ F—/LOIFEENE )

JEDI_DEV00 \ 0900fde9802f9a98 \ 4.9 1 2010-12-24 21:19



JEDI_DEV00 \ 0900fde9802f9a98 \ 4.9 | 2010-12-24 21:19

JNSO013 1.5 B2 ST 38 Lo RR e K OB 78 O #fi

1.5 ERXEIEFROEBZRURROER

1.5.1 BESOERRVESEFAZEOEHN

FZ 2oty MECEEE (LAF, AAD) X 1EEPIZ R T~ F—L R (BLF, TRAM) 37.5mg
BT b7/ 7= (LUF, APAP) 325mg 2547 A HIEHRMABAAITH D,

TRAM (X, KA 7 Griinenthal GmbH (Z X ¥ BHFE S 7= IEEED PARMEERIE TH Y, HHKIZ
BWT A A FEREEICERTL L LHIT, T/ 7 3 VHRARBBEMERIC X > CHHE)
RARTEEZLNATHS DD Y Y WA ClE, Griinenthal GmbH A3 KA 12T 1977 4RI S
K OEAL, 1981 FEICRR O A A2 FNEndEse L, £0O%, #048OXKETORZEHE% R.W. Johnson
Pharmaceutical Research Institute (¥ Johnson & Johnson Pharmaceutical Research and Development
LL.C. LAF, J&IPRD#E) 1T A2 A7 7 b Uiz, KETIL J&IPRD #EiZ X 0 BEFE 3 HE 6D &
AU, 1995 EICR AAMKR Sz, TRAM X, BIfEE TR 100 77 [ET TAIZEIT 5
HENORRMEOEIFOE ] Z3hEE L L TR AAIRCIERAIN AR - IFES TV 5, AT
BT TRAM (E, 1978 4|2 [FRlyRHAR b ONIRIEIC B % 80 « K HERE, #itk) OMRETHE
WA (B4 0 b7 ~—A%E 100) 23558 SN2, BROANSDOUVTIE 2009 4 10 A BLAEATR
ENR T,

APAP (37 =V VR DRASTHIR T, 1890 FEAIZH O THEIRIE A S 4L, 1940 4EARCLARE, 87
B PR OBV R OB OFIRIER I T DRI L LTI S TWaD, fERF & LTIER
W a5 0, MoIEAT oA FHEFRIEK (LLF, NSAIDs) L7220, KffToyv s n
FH¥ T —¥ (LLF, COX) FEMEMIZIEC Y, FICTHHERR CEM LT8R L RT
EEZBNTND, £, TRV &L, FA¥EOERHREENIZRET 07 7 A VER
T A TERENTVD APAP OZREX [ (1) S8%6, HIH, JEMGEMEEhROR, BWE, A
i, FTESE, MW, ARUW, Odm, SAIC K DR, R, EHARROEW, Q) T
FEHB OB - S - Sk ERGER (BMREIXREZMN S A EAEREEGT) ,  3) NEE
IR BT DR - 8 L2 IThbTlio TV 5,

TRAM [ZHEN 78RR Z R L, WA TIEROAABNA SN TS, TRAM A EA A R
SEESNTEY, EFAKE (Wb oiid ed 4 F) (IR 55 m), R, mEkt,
BWELA L Vo BRIV 2N b 00 ) AEEFRICEDS - EH, DEVEOTIREOAEFE
GRS SRINT 5 Y . £, BROAITIIHRRERE CICHMZET 52 L05, HAMENY
FFCERV, —J, APAPIIROKENOLHRFBEHRE THRENEOD, M55 DIFHRBFLH
TEMG (IR K0 236K Y ) |, FEIARSEE D T2 DICITEE ORGSR LB L e
Do

AHNE, Zhb 200K %2EAT 5 Z LT, TRAM £ OFIOFAME: 512 b L CECM 7R 800
BRDFEBLE APAP O BB 52 U TR R EM 2R L, EEBORRLERBEFIZLY
BRSIR AR T 5 2 L0 5, FBUEFFCEIRIER D SRR MR BRI LT, A< AL B
O L LTRSS, £z, WA CEREH ST\ 5 TRAM SR O#| & i L7288, K
AL APAP DELAIZ L »T TRAM OFEERZR A 200 b FAEOHEIRMRBHF LN LT,
TRAM ([ZERT 5 F EA A FICRHEA R AEFREZEBTE 5 2 & B3 OBRARRBREIC LV
RS Tn5d,
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152 EEAROTRKEXFOBELEDMESR T

1.5.2.1 2HER

BPEFIRIE, 1994 SEDEBYELIRSS (LT, TASP) 2B W TIE, MRS R 5@ oW
22 TR DoiA ) LR TS 'Y EBMEERRIL, IR A ORIR A% X
IIRIEBRE SN B L ERGFT DA, HBIK L2 2EOIRIEEHE LW - DIk T 2 A % 16
LTEY, i@ ok B &, failed back syndrome %78, % (21X A EMEBIEIE S
B ) v~ FERSEEShD D,

AFIZBNTIE, EFROERICE U7 BHEEIRIZ O W T ORES RIEFRE DT — Z 137203,
AR © A% 2004 A2 L7z, 4Ffi, M, HUIRO AR - TT7 ¥ Al L7z 2E O 3
TNZEXNG LT LB ACET 24 0 —Xy NTORBEHEDT — 21305, MLl
HTIE, BERGLNT 18,300 4128 DB RIEADRARIL 134% THY, ZOZLhbH
AFN BT DABPERY 2095 A DARA FHATHK 1,700 TN EHERI STV D, E7-, WADERIE,
PB4 DFFE T E AV TR 48.9% & e b 2 <, RVCHTE - Ao, BIfZ - ZRERIE
iE, HERIRA~ V=T TH Y, EREEICTREEZZT QW IHEAOZBEIL, BEARN
450% Lk b S hol-t EhTng 2,

FEIRIE, BRRMICAD &, & L TREZAERN D ORNRAS %&£ 2 R ESZARIEAE & iR %R
DIREOMERER T IR 2 MR IS D, EBEOWREL L COXmE »RET
HZ 6%, RREBIZLYWEPEET 2EGITkA THLH, ERMEORBE L 518
PRI OIEBNC IO TIE, X 1.5-1" #RORT L 91, ZhOWEMNEROMIZI > 272 X0
DERBFER P HERE U CORMER A MNb > T, MANRHE KT EALNATWS, ThbbiBME
ICBWTIE, ZNH 3 OERBMEL OFE, BE, REEICX > THICEL L CHEMELRWR
AR LTI bDLEZ NS DY |

X 1.5-1 BAHDIREIC L 748

ZO X D MR RSB E LT BB OWRFRICES LT, EPFHECHR T ey 70
fih, FEXREOWBRGE, WEWEE, RFHE, LBEFHES, ZHENOOT 7 a—F i i
LITWD, Fiz, Ftike LT, SURIEOMIZESITEED TV R WS SUHMBIER %2
A28y (PUEHEEE, JUTAPAISE) |, K - #hRAEE (519 23, PiARLedsE) i
LOPFHEEEM T TS,

[BMEIIR O P THIREZ AR ORFERE N E END, BREEEESDE « BEEiERIC0E
I PROEEITHB\OTIE, HEIMTIL APAP A —BIRIE L LGRS TR0 D97 | fhics
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TuXxtky, A7 7avxy, Va7t G MU TLEDNSAIDs BMEH ST S, L
L7236, APAPIZOWTIE, WAV CTOERBANCI T 5 M EHEE 1 [E] 650~1000 mg T 4~6
REZ L, 1 H4000mg £TEENTWAHDIZX L, ENTORRHED LR 1[E 500 mg, 1
H 1500 mg &K< BESNTEY, ZOREHMETIISHHESR T+ ET8ERHS 0 Y
00 FE7e, B LEORITK LTI, NSAIDs RETHHIBIEEO 2 TR H R S HAE b
RN EHE, BT NSAIDs THEIFZIR R H - ThH, HEPLUD AEDOH LR ORNER 3
JE & 7o THREGEIREEZS5A CRET 1AERMIC NSAIDs 285 S 2 B8 ) &~ F TR
JEABE 1,300 T4 0 95, NSAIDs (2B U 7= [ IR L 5 ABEAs 107,000 44, 6 U< FELEA
16,500 41 & DHEFHIE B 5 2V ) R0, WHERRBRT A8 U RO A - BEESE R H - T
NSAIDs 23 & X2 B R VWEE L H 5,

