sk 3k 20264F 8 HEkEl (45 3 )
* 20244F 8 HEkET (55 2 1)

Bk SRR

FREARE - 34F

BRIk R AR AER
rNo<wRK—JIEBIE/ 7 b 73/ 7 2 BiadE

BFEEmRIEES
871149
ARES 23000AMX00619000
BR5chaln 20184121

FPSCyhERESRRTH VR

Toaraset Combination Tablets [SANDOZ]

B Iy E e S
) EE - ERSEORGEICL)HHT L L

A FRRCEVEELAFBEELIPRRITI2EThIHBEIC
EEL, PEMPI/ 7 D1BBEN1500mg (EF
45E) =BT EAECRGKRET 3HEICIE. FTHEICH
WEEE 2RI E. HEICKRS TS5 L, [8.658]
1.2 FXKERSTRN—IRETEINTI/ 72206801
DNEH (—RAEEREZET) EOHFBICEY., BEE
BIlERHEFNDHBEND. ThDDEREDHHH
EEF B E, [13.1. 13.2888]

2. B2 (ROBFICEBELEVWIE)

(GhEELE)

2.1 12mFmio/NNE [9.7. 18]

2.2 7hva—)b, BEIRA. Al 4 4 A FESRHIDOS
REEEIC X 2 2tk B [ AR AR ] J O 3
HEBELSEDLBENND D]

2.3 /7 3 UBLEE (MAO) MHEHR (L F1) vIERE
W, SYF) XD NVERIE, 714 F 3 F XD VEEE)
o B, xS kg1 d Do B [10.1
%R

2.4 FIVRAT = VIR A G o B ISR 16
MDA B [10.158]

25 HIRICE D T LRBEHRSBEIN TV ARVWTALARE
GERDEALT 2 BENHH 5] [9.1.151H]

2.6 EELFEEDHLEH [EELEBRT EL2BZNN
H5] [9.3.12H]

2.7 RHIOWEA 0 LBBUE DBERE O H 5 BE [9.1.55
]

GRiEEDER)

2.8 7AE) UhiE GEATF T A P RESEHIC X B
BIEOFHR) LIZoBEREoH LEE [T ALY »
WEOIIEIZ T O RS 75 v D v EREERRPES L
TWwWhEEZLND,] [9.1.11H]

3. #r - MR
3.1 #g
Wt N7 Iy MG [ F]
SETD)

BRI HE b+ 7~ F—)ViEREIE37 .5mg
HiF 7 bF73/7x325mg

mREva—2, FNT AT T, T
I—LVEEF M)A, byEOAYFY S, ATFTY
VN AT A, b A u— AL FUHEAKRA. Bk
F ¥ v, 78 T—)V6000EP. M= bk, T
Lvoyrs)a—), yLvr

NI

3.2 WEN DMK

i5E% b7 Iy MEASE [V )
b2 TANNT—T 1 ¥ TEE

] e

= # U]

HHIE rPSEvVE SR i
HUR PerPI/ Ty @

[ERES Ff 15.5mm % 6.3mm
&
K& JEs 5.4mm
Bt 441mg

4. REERIHR

A EF A NERA TaERE L TRABICE T 28R
OFED AtEIRMER

Ot DER

5. EERIHRICEET 2EE

GED AMEIRIEESRE)

TR & 7 2 a B Bm 2, DEY - AR, KR X7 &
GO AR B ATV AR OG- O % H |2
IT5H5T L,

6. AERUVHE
GED AttIEMER)
WEL A, 1A15E, 1HARR L3RS 5, &5
ARFRILL R A 2k,
B ERICIE U CEERRT 205, 10288, 1H8GEx H 2
THG LenwZ b, F7o, BERFORGIIET L 2 LD EF
L
GRiE DERE)
SO N = QNI [ 27 v I E A
B BINEGT AEAIE. B HBE 2 4R DL R 2R
1E28%, 1H8EEA#MMA THG LawnZ & Tz, BEKOHK
HAXEET A EDEE L,

7. BERUAEICEET 215

GED AttIEHER)

7.1 5Ok

RFNBEG- IR RAB I % el L C b R BIFET 280 0% 5
NHRWGEIL, MOBEY R IGENOLEE RN T52 &, &
7o EMIER K ORI iR L. P59 OO LEPEC
OWTHERTT 52 &,