—5C, RIS AR OB PRI M PR R MR | AR TR S 2 AR M OB MRV Lkt
L TIE, NSAIDs % E A ENRER SR, AFTBW T, RRIEIE R AR 16 2 G
EFRFOV I V=T UA N AERERKIEL GRS ARA (/A1 b v rgE) DAMNIREHED
Ter L7383 72 <, B E LTERED ONTWARNLEDOD, HARUF R0 =BRH D D3R%E
O HF AR IED T L ORI & ShvTunb,

APAP, NSAIDs, /A 1 b & GELSMIAFRIZIB W TR SN TV HE A e e 8Um3E & L
TIX, EAERERE, 7 F=n 7@, aTA ) Uil (LUF, COD) % & F
KN b, EFAMKIL, ZoOmAORERENND, F& L THAMERE KRG D &EE R
FER ST E N, ITHFETIE, BWMREE, BIHE, SRHERTES OIENRAMEDOBMELTE
2T A OBKNERSREINTEY, KETIEZ2009 42 AlcA 44 FERIEKICED
1 1E 72 JEDS AR MR E B O 1= DIEHET 4 K Z A > (Opioid Treatment Guidelines — Clinical
Guidelines for the Use of Chronic Opioid Therapy in Chronic Noncancer Pain —) & AF EHTW15 2 |
LirL, AFIZIIT 5 ERAEOBRAKEMICBE LT, 44 N ORIERSCIEMKT L
W o e BRME~DOBRE, BEREAFEZROOND ZE~DEDL X, ERIOHH) a6 i
BRAE, BRI 5 BEREIEDRIBNR T T 4 T A A—VEOT%, $HHEE L TOIEYA
2155 2 &<, WEFPILHIPHOEIEICHE A SN D ITIEE - TW R,

—J, TRAMIX, 994 A4 FIZHBENLIEMIEOEIRIETH Y, WS CIEA AR (Xt
T %5 WHO ZBEBEERIE 7 &4 — BB 5 T 4 —2 IChif@ i Hh 2, APAP X° NSAIDs %0 3
FEFA FETHETIIMZ SN WEREORAIZHEH SN 5 TH S, TRAM IZER I
2 &SR IERIZSW b O D, ZaMdm < EMIRIFO Y 27 MRV, 72, TRAM idp A K
A FICxt 3 2 EHOMIC ZBRRI ) SEROEME AT 52 Lind, MREEELEZ &
Bz 2R RIRNC X BEIRIC R L TR CE 238 Tdh B, 2003 420 Dworkin 5 Y 182004
40> Namaka & 2 [ X A1EHT AT Y XL T, TRAM [ZAREEEMEARE (23T 5 R E A 1A%
FO—DL LTURINTEY, 2007412 IASP (EBYETH ) 7 bIgE I iniiEsHz B v
Th, —EORI CHRRREE MR I 55 BIREE L LCoEABM RS TnD 2, L
MU G, ARFIZBWT TRAM IE, #FEAOAIEOEIZE Lo RANELS, AKEINTWDHIE
SN D IESAE B HY AAERIR & RIERRIZIR O TS,

L ED X9 72kt 1 0 ARFANE, NSAIDs & 15272 5 1E T Chli 2 OB MEEmiER 26 LT
PURANE AR L, ERABEICI L TReticBi 28an D EMICH A ATRET, MolE



JNSO013 1.5 L J S 128 R ok ke M ORBR 8 O i

FEHL CORRO A R2IRFRIRE L LT, ARICKT DER=— X 2= # A Th o L&
Aoib,

15.22 IREKRER

W, HEHCRBW TR GEBEICITDAS/NFERITH Y, 8020 HEEMHOME " 12k 5 L |
RN 2E THEE N D KAEOEITH 1,460 HARLEHEF SN TWD, O ERFINIZ, hE
D 2% E b2 <, RWT il 32%, BT 11%DIHTH %,

P IE, #HE O A TR/l O, FHRERRE R Otk O K 5 12 HIBRRO
R EIFEDRIEDSNFHEEZ LD REDNH D, FAITIE, HREEOHEILLE DL
EBEL, —EOHIMEZET TIARTOMITT 20086 Th 503, —EIZEEOE ORI
TonsZ bbb, WRERICHBOTIE, 20k 5 225 EHOE R 23 Ll A TSR
FOMRELEBOERKE 21T I HETH, BEIIORLEICTRET 2008 — K TH S,
L, ARHVRIIC K 5 @O A Fife T 2 wRetEe, ik LIEo<FBLTHE RITA Y
iy NEOWEREAE D BEEER R RBT 2 /RS S 5720, ROEREH 230 IS HEBL L,
LEAROME I T & 2406520 L -8R kD b hTun g,

AIBIZ I TR O BRI 2 3k L LTIE, EE LTAPAPRSRF Y 7
crF RNITA, VraTdaFrFRY A, o) FTH AEEO NSAIDs WSS R, F
Ot (PR PR OIS 2 FF O3, B HE L) OAThHD, APAPIL, [HEHER%E O
IR OIS CHRBEINTEY, #ONRRIEHE (88, MR 5% O mE+H APAP JE O
tmax : 0.43~0.46 B[] 7)) THRDIH LR 0 B350 b, LB BB A KIE T TREM:
MMEL, BRIMEHTE 23 E L THRBBRIEHIZEH SN Tnb, T, @A (0.6~
1.0 g/[A]) @ APAP 73 FHs R B it # OFFERICA R E o@mE bR ShTns ¥,

b LBy, BIED L Z AWPHE CHEM ©& 28R EOMEIIR S TR Y, Hbokh 0
Ko oD% fg P T O BEFTIZ K0 55 B DEIR B T W S D 555001 1% DGRV VI 7 % 11 5 Bl(EE
WE~OIE L LT, HARLHERERENRDOENTND, 20X ) RBUKNS, TRAM &
APAP OBLEIZ KV 72 S R BL & Rt 22 E A SR C & HARANE, AIICB T D ER=
— A& THATHL B2 6ND,
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163 FEORRE

1.5.3.1 BMIE T HRARDORERE

J&JIPRD fhi, AANOEGRBAFEIZENL D, Tiistit & LT 1990 45 X 0 Pl #7408 ST AR
FATEI R 2 %14 & L7= TRAM KO APAP Ol #¢ 5-0f & WAl E: 5500 7" Z 1 Rt I T S E f
HEGAER (2 CARBRN O CBRER) Z1T-o7-, ZORRERE X, J&IPRD i, 1996
-3 AICKE FDA ~AK| D IND HEEE1TVY, A4 X 0 ARHKI O BRR RS % Bl s L 7.

AL, WM BWTIHA SN TS TRAM B AAI O & (R & & LT 1[E 50~100 mg
A~6W5] &, 1 H 400 mg £C) RO RHEISS & L THRSITWAD APAP @ F: 72 5|
W2k A IR (325~500mg $E4 1 [A] 2 82 T 4~6 Wi &, 1 H 4000mg £T) &% &2, L
DTk BRLZ D% I F2Mi L7~ TRAMAP-ANAG-007 i8R (Bt x4 L Li- “EHERL
BERER) OS2 L BT, 18EH7- 0D TRAM 37.5 mg, APAP 325 mg % &4 % Al &
LTt Siz, 72k, WS ORWHEIIRIIR T 2 B 2 W Toifr OFE R, AAIERG#O
1A SR B RE & SR 1R A BIME DGR 8 B, B OFEBL L Fiel2 B LT TRAM & APAP @
R 2 BN HER STV D,

Z D%, J&IPRD thi%, EEMERE 205 & U2 KmEhiesksh 4 8, k%O iBE 2 x4
L7 HEEREERER 6 B (O b 1 RBRIIT— B EoBEBIc X v ik L, T
BT, AR SUIERAE O IER BT 2515 & Uz R SR Hiask 2 308, I 3%
FEMEBIEIE (20 D PO R 2 3t g & U7z —H BRI 3 B R OFE B Mmai 2 8k (9
H 1 RBRIE T HE R O O 5aER) AN LTz, FORER, AHNTHRK R 5%
HRBRAB U T, YOPUAE L2 LB Y TRAM HAI X VD 002 BUE R OB L APAP B
Al X0 HFEHGEZRER 2R THAICTH 5 Z &R S, TRAM KON APAP Z Bl &7 2 0%
AES I, AR, ERAEBEHE-CHEREIC X DB 2 AT 2 BF Ik L TEFETH
% APAP/COD il A HIeA 77 1 7 = 2 200 mg X FIEREOE#IRHEN/BO LN, ZhbDZ
EMBARKIL, TRAMBROA] L [FERIC THEEN L6 EOEEOE R 123 L TH» SR
RRIEF L EZEZ ST, J&IPRD fE, Lo TR % & te it OB % KT — & 3
= LT, 1999458 H 31 BT T FDA [ZHGRH G 21T~ 7=,

AFNOFAIBIRIZIUT, J&IPRD #hiX FDA XV, FIMICkT 2 5 LGBt OZEAL D 1= %,
FEHH U 72 BRI AT 2> B IX AR OIS DA D KRB ARETH H 2 &, 1BMIR OSSO
T OIZILEMRRALE THDH Z EolEL T, AUV KETIE TEaMEmIcH+ 54
WM (5 HREILAF) &R & ORhRE - Zh5RI2T 2001 4E 8 H 15 HAFTHRRBENTZ, £DH% b
J&JPRD #Li%, (B MEFNE O ISBINIZ DWW T FDA & Oz b =6 O 0, FefrZ I FrF
L DOIRE VDO KETORERGZMET HI2E -7,

—07, BRINTIE, KEEF CEET —2 /8y r—2 % D CRGRBHGE LIRS 5, 200244 1 5
Aft, 77 AT [HREEEED S @ E OFIRIERIC X BI85 O%hEE - RIS THER I, Ak,
1Bz D330 b TR EELL EOER MR T 2 EARRBD bz, Z0O%, MoORKMNEEICE
WTHHARGES R X » TR E N,

ETAFZ T, 2005 FTITKE L R U TP 28 (S BREILLT) oF ) ©
GHHE - IR THRGR I NN, Fotk, ERMEBIEIRE, MR, MRMEIEAE SRR M b



JNSO013 1.5 REJF L1358 AL O ki Je OB 58 D ekt

PEPIR 3 5 80 — BB EEGBR O B 2 ST B MEBRR R T — 2 2T 5 2L T, K
FIOFFHR TdH D12 M7 2 BRIR D R0 e TRl S, £ ofE5 & L TN A& E & [A)
B, THSREED DO E O OB OZHEE - 21 RA3 2008 4EITBMAR I TV 5,

2010 4 8 HBI{ETIX, AANZ 70 OFE &L HIRIC TERBINTEY (R 1.625H) , 2 - 2%
R TE Iz 62 OE L Hidkd 5 B, 59 OE L IR IR BHICED ST THEREND (R
) SEOLEIROER] L OHE - EDBBD LN TWD, NI DEIEM OHE - H&E
R 1S-1ICEREIRT,

K151 BB THBENERVRE - BE

3 S HE ik - i
ccps | I —
K [E MR T AR B |1 28EZVLEICIS DT 4~6 M T2z 5745, =1L 1 H 86E
MILLF) o4 e P ZRNI &
ikt g FHAEFE I B0 EE OV O | 1] 1~2 BEA M EIZIG U CT4~6 B T L o545, =72 L 1 A
it 8EEAMM AN &
HilE] RS EE 7 B 3 DECAE R IR | B B 2 DA L RIS Ui A 2 L,
ERY a5 Y 2 EAHER T4, TO®RIBSLEIDG CTERET 5,
| 0 8EEAM Ao &, ST 6 B2 FlRIS v &

CCDS : ¥ r—4#>—

1532 APIZHITIHEOEE

AT, J&IPRD DO 7 NV—TR¥ETHL Yy 77—~k &t (LLF, P 23, K
HIDBAFE AT - 7=,

Bl L= &30, s CORAMGTHZ LY TRAM & APAP O (E/RFEA LA TR IE S 7= AFH
X, WA OB IR (2T 5 LR OFE R, APAP |2 X 500 e BUR R O FEEL L TRAM
WL DFFE R ER PR STV, £z, [A U< b OB 2PERERIE 2 %15 & L7 hieadin
DOFES:, TRAM 50 mg & (FIEHE il & 72 2454 1 §E1L, TRAM 50 mg £V HERFLOFEBESMN
RV ERFER EIN TN D, FID, Hea RBER 2 505 & Lo O BRBROFER, AHO
IR SRR DR N TE Y, EEOERBFIC XV SRR 2 B3 2 KK OFRHER, B
KRR E LTHH BN ShTn5,

INHEEEE A TIP L, AFIOENTORIICEEL TE, LR CRAEZZOEE A
MNIIGHT 5 Z L OBEUEIC OV THIT 5 -0 ORBRE A2 BRE Liz, T72bb, 8 1Rk
IZEBWTIE, FYEhiE L AT 2 NEENENZ &2/ L, 5 THEBRIZB W T,
NARKFRD TRAM % M7 Z 72 8 MR B (2 2 F IR 2 MEHZ L v, TRAM &R
B G Zx T B BUGHEICE N CRE RIEWVDENZ L 2GRS 5 2 & C, WA CoKR N A
ZHANCHEHARETH D Z ENMEMICHIITE D2 b0 LEX T, £z, WIMIBIT 5 h5E
HE I O i B D BAMEIIR DR FER R THEE T L Th D IRIHRIF 28 L LR Y 2EANTY
FEROT WA o THEIL, AAN X DHERLH RN R OB & R 2 EMRICBE T 5 ittt %
BT 22 LT, BARANIX L THOYEEAHEOHKNERPHLZLEHATELI LD LEEX
Too HIZIX, NSAIDs TIXEIRANRDA+270, kxR EBICERT 28RBS 2 df & L
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T2 MARRAER  (HeleihBn e VR A 53A8R) 2 F20i L, WSk Co B e 7 il A sl B ko fi & bhii & 52
TAHZET, AHBARNCEBNTHIL < BMEESRICS L THEAEREO D Z L A5
TELHEEZEZT,

.]PHZ"TI., Zok :)fﬂU”y)E)Jj’“;ﬁL’D—C, ﬂ"\\[.f'.‘/f'l-‘!ﬂd.z*‘:‘_)\[x e J”ﬁh} -’ili.\l r{‘a’.ﬁﬁ (J,,{ [, [xj-%llull
Guomel B B EBIM 020202020 DEWCIOESTEE 0 AN |

.."f_)b\”J_UJ,_, £

-, 2rEC<, 2010 B e (<
%5 : |

1o, I

R

I~ >\ CHYE A T, Wik A ORI S St BRI,
LLFDEBY ThoTz,
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P, EREOMBRERE M E 2 susEtm 22 L, 2ol 8 e icom okt
JEHH 21T o 72, ENTORKREE U THREBEERE 2515 & U7 BARSEBRER, LRI
iE TMRIE B 2 5f 5 & U7z TRAM OFRRAEER, R BRIEIREE LR L Lo “HERI
R, AR BIENE OIERE B A xS & L CEEREGER, WONCBMR RS &
XfG L Ul R G-k A 9 L7z,