7.2 #E5DOHIE

KA OHG HVEE Lk o 128813,
[y RV S R N s i A

7.3 TAE) UEiEIZFEOBRERED S 5 BE K L TARA %
Beh4 a3, 1AEE 52, [9.1.162801]

8. EELEANER

8.1 AHNZ. 1581 b I~ F— Vs (37.5mg) MUOTT+
N73/7xr (32mg) HECEAEFTHY. FIY -
WETHNT I 72 RFORWERNIEIRT 5 BENDH
L7z, WYNCAFIOFH 2 BE 52 &,

8.2 MHICX VEWIKEZEL LI EDHILDT, BIEL T
VAT, EEICEG 3528, [11.1.480]

8.3 B, B, ERSOERYED S bNDEZ LD LDT,
Bl x4, Bl - EH S ARk & L CilA o
BER % RS B0 e L CRT RO 2 28T 5 7%
&L WY R ALEEAT) 2 &,

8.4 [R&., I\, ERMMEENIRILIEDHLDT, KA
G o BT H B E O IREE G R % £ ) B o BRI e
BEBWEIEET LI, 2B, EilELIcX ) gEhdH
MICE 7Bl ME SN TV 5,

8.5 BYE X AL 2 BENDDH D DT, HEE 51247
3k,

BESEBEDIETL 2



8.6 MELNFEENEHTLIBINDLDHLOTEET LI L.
TENT I 72 DIHEEHLS00mg (RA45E) %8
EHE CTEMNRS 3 25813 EM IR RER A 2 1TV,
BEOIREA 5 BIET2 8, BHETRE S EME
G9285125 > CLEMIITHREREA1T) 2 L EF
L, F/o, BHAETHRSTLHALR I3 BEOREY
ForcEgET 52 b, [1.1, 11.1.9%08]

8.7 SEANC & BGMITERFHLETIE R < AHERETH S Z
LIHET I L,

9. BENEE2HI2BEICETIE

9.1 ABHE - MEEZEDH D EE
(hEEHE)

9.1.1 TAPAZEDEEHKRBIIIChSDEREEDH 2 BE.
HDVILEEREOBRAT EEHIME. KEHEE. 70—
IWRISEHOBEIEIR. PIRMBELES) 2HI28EF (A
BICLUTDEEEF ENTOEVWTADPAREERI)
RN G-I 2 15501247 T Lo R FRT L
ENH D, [2.52H]

9.1.2 MEORINGHIIRREIC & 2 BE
IR % R 5 BZ N 5o

9.1.3 BICHRENEEDH 5E8E
I R BEZE N O R 2 kB2 0dh 5,

9.1.4 EYOEARARIEYEKEEEDH 3 BE
BRE R ERT ST FIZ, MR- TG 5 2 Lo KT
PEE A LRIV,

9.1.5 #EA 1 NEEFHICKH UVABIEDBREED & 2 8& (K
FOEH 3 UBBECREEDH 3 BEERC)
[2.751]

9.1.6 Ya v VRREICHDEE
TEBRAS A R WA % 350 3 5 BZ A D 5o

9.1.7 SHLMEBER I ZOBREENH 5 8E
JERDPEAL I FHE RS BENDDH 5,

9.1.8 MENEFEIIZDOHREENSH 5 EE
SERDTBAL AT TS MRS BEND D 5,

9.1.9 HIEED & 5 B¥E
M/ NEERERFEASEZ 5 2 EHD 5o

9.1.10 DIEEREDH 5 8E
FERDEAL NI OAEDIEE ST L BENDH 5,

9.1.11 REXRBEDH 5 BE
JERAEAL ST 2 BENNH 5. [2.88K]

9.1.12 ZILOA— LS EE0RE
TEEEDD b3 b, [10.250]

9.1.13 88 - EXRBRE - BREEZILLDZ TNV EFA R
Z. BKERDOH 2BE
HREEND HbNRd kb,

*%9.1.14 ERLEBES -HEE ERLHESEZKRC) - BulfE -

REEEFHICLIEOQTIVEICHBEBEOZTREOH 28E
Yo7y I YBOPEIE I 70V S F 4 Y RZHBA LT
WA, AAEGICL Y Easvy 3 VOB S
NIRRT =4 v Fy v TRRERBIET > F— 2 A0%
HWIo2BZ1W0H 5%,
9.1.15 18RO L. FAEMEEMSETREREISEE
KiRBEET2EE
WG LT b, BEERWFRIEIO) A7 DM 5 B2
Wb
GED AMEIEMER)
9.1.16 7AEVU VIR GEX70O4 NHEEREBRICL 30
BREOHFR) XITOBREENDHEE
AHEE T, \o7 73 72 VEFE TG HE
Rz ZETHI L, TAYY) VAN ZOMAIREO S 5
BETIEZ, 7737 72 0DlE B2 O KHEIZ
00mgll FET5T & EINTWEY, RENILEFIZT &
N73 /7 7xr%32mgE AL TCw5, 7TAEY VIEOFE
IEWZTHRY 7T 0D A EFERSEG L C\wb EEx
S, SERDSEALIHEE LR T BZEW0H B, [7.35H]