PR, ThE TICE LN ERNICOIERERABRAL, [EN TORKREREARL, W To
PREBRAAT, W ONZHES T O TG O PRS2 Tl L7258, ARIckds T Aty b
LA 8E D IEDS ANENB M K Okt % OV 25T D BRIRRO A FtE SR S iz L T L=, %
ZTAE, INLDKRT =2y =Tk b 5T, KRIOTFIET L - A [IEA A A
R SR A IR IR B2 TR BIc T 280%  FENAMEIRIEE, g oEm) &L, KRH
METHIZEE L,

AANOBRFE ORI Z, X 1.5-2, X 1.5-3, X 1.5-4, [X1.5-5 K 1.5-6 1277,
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JNSO013 1.5 B2 ST 38 Lo RR e K OB 78 O #fi

1533  JEERFREAER DHERS

153.31 MmEBEICET HHER

AFNE, 1 EEFICAHKS & LT TRAM 37.5 mg 2O APAP 325 mg 2 G A+ 2B AAIT, 74
Wbha—T 4 v 7L LT IJ&IPRD #:TRIFE S iz,

AANOLEERBRIT, FAEEAr—LClliELZr y b2V, PTP R ILEEERY ~F
LR hovads (500 88) T, EHIRFERER (25C/60%RH, fick 36 fH), PRMEER 30C
/60%RH, 6f&H), MERER (40°C/75%RH, 6 fEH) KOVELEMERE (B4 T 1000 Ft-c,
1% H) 2 L7, Zb0RBEEICHESE, AAOGMIMZRIRE 3 HFEICHRE LT,

1.5.3.3.2  EIEHAER

N EFAT T DBk E LT, MRS T 7 T 5 TRAM O8UR{EH ZHat L, %
IZAMEREIY (U RADTETFANa ) ViR TA YY) RORIEWEIFET )V (T Y2y
REEIZR T » b)) 12%F3 % TRAM &Y APAP OOF #1512 X 2 8UEER & Bl 5. 055
&R U7z, Rt L LT, TRAM &KX APAP OO AR NG (2B ) 5 etk 3EE
a7 Ny T ) — BREFEM L, TAEREMEEOYE & B LT,

1.5.3.3.3 EPEEHR

Wz 5Bk & LT, TRAM MUY APAP Z B0 CRRO# 5, WU TRAM %
AR 5% O i3RI EEHERS IO W TR L 72, S IcB T 2B e LT, "C-TRAM %10 &
ONERIRP B 55 OFLIRPIBE EEHERS, 36 ONT C-TRAM O in vitro 3T A IS & e ONMILERBBATIZ
SOWTHE L7, IR+ 23R8 e LT, "“C-TRAM Z R0 # 5% D RPEY, TRAM KO
APAP Z UM IO Cff A G 12 o AE  OYR PR, TRAM OREHZBEET5F F 27 o—
2 P450 (LAF, CYP) 4yfFl, 4 CYP 4y FFEOIEMEIZIET TRAM O824, W TNZ TRAM %
B O 5% O EMCMEERE R I T T B> THRH L, dhtlcpT 235 E L, “C-
TRAM % #% 1 U F AR 5-1% O R R C S W Tt L=, 3B EA 3k B /R B
Ll & LT, TRAM & APAP @ in vitro fXE#HZ I 1T 2 EAEHIZ DWW TIRET L 7=,

15.3.3.4 HHRAE
TRAM M Y APAP O GIC T 2% 8MElE, T v B RO X &2 - BRI 0 #5350

BR N O R O ¥ 5, Ty FERAWIE « BRIERAICET 53 B2 Eii L, TRAM KO
APAP Z 5 LT=HE& & TRAM X% APAP Z Wil 5. 7= 4 & & el L=,
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1.5.34  BRERAERDBIRE
15341 BET—2N\VvT—C0OBE

AEIORFEIZH Tz - TE, ERNTHEM SRR 5 3Bk & M TEME S 7z B RER 2
AR OB PRI PEARIRR B MR R a3 5 I B LR, S MERER E S X2 T BA FiiE i
BT D EERLED b Offi 53R OETA IR R E L, ICSEBREL LT, i
M TIM STz 16 SRR OB (I8 MR E T B AL EhE B (2 k- 5 R G Rk
EEL) ALY THIKT —# 1y r—v L L,

AR DERIKT — 5 8 r =128 2Bk 2 £ 1.5-212, F#RBRICBTDHEREHO—E
w3 1.5-3 1R,

R 152K T — RN\ r—DICH 1T HHBRIER

Y iRy Al 4 AT WA 2 it [ YRR 5
INS013-JPN-01 fult Bl S —HER H A 533.1.1
JNSO013-JPN-02 LITENEBIEAE, IR T FES 5.3.5.2.1-184%
INS013-JPN-03 Hatk % P00 “HEE EES 5.3.5.1.1-5th
INS013-JPN-04 BIEPERE RIS, MR AE " H A 5.3.5.1.1-14%
JNS013-JPN-05 1P HE H A 5.3.5.2 -1
CAPSS-237 B PRARPE AR R R —iHEM He[E 5.3.5.1.2-@k
TRAMAP-ANAG-006 [JF 5t VIR, I HET R K IE 5.3.5.2.3-18 4k
TRAM-PHI-001 ek HE K [EH 5.3.1.1.1
TRAMAP-PHI-001 (i EEp HEH K EH 533.13
TRAMAP-PHI-002 TR ERE TR KE 53.3.1.2
TRAMAP-PHI-003 fREE R TR Ke[E 53.1.12
TRAMAP-ANAG-007 Pt —EER Hel=] 5.3.5.2.1-4th
TRAMAP-ANAG-010 etk ks —EER ] 5.3.5.1.2-4h
TRAMAP-ANAG-012 Fa kel ZHE KE 5.3.5.1.3-Hth
TRAMAP-ANAG-013 et ZHER K[E 5.3.5.1.4-Hith
CAPSS-104 AT B fE g K= 5.3.5.1.3-184%
CAPSS-112 A I A Tl KE 5.3.5.1.4-184F
CAPSS-113 AR i i — K[H 5.3.5.1.5-18¢F
CAPSS-114 AR E —EEh e 5.3.5.1.6-181%
PRI/TRP-CAN-1 1B e i _HER Vi ad 5.3.5.1.7-1%{%
CAPSS-105 A IEE (PN DFR) —HEH KE 5.3.5.1.8-184F
GRTF-ZALI s i i gt 77 A | 53519184
A Z VT

TRAMAP-ANAG-006 [ M1 | 1rERE, IR EE “ilEH K[E 5.3.5.1.10-18 1%

Ak E - AR, M BB
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JNSO013 1.5 REJF L1358 AL O ki Je OB 58 D ekt

K153 FHARICETHELEND—E

. _ _ i R IANRE 3 % A A -
gl g [ 2R | 8k | B | @ | 2 ) 2| & 1@ %
. L/EE /B B /R /R I S - (R e ¥ s E°]
E7 HEY Wl w | ® | ® | B | 2|2 E IE %
WE | BE | B | MR ) RE | Ak [ o | k| % if ¥
alzlx ﬁ = =9 xa! fj) 9
el | ||| A 5 | » || 2 | &
BlElo|lol|lo K| K Fl oM
B R IR IR AR i 5|0 %
i jﬁ ?_% \rﬁ % o E #
| & |
e | i
JNS013-JPN-01 v |v | v v
INS013-1PN-02 v
INS013-JPN-03 v v
JNS013-JPN-04 v
INS013-JPN-05 v | v v
CAPSS-237 v
TRAMAP-ANAG-006 [JF 5] v v
TRAM-PHI-001 v
TRAMAP-PHI-001 v v
TRAMAP-PHI-002 v v
TRAMAP-PHI-003 v
TRAMAP-ANAG-007 v v
TRAMAP-ANAG-010 v v
TRAMAP-ANAG-012 v v
TRAMAP-ANAG-013 v v
CAPSS-104 v
CAPSS-112 v
CAPSS-113 v
CAPSS-114 v
PRI/TRP-CAN-1 v
CAPSS-105 v
GRTF-ZALI v v
TRAMAP-ANAG-006 [ ] v

Mk E - GEEEE, T 25 EE, TRAM . N T~ F—U iR

WK T — 2 Xy r—U0%, BAAlE Lotz r4 &k, Haishaeloxt§ 5 A2,
LRMEETAT 28RN X VSTV 5,

FlAA & LComeMEIcB LT, EEEEimate LT, ENTIRHER R O E 5RO
SEWENRE, AR OBECAIC KD AHN L, BFEOREICHL i ComimEELSRL
Tz E£72, TRAM & APAP OFEABOEYIMEIZ SV T, [EWIZ T TRAM #& O3 5@
IR B TOMRSIGHEICBE T 2R R A2 REH L, W TOREHEIE OGRS TRAM & D%
BT 2 afE R E 2R L=, F£72, TRAM KN APAP # AT 2 EEICO>VW T, ENT
O HEF 45 5123 2 MR D FREIERE 2% 0> & 5Tl L 7=,

HFEZhREIZ KT T 2 0BT 2t & LCiE,  TIEDSAMERMELRE) (oxh LTk, ERTo
(2 EFSZ BRI T D WRGERER & B MR ARk D IEERABRORE RIS, W T ORER
P AR B AR | T D RRGIERBR OFE A2 M2 TR L, 2% L LT ComMAmIcxt4
HEBOREERBRAE A G Ule, £72 HREZ O] (23 LT, EN TORGERER OGS

15



JNSO013 1.5 L J S 128 R ok ke M ORBR 8 O i

WX DFHIE L, S TOBEBOBEEARGER LS E L L TURLEL, AAIORMEGROZEMEIC
DUWTHE, EN TORMEKIREIZT 5 1 ERIZ D7 2 BHEGHRBROR oM, W CoRBx
- RRBR plit 2 3 oD CRIAMG L 72,

15342 ERIZHIT SRR

ENTIE, HBIHELTERT v 70 bR AR 1 35U, HIMEE U TR
% TRAM # - AR B | 38k, 25 I/IAH & U R % m Lok 9- 2 BR PR AR 1 3R, I
ONZEBIAH & U CTBMEIE I 5T 2D ERR B 2 B %, Zh2n i L, 7ok, FUHEZERL
WO EINER T LA TR & [FEE, 1 5EFIC TRAM 37.5 mg, APAP325mg 2543 5 M
Az B & UCER L7z,

153421  FEERIEIBEER (JNSOI3-JPN-01 SHERFERA ST

TEREPEBRE 15T 5 AKI OB RELARGT E LT, HER D EGERORpEE (A7 v
1), 1 H48EREROEGROEYBREICKIT 5 AME (X7 v 7'2) , | HERERAEE
REDIEWENRE (A7 »7'3) , WONZH[ERR OG5 ROEDBEICKIZTEREOEE (A7 v 7
4) %, ENENMRE Uiz, 72, O THARAMEHEGERE (S35 R8O DAL HE LT,
ZOFER, AT v 71T, A 1END 3EEE TOHRRBROKEGIZIBWNT, FTF~v =
(LLF, TRAMp , &S O-iAF v F T~ F— (LLF, M1) KO APAP O3 EhiEC
MBI ZRDT, AT v 72 TlX, ARG O MSE IR EE A RAERR 1 # 5B hA % 48 IRFlH
FTIZEHWTROLEFEREIZEL, AANEDOREIZBWT, ANEELRO LNz, FT-,
AT w3 THAT v 72 LAk, &AARNKS O MSEREREITRAER N #5648 REIZIE
WL EFRIREIZE LTz, A7 v 7 4 TlX, EAROEMBEBICHAEERN RN EREN
oo WIFNDORAT v FIZHNTH, KAREA GO ZAEMEIZHBE & 22 5T IZRD b iRh-o
77

15.3.4.22 BHEEEICHT HERKHER

(1) $ERMEFER (JNSO13-JPN-02 SHERFEAH 53521101k )

EFAERE B E ST IE R 2 5t e & LT, AANDOE AR D—>Tdh D TRAM 1 # 5
REDOERKE B A ROFMMAZL, JFEER T CHRBIHE LT,

R TR BAFHAE S TR AE 108 Bl %3 2t ORE 5, TRAM L 1[5 25~100 mg, 1 H 4[a]

(100~400 mg/H) DOFFNEGIZL Y +o2BUEh 2 rm L, ZeMEICHENRD b
7=Z &b, TRAM ~ORIEMEIZENAA TRIBZ2EWVIZE S, ATV T HIES TORRRIHESLE
F e & [RIFREE D ¥ 5Bl 2 TR I 23 rTRE & 22 ST,

(2) HREEERER (JNSO13-JPN-04 SHERF@H 53.51.1-fat)

ZEFE I B IR R E 2 R L LTz, 70 F MEIBHFETILT A 2k 57 7 2 Rx%
MR~ H B MR EGRBRIZ TARKI OB F & M BREE LT,

ZOFER, FEERBICAFNC L EURZIENRO b, “HERWICBAT LIZER (187277

#l) 2RV T, “HEERMPIZEROEA TS ER Y PIEEN D ETOMBIL, AFBT TR
W LTAHBEICELS (@53la 275 v 7 RE, p=0.0001) , AH|OWEMEEIRIZ 5 % S0 £
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AESNTz, AFNIOREMEIZOWTIE, A4S IR RAEFERREE RO LN LD
O, AEFZOME, FEE, RESHIZELT, WA TOINE TORE & THLNRE
WITERD Hvie o Tz,

(3) EEAIE S EHER (JNSO13-JPN-05 SHERF@AH S.3.5.24-04t

FROWMEIF 2 AT 2BEE xR L LT, AFIORMEGROEFDR & 2otk 2 it Lz,
ZOFER, KAl %G S i-fx OB BE 190 G0 5 5 97 A dkdse T Xk 52 s E T
fft Sz (B2 LEIRTN96 4) o DFFITEHROZE T 2 HIR L7185 1 Bith, ARA o+ 72280
fﬁ%m WD B, B BRI IR BRI TH REREWVIA LN -T2, T2, HFEDK

ITVOGRAF T Tkt S V16 THIC B W T O R OBEIEI A DR Do T2, BEEIZON
TUE, AEAA FEUREICAHEN 2 A BRREHRE [ MoR508IcEEEICRD bR H O
D, ARENORYEG LD AEFROFBEBHEOW O EF-CHTICHBE L R 50 FFLOR
BUIA6NT, BRHERGRIZBT2AFMEOETFIIRBO b hoTz,
153423  {REHAEMBICHNT HERHREKER (JNSO13-JPN-03 SHERF@AH 53511

W BIER 2 A1 5 BE BT 5 TRAM, APAP Zxflf3EL 42 “EHERERRICELD, &
FlOEA T 78 & Okt #8063 5 A FAPE 2 BGiE L 7=,

ZOFER, AHIE, HEFZEOHEEROEGIZED, HOH R L PR ER 2R L,
TRAM, APAP OWFHIZH L THARICEWEIR RN RO bz, £z, AAloLeET
77 AL, TRAM EHEEILTEY, Rt EfEE 22T RITRD b holzZ End, K
FIOR AT & BB T 2 HAMERHR SN,

15343 BHCHITHEKRAR

WA TIE, & 1R & U CHURIEPERER & 4 38R, I & U CTHRIRHE IR 12532 BRAR SR 1
R, BIFH & U THE %I (2ot 2 BRARaER 3 508k, BMm loxt4 2 BRIk o iR, 128
PEEIR I xb T 2 R 53R (T E SRR O Offfifk 5-5) | 3RS, shth&Esh
TV,
1.5.3.4.31  EREKRZEIRHAER