9.2 BEEEEE

9.2.1 BEENHIBEHIVIZTOHREENH 28E
BEmORE. HGHROLEEEZZE T 5 2 & R EAL
TNIHEERTBENDDH D 720 B REE D FE
L. R OCEWER RS 2 B2 1 5. [16.6.2517]

9.3 FHiREREERE

9.3.1 EELEEDH 2 E2%E
B Lanwl s, BELRERT L LBEZNMNNH L, [2.62
]

9.3.2 FEZENH2BEH VI ZTOHREENH 2BE (BE
BIFEEDH 2EEFKR])

JHEREDEAL T 2 BENDH Do T2, BT AT
L. "EAROEWER R ST 2 8210 d 5. [16.6.151]

9.5 1¥4%

9.5.1 M TR L TV A etk d 5 L2k, HFELEO
A aeVEDfab k% Bl s &HET S N LEICORFEET 52
Lo
b T~ F— VIS IGHEEI M & ol L, B AR IR SR, Bk
BOARAT B OB EEERE . 3 N R VESE S B OB RE SRS S T
Who 72, BIWERT, PO F-VIRERERE. Bk
OHAEROEFICHE RIFT 2 EPHE SN TV 5,

9.5.2 IHEHIMOITE~NO T T I ) 72 v OH5I2E 0K
BICHIRE D ZR T DD 5,

9.5.3 7 M7 I/ 7z VI3HRFZENOZ v N TRIBICEED
BIREIGE R -T2 e ST s,

9.6 &B3LIB
WHAAMIFESEEZE, FIY F=LiE, TR RITT S
ZENEINT WS,

9.7 INR%E

9.7 1 12ERimD/IR
BH LT b, WMIBWT, 12K o/NETIRTE 24
L EE R IFRIIGEI O ) A 7 BEeEOMERD L, [2.15
]

9.7.2 12U EDNR
1255 LA E /NI R 5 2 FRPE R OV a2 Fa iR & L 72K
BRI L T,

9.7.3 BB, PAEMIEIRMENREREIEELHEKEESE
ERCUN
B Lz &y EERIFRIEIO ) A7 AN+ 2821
Wb

9.8 =&

BEORBEA L L 2L MEIRG T 52 & AMEE
BEFLTwEZEN% <, KB - HElASEIE LEWER 2 S 5
b,

10. HHEEH
b g~ F—)Lix, FIZCYP2D6 ISCYP3A4IZ & o TiEaE =
N5,
10.1 BEAZE (BFALAVLI L)
R 25 FRERAEAR - B 7k B - fEkRN T
MAOMIZH] SHENZ BT, 1 b= HINE P s =
CLEY R R (BEEL RO, L. T, AR

(z7¥-) B e, EBPRER. SO ko b= VAT S
FHFY I AVIWVIRFETHE, I -7 —-X|EERLND,

[z A IR &G

(7YVv7h) FER (BCRATTED. [,

FT a3 A SR, BUR) . IR

VIR af (RPN R ONG I

(=7 74F) R OURIME, BILE) o
[2.35&] BEELREIEH P MG ST
W%, MAOR EH & % 5
o BEE k14
HLUNOBH IS Lk
Wk, Tz, AEEG
1L IZMAOBL E # O % 5-
#BGY A HE 101, 2~3
HElOMEx 2205 2 L8
2F Ly,




[2.42H]

BT ABENND D,
FVRx T xR 2 S
o B 35 kAL
AN BTG L
TnZ

e AR - 58T i - febE T
FV AT x AR MEBEIR 22 & 3 BENAS | wh EF 4 P25~
vy rrn bHbo Tz, FEURHIEHAHE|OBREMEEIZL S,

*10.2 HHAZEE (BHRAICEETSC2L)

ESiEE BRAEIR - $58 ik B - fakrir
T A FEEREH] R E AR T R R A | Hp A AR I A
AR AR ) OB KT BENHD S MYIHRS NG &

T ) FTIVHR D, ZbNb,
FEH)
HE AR L 7

ZEGRYL) DA
o b= R
EIRWLo b=
FRHLY sA A HEF]
(SSRI) %

IEYIRS

o b= CEREE (B,
Wk, FEEL, SEIT. EEPR
il TR EIUE, 47
=X A, THE) 23H5
PNDLBEND D Do £72,
KAEIEIE O fa it 2 Bk &
HELBENDDH 5

FEINELZ AR 34 5 &
(AN SN e 30
o b= UAERT S
LEZLND,

4 FOIEFRIRY,
] 3 AIMAORH & 18 H
W& AR ER
HEER S, F oL
BHEora k=28
EHTHEEZOND,

k| AFNVFF ==L
AR (X5
Ly7—)

Lu b= EGRE (L.
BB, e ST, EEhE
L R TOE, Iy
0 =X A, FHIEE) Bd 6
bRABENDH 5.