TEREHRE & 5l 5 & 3 5 K| O BHREF AT & LTI, BLEIRR O £ 500 SEW B 8 4 Rt
4% TRAM-PHI-001 B = #5H 331 mragix 1 5 B 0 3K BhiE 2 TRAM i APAP & LLiip
#9°% TRAMAP-PHI-001 gk ® %58 33313 - Bmlix 0 # 5. O 3 BhfiE 2 TRAM XU APAP & bt
Peliiif9 % TRAMAP-PHI-002 38R ® #5H 33312 0 9 10 2 HARIR 1 4% G- O 3B |2 1 E T R
DR E FT 5 TRAMAP-PHI-003 3B %51 33112 352 Xon 7=

ZOFER, AFIOWERR O #5810 TRAM;, M1 & U APAP O&SEWENMEIX, TRAM it
APAP B COMR O L X THERZEIT RS, BAICL2EBIIRO N o7, KA
Z 1 H4E7 HEEEROEE L2 L ZOEFRIREBIZBIT S TRAM R U M1 OFEYEITELT,
TRAM Z B CR OG- L2 & ZITHASTWL DD T A =2 TRIEEZ R L2 DD, EDE
THOTNTHY, APAP DEWBIEIC OV THHM TR AOEKE Lz & & L HAATH S REVIE
enodz, £z, KilzEEE (BENR) #5 L7%Ea, TRAM RO APAP O to, [T 28R -
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X0 OHEHFENCHEBRIER AR LN, FA AT XA ) T 4 IZRIEFTHL N RRFEOR
BIIRO LN o T,

153432 1BMHEBICKT HERKAR

(1) #REEFER

1) REZEMHERE

REZAEMEIFICE L CiL, 1@MERRE IR EE R 2 xR & LT APAP 300 mg/ =
FA ) e (LLF, COD) 30 mg Bl A7l & Lhiid~ %5 TRAMAP-ANAG-006 il [ H 5
] BERASISLICGNE Y N 7T R IR OREERER & U CARM: BIEBHE 1253 5 CAPSS-
104 GREgR S5 S3S1HE L CAPSS-114 FRER® 55523100048k 8 i f8 #1250~ % CAPSS-112
FRUREHIH SISV 1 ) PRI/TRP-CAN-1 gl 5500 33310t )3 2 2 Jefs S vz,

ZORER, AR O HEZHEIE APAP 300 mg/COD 30 mg L IZIFHENMHTHY, BRMEIZHRE
MBI o T, 77 EARRBOBRGERRD 5 B, EYEREHE B (X %5 CAPSS-104 3
BRI AIRICAEENRD DN T20, ZOMONWTORERIZBNTHAFTIT 7+
RICH L THBEICE W RS R 2R LTz,

2) #EEEMERE

PR EMEAIFICB LTI, 77 BRI OBGERER & LT, BiRBEIEMREEMREE &
Xt 52 & 9% CAPSS-237 phBRIHH 3351 2-8H )8 32l X 7=

ARBROFER, AANTHERIF AR E AR LT S8R R L, Zatkick
RS o T,

3) TOHOER

ZOMOEIRIZKR LTI, 77 R oOmEERR & LT, SEMRIERETEZN%L T2
CAPSS-113 GlIgR #5560 3331508 g QST BIFIE (R O FR) 2RO BELZHR LT 5
CAPSS-105 3l » #5H 53518tk ge i <, TRAM SHRORRAERSR & LT, WAMENIRIERE %
%42 & 9% GRTE-ZALI ghip® 5500 533190 ) gl Xon 7=

I B OREBROME R, AHNLBHEIRIE & OV % B EE O BRI 5 L CA S 2R 80 2 L 2 R
L, eI b MBI -7z, £/, dAMEERAEICS L TAAO 1§ (TRAM 37.5 mg/APAP
325mg) X TRAM 50 mg & (ZFRIFEOHIFEHHRZ R L, AFFLOREBEGIIAH D TRAM (2
® L CHEICE,P- T,

(2) REIZEHAR

B R A SV ZE T B FE £ 42 b 42 & L 7= TRAMAP-ANAG-006 35k [FEE fly]] Fimser
32T IY ) 4O “HERPIE THRIC, EERT CRE 23 7 A £ CORA ORI 53T
b,

T ORER, TR E L2403 6o 56, SETHN 15461 (38%) Th-o7-, X1 HES
PERUIFE G- 2 1 A LRRIRIE—E T, WIEP OV 1 BRGERIT 428 TH o7, 72, KANT
R GRIZBWTOERNT 0 7 7 A VIZH LD RERITRD b otz
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1.5.34.33  IREZRERBICKNT HERKRAER

B2 AT HBF T 58 MM T, TRAM, APAP OfidG R4 HH4 5 TRAMAP-
ANAG-007 Ffg® #5r 333208 S S, £ OH% O A TIX, TRAM, APAP, £ 77/ u 7 =
v (LUF, IBF) RO 7R &xBIE L U TAA O AL MEET 5 TRAMAP-ANAG-010 3
BB AR SISLIHN - TR AMAP-ANAG-012 i & #3333 18 TRAMAP-ANAG-013 3B %5
ISR R S Tz,

ZOFfER, TRAM 50 mg/APAP 650 mg |%, TRAM 50 mg L 0 A E 2V EURh 2R L,
APAP 650 mg =5 LT b A DIRE D O F1 (SPID) XU &3 58> OFHEEH IZ
DOWTHEHERI A E %4k L=, TRAM 25 mg/APAP 650 mg |%, TRAM 25 mg XV &2 mn
PR AR L7203, APAP 650 mg & I3A B AR b7, AFIO 2 FEHEIEE1X, 3
ABRIZ BV THERIZ TRAM 75 mg, APAP 650 mg e OV 7 2 RIZx L TAHEIZHE AL, 1BF 400 mg
LIFERISOBEW ML R LIz, £72, WThORBRTHLAAOEZARMETRETHY, HlHRE
Rt 5 A D R S v,
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X

4y A IE H

“ HHE B ONRIR 7 1
i J&JPRD
-3 . i

A EM Titusville
a8 I

B Latina

3K %h 77 % Bl T %R
B (TRAM, TRAM/APAP)
u'rt
T /Rt ST Y
(TRAM/APAP)
A S HA[A] RN
(TRAM)
<7 A 14 HIEEE N
(TRAM)
Fw b 21 HE&ER
W | (TRAM/APAP)
S i 7 b3 s AMEER
m (TRAM/APAP)
i) A X 4 EEFE D
13 (TRAM/APAP)
Ef; 1R 34 AN
; (TRAM/APAP)
T R LA P i
| (TRAM)
Ay | T v BERIRPER L P
fii | (TRAM)
MmAET= A S - iERE
1T (TRAM)

[EPN CHh L7-35: : m----A,

1970~1979

(B 45~

54)

Fit L 7=l : @----@,

1980~1989
(I3 55~ - 1)

[ ] NIZBEE

1.5-2 b5 Lty FREEROMAFEDIER
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T U736, TRAM :

1990~1999
(F- 2~ 11)

(3

2000~2009

12~ 21)

f" 5}‘:\) ]"_)’I/Jﬁﬁf'ifkﬁnt, APAP : T ]"7 i

€IOSNI
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FELIAE

R ONEE
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TS OE TNk e
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[;\ S
T b o ZRPH
(TRAM)
A Z M - R
I (TRAM/APAP)
TGRSR OfEE
| (TRAM)
1t PRy DL
af | (TRAM)
< 7 AEREE R~
| (TRAM)
7 v MUBBEE R~
S I % (TRAM)
) A AR R~ O
i (TRAM)
HE ~ 7 AR A
2% I (TRAM)
B 5 kR
e (TRAM)
I e
I (TRAM)
A A PR HEE (TRAM)
VD wancm s
i 1}'{[ ’?t‘ A AR
W ¥ 22| (TRAM/APAP)
M1

WA C 3 L 725 @----@,

1970~1979 1980~1989 1990~1999
(H7 45~13 54) (07 55~ 1) (FF-2~F11)

() WixzEaEe s L=k, TRAM : b5~ F—J/UEEE, APAP: 7 7 I/ 7y

1.5-3 FS Lty FREEROMAFEDER

2000~2009
(F 12~ 21)

€IOSNI

(@ Sl

FELIAE

R ONEE

i

PR O BN T

i



(%4

€IOSNI

X N 1970~1979 1980~1989 1990~1999 2000~2009
i w"ilﬁ[ . . ; . . - )
yis ABRIH (BH 45~14 54) (B3 55~ 1) (=2~ 11) (*F 12~ 21)
HL Sy MED
Il (TRAM/APAP)
2
J;‘; £ T
,|«|§ (TRAM/APAP)
F o b 4 RFER D
. (TRAM/APAP)
IX = ! FEE
!51‘ I_.\-f Fw b 3HhHREFED
P e (TRAM/APAP)
N . B S [
= }J A Z 4 BB O
B |’J|f (TRAM/APAP)
) 4% 3 4 HW#ERD
(TRAM/APAP)
L RN T F
fjﬁ 1= RH - 7 e
s IR 5 iR
o (TRAM/APAP)
P
WA CFEh L7235  @-—@, [ ] WIFZHZERE L3k, TRAM : N7~ F—/UEEE, APAP . 7k T I/ 7= Fl
cu
_ N <
154 k5 Lty FRAROBSOER "
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Gy " (F-8) (F9

7
R
Wk | 55 T4

WEANCENE L35 : 0—@,

)

(

1998
(= 10)

] Nitz#%E

1999 2000 2001 2002 2003 2004
(- 11) (F12) (- 13) (°F-14) (F-15) (*F- 16)

G L LR
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ULTRACET®
(tramadol hydrochloride/acetaminophen)
Tablets

Full Prescribing Information

DESCRIPTION
ULTRACET® (tramadol hydrochloride/acetaminophen) Tablets combines two
analgesics, tramadol 37.5 mg and acetaminophen 325 mg.

The chemical name for tramadol hydrochloride is (+)cis-2-[(dimethylamino)methyl]-
1-(3-methoxyphenyl) cyclohexanol hydrochloride. Its structural formula is:

OCHs;

.HCI

The molecular weight of tramadol hydrochloride is 299.84. Tramadol hydrochloride
is a white, bitter, crystalline and odorless powder.

The chemical name for acetaminophen is N-acetyl-p-aminophenol. Its structural
formula is:

NH—ﬁ-‘—CH;
(o}
The molecular weight of acetaminophen is 151.17. Acetaminophen is an analgesic

and antipyretic agent which occurs as a white, odorless, crystalline powder,

possessing a slightly bitter taste.

ULTRACET® tablets contain 37.5 mg tramadol hydrochloride and 325 mg
acetaminophen and are light yellow in color. Inactive ingredients in the tablet are
powdered cellulose, pregelatinized corn starch, sodium starch glycolate, corn starch,
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magnesium stearate, hypromellose, polyethylene glycol, polysorbate 80, titanium

dioxide, iron oxide, and carnauba wax.

CLINICAL PHARMACOLOGY
The following information is based on studies of tramadol alone or acetaminophen
alone, except where otherwise noted:

Pharmacodynamics

ULTRACET® contains tramadol and acetaminophen. Tramadol is a centrally acting
synthetic opioid analgesic. Although its mode of action is not completely understood,
from animal tests, at least two complementary mechanisms appear applicable:
binding of parent and M1 metabolite to p-opioid receptors and weak inhibition of
reuptake of norepinephrine and serotonin.

Opioid activity is due to both low affinity binding of the parent compound and higher
affinity binding of the O-demethylated metabolite M1 to p-opioid receptors. In
animal models, M1 is up to 6 times more potent than tramadol in producing analgesia
and 200 times more potent in p-opioid binding. Tramadol-induced analgesia is only
partially antagonized by the opiate antagonist naloxone in several animal tests. The
relative contribution of both tramadol and M1 to human analgesia is dependent upon
the  plasma  concentrations of each compound (see CLINICAL
PHARMACOLOGY, Pharmacokinetics).

Tramadol has been shown to inhibit reuptake of norepinephrine and serotonin in
vitro, as have some other opioid analgesics. These mechanisms may contribute
independently to the overall analgesic profile of tramadol.

Apart from analgesia, tramadol administration may produce a constellation of
symptoms (including dizziness, somnolence, nausea, constipation, sweating and
pruritus) similar to that of other opioids.

Acetaminophen is a non-opiate, non-salicylate analgesic.

Pharmacokinetics

Tramadol is administered as a racemate and both the [-] and [+] forms of both
tramadol and M1 are detected in the circulation. The pharmacokinetics of plasma
tramadol and acetaminophen following oral administration of one ULTRACET®
tablet are shown in Table 1. Tramadol has a slower absorption and longer half-life
when compared to acetaminophen.



Table 1: Summary of Mean (£SD) Pharmacokinetic Parameters of the (+)- and (-) Enantiomers of
Tramadol and M1 and Acetaminophen Following A Single Oral Dose Of One
Tramadol/Acetaminophen Combination Tablet (37.5 mg/325 mg) in Volunteers

Parameter” (+)-Tramadol  (-)-Tramadol (+)-M1 (-)-M1 acetaminophen
Chnax (ng/mL) 643 (9.3) 55,5 (81) 109 (5.7) 128 (4.2) 42 (0.8)
tmax () 1.8 (0.6) 1.8 (0.7) 2.1 (0.7) 2.2 (0.7) 0.9 (0.7)
CL/F (mL/min) 588  (226) 736  (244) - - - - 365 (84)
t2 (h) 5.1 (1.4) 4.7 (1.2) 7.8 (3.00 6.2 (1.6) 2.5 (0.6)

* For acetaminophen, C,,,, was measured as pg/mL.

A single dose pharmacokinetic study of ULTRACET® in volunteers showed no drug
interactions between tramadol and acetaminophen. Upon multiple oral dosing to
steady state, however, the bioavailability of tramadol and metabolite M1 was lower
for the combination tablets compared to tramadol administered alone. The decrease in
AUC was 14% for (+)-tramadol, 10.4% for (-)-tramadol, 11.9% for (+)-M1 and
24.2% for (-)-M1. The cause of this reduced bioavailability is not clear. Following
single- or multiple-dose administration of ULTRACET®, no significant change in
acetaminophen pharmacokinetics was observed when compared to acetaminophen
given alone.

Absorption

The absolute bioavailability of tramadol from ULTRACET® tablets has not been
determined. Tramadol hydrochloride has a mean absolute bioavailability of
approximately 75% following administration of a single 100 mg oral dose of
ULTRAM?® tablets. The mean peak plasma concentration of racemic tramadol and
M1 after administration of two ULTRACET® tablets occurs at approximately two and
three hours, respectively, post-dose.

Peak plasma concentrations of acetaminophen occur within one hour and are not
affected by co-administration with tramadol. Oral absorption of acetaminophen
following administration of ULTRACET® occurs primarily in the small intestine.

Food Effects

When ULTRACET® was administered with food, the time to peak plasma
concentration was delayed for approximately 35 minutes for tramadol and almost one
hour for acetaminophen. However, peak plasma concentrations, and the extents of
absorption, of tramadol and acetaminophen were not affected. The clinical
significance of this difference is unknown.

Distribution

The volume of distribution of tramadol was 2.6 and 2.9 L/kg in male and female
subjects, respectively, following a 100 mg intravenous dose. The binding of tramadol
to human plasma proteins is approximately 20% and binding also appears to be



independent of concentration up to 10 pg/mL. Saturation of plasma protein binding
occurs only at concentrations outside the clinically relevant range.