AFNF A== 20
LA DE /T 3
~IRALRER B E 2
L0 b= AEHA
SN,

HINWNTEE
T/ N)VES — )
/2= N
TN

V77 EY Y
AV=TY R

kT~ K= LI EH
T LVERASIES 3 % W]k
HADH %,

F72. IS 0FEH O RN
L H TR
BER, TEMNTI T2
CAREC X B R % A
LT %D EDHEND
%o

25 DIEH O FFA S
FESRRR RIS D
b= K=V oR#D
RESND, /20 T
LTI T 205
51k % FEON-T7 £
Np-NRUIF ) A3
IO A S
%o

T a—b (Fkil)
[9.1.12%H]

WA AT U 5 B At
H5bo

F7o, TV a— VEREK
FERTENTI ) T
R L7 & 2 A A%
LoD D,

ARV AR T A3 8 &
NbEEZLND,
T aA— VERIZL D
CYP2E1DFFEIZ LY |
TEXINTI/)Toh
5 IFE & FEON-T &
FIWV—p-NU ¥ ) o4
I O ERAE S
b,

FoTv

HEIAFR ST 28
N5,

B

7 =) ¥ RBUEE A

Wiz 7o ro e

B AN

TINT 7YY FHOERESFED 7 <) VR
HLEEINA OVEH & W53 %
CENDHD,
vaxiv T a% Ty EENFEB L7z B A
EDHED D %o
F 2y b a SR ARRI OSBRI RES S| AR OTKIZ BT b
FRAE KA BTN DD, u b= AR S

N2BEEROLNL

TTVINVT 4
RUY T

AHNDFIHIE M % IRE5 S &
LBLNN DL, £z, BIE
RERERITBEND DD,

REIANER T D u-* €
FA FZEEOST
TZANCTHDID,

IFZNVITA+NTY
F— AR

T N7/ T Ol
REPET T 2 BTN D
%o

IFZWVITANTTF—)
DI EED AT 5 B%
NH 5.

IFZNVIAMTY
F =V BIT LT
vt hNT7I)TDT
Vo a v ERRE R R
FAEERAOND,
TErTI) 7R
IFZNVIZANTY
F — VORI A % 1
HIHLEZLND,

1. BMER

ROBIWEHD S b DZ EDHDHDT,
B LN E I3 G 2k L, B R LE E 179

Zk,
1.1 EXLEMEA

Bl % T 14TV,

¥%11.1.1 avy, PF745%3— (HEARH)

% PR 4 |
bHbo

11.1.2 & (0.2%)
11.1.3 EHHEK (0.2%)

Wil MAFIEREE, BRREENH bbb, 2 L

11.1.4 &EEH GHEARH)

R RE, W, RIS BRI L B 2
LB Do RENIOHIENIFEFEIC BT, Wbk, AN, i
R, ANRAE. EBhL, Rk, BEIER. Y= v 2 F81E,
KIE. S, HIREOBRIERENSELL I LD D, [8.2
ZH]

11.1.5 hEMRRIESEBAAE (Toxic Epidermal Necrolysis :
TEN). REFLERAERE (Stevens-JohnsonfEfZE). =
MM RSRAE (R

11.1.6 FEMRHR GHEAD)

Wk, DPULER . FEEG S O BESNRO SNEEI
. R IEXA. WECT, M~ — 7 —Sohi%
Ehd 52 &, BEIROLNIGEIEKS 2R, &l
BREAVE CHIOBRSEOMY RUEZIT) 2 Lo

11.1.7 BEHER. saHBES (FHEA)

11.1.8 WBRMEDHER HELH)

11.1.9 BIFERF %, FFfSEEREE. &E (HEAH)

BHERFZ5. AST. ALT. y-GTP® 55 % k) FrHkpErEE,
EHEDH O DONDL I ENH D, [8.65H]

11.1.10 FBRIERIRAE (BHEAH)

11111 FERINE] CBHEEAH)

11.1.12 EAEOBBUEEGRE CHEEA)

IER & L CTEIB