Acetaminophen appears to be widely distributed throughout most body tissues except
fat. Its apparent volume of distribution is about 0.9 L/kg. A relative small portion
(~20%) of acetaminophen is bound to plasma protein.

Metabolism

Following oral administration, tramadol is extensively metabolized by a number of
pathways, including CYP2D6 and CYP3A4, as well as by conjugation of parent and
metabolites. Approximately 30% of the dose is excreted in the urine as unchanged
drug, whereas 60% of the dose is excreted as metabolites. The major metabolic
pathways appear to be N- and O- demethylation and glucuronidation or sulfation in
the liver. Metabolite M1 (O-desmethyltramadol) is pharmacologically active in
animal models. Formation of M1 is dependent on CYP2D6 and as such is subject to
inhibition, which may affect the therapeutic response (see PRECAUTIONS, Drug
Interactions).

Approximately 7% of the population has reduced activity of the CYP2D6 isoenzyme
of cytochrome P450. These individuals are “poor metabolizers” of debrisoquine,
dextromethorphan, tricyclic antidepressants, among other drugs. Based on a
population PK analysis of Phase | studies in healthy subjects, concentrations of
tramadol were approximately 20% higher in “poor metabolizers” versus “extensive
metabolizers”, while M1 concentrations were 40% lower. In vitro drug interaction
studies in human liver microsomes indicates that inhibitors of CYP2D6 such as
fluoxetine and its metabolite norfluoxetine, amitriptyline and quinidine inhibit the
metabolism of tramadol to various degrees. The full pharmacological impact of these
alterations in terms of either efficacy or safety is unknown. Concomitant use of
SEROTONIN re-uptake INHIBITORS and MAO INHIBITORS may enhance the
risk of adverse events, including seizure (see WARNINGS) and serotonin syndrome.

Acetaminophen is primarily metabolized in the liver by first-order kinetics and
involves three principal separate pathways:

a) conjugation with glucuronide;
b) conjugation with sulfate; and

¢) oxidation via the cytochrome, P450-dependent, mixed-function oxidase
enzyme pathway to form a reactive intermediate metabolite, which conjugates
with glutathione and is then further metabolized to form cysteine and
mercapturic acid conjugates. The principal cytochrome P450 isoenzyme
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involved appears to be CYP2EI, with CYPIA2 and CYP3A4 as additional
pathways.

In adults, the majority of acetaminophen is conjugated with glucuronic acid and, to a
lesser extent, with sulfate. These glucuronide-, sulfate-, and glutathione-derived
metabolites lack biologic activity. In premature infants, newborns, and young infants,
the sulfate conjugate predominates.

Elimination

Tramadol is eliminated primarily through metabolism by the liver and the metabolites
are eliminated primarily by the kidneys. The plasma elimination half-lives of racemic
tramadol and M1 are approximately 5-6 and 7 hours, respectively, after
administration of ULTRACET®. The apparent plasma elimination half-life of racemic

tramadol increased to 7-9 hours upon multiple dosing of ULTRACET®.

The half-life of acetaminophen is about 2 to 3 hours in adults. It is somewhat shorter
in children and somewhat longer in neonates and in cirrhotic patients. Acetaminophen
is eliminated from the body primarily by formation of glucuronide and sulfate
conjugates in a dose-dependent manner. Less than 9% of acetaminophen is excreted
unchanged in the urine.

Special Populations

Renal

The pharmacokinetics of ULTRACET® in patients with renal impairment has not
been studied. Based on studies using tramadol alone, excretion of tramadol and
metabolite M1 is reduced in patients with creatinine clearance of less than
30 mL/min, adjustment of dosing regimen in this patient population is recommended
(see DOSAGE AND ADMINISTRATION). The total amount of tramadol and
M1 removed during a 4-hour dialysis period is less than 7% of the administered dose

based on studies using tramadol alone.

Hepatic

The pharmacokinetics and tolerability of ULTRACET® in patients with impaired
hepatic function has not been studied. Since tramadol and acetaminophen are both
extensively metabolized by the liver, the use of ULTRACET® in patients with hepatic
impairment is not recommended (see PRECAUTIONS and DOSAGE AND
ADMINISTRATION).

Geriatric
A population pharmacokinetic analysis of data obtained from a clinical trial in

patients with chronic pain treated with ULTRACET® which included 55 patients
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between 65 and 75 years of age and 19 patients over 75 years of age, showed no
significant changes in pharmacokinetics of tramadol and acetaminophen in elderly
patients with normal renal and hepatic function (see PRECAUTIONS, Geriatric
Use).

Gender

Tramadol clearance was 20% higher in female subjects compared to males on four
phase | studies of ULTRACET® in 50 male and 34 female healthy subjects. The
clinical significance of this difference is unknown.

Pediatric
Pharmacokinetics of ULTRACET® tablets has not been studied in pediatric patients
below 16 years of age.

CLINICAL STUDIES

Single Dose Studies for Treatment of Acute Pain

In pivotal single-dose studies in acute pain, two tablets of ULTRACET® administered
to patients with pain following oral surgical procedures provided greater relief than
placebo or either of the individual components given at the same dose. The onset of
pain relief after ULTRACET® was faster than tramadol alone. Onset of analgesia
occurred in less than one hour. The duration of pain relief after ULTRACET® was
longer than acetaminophen alone. Analgesia was generally comparable to that of the

comparator, ibuprofen.

INDICATIONS AND USAGE

ULTRACET® is indicated for the short-term (five days or less) management of acute
pain.

CONTRAINDICATIONS

ULTRACET® should not be administered to patients who have previously
demonstrated hypersensitivity to tramadol, acetaminophen, any other component of
this product or opioids. ULTRACET® is contraindicated in any situation where
opioids are contraindicated, including acute intoxication with any of the following:
alcohol, hypnotics, narcotics, centrally acting analgesics, opioids or psychotropic
drugs. ULTRACET® may worsen central nervous system and respiratory depression
in these patients.

WARNINGS
Seizure Risk
Seizures have been reported in patients receiving tramadol within the

recommended dosage range. Spontaneous post-marketing reports indicate that
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seizure risk is increased with doses of tramadol above the recommended range.
Concomitant use of tramadol increases the seizure risk in patients taking:

e Selective serotonin reuptake inhibitors (SSRI antidepressants or anorectics),

e Tricyclic antidepressants (TCAs), and other tricyclic compounds
(e.g., cyclobenzaprine, promethazine, etc.), or

e Other opioids.

Administration of tramadol may enhance the seizure risk in patients taking:

e MAO inhibitors (see also WARNINGS, Use with MAO Inhibitors and
Serotonin Re-uptake Inhibitors),

e Neuroleptics, or

e Other drugs that reduce the seizure threshold.

Risk of convulsions may also increase in patients with epilepsy, those with a
history of seizures, or in patients with a recognized risk for seizure (such as head
trauma, metabolic disorders, alcohol and drug withdrawal, CNS infections). In

tramadol overdose, naloxone administration may increase the risk of seizure.

Suicide Risk
e Do not prescribe ULTRACET® for patients who are suicidal or addiction-

prone.

e Prescribe ULTRACET® with caution for patients taking tranquilizers or
antidepressant drugs and patients who use alcohol in excess and who suffer

from emotional disturbance or depression.

The judicious prescribing of tramadol is essential to the safe use of this drug. With
patients who are depressed or suicidal, consideration should be given to the use of

non-narcotic analgesics.

Tramadol-related deaths have occurred in patients with previous histories of
emotional disturbances or suicidal ideation or attempts as well as histories of misuse
of tranquilizers, alcohol, and other CNS-active drugs (see WARNINGS, Risk of
Overdosage).

Serotonin Syndrome Risk

The development of a potentially life-threatening serotonin syndrome may occur
with the use of tramadol products, including ULTRACET®, particularly with
concomitant use of serotonergic drugs such as SSRIs, SNRIs, TCAs, MAOIs,
and triptans, with drugs which impair metabolism of serotonin (including
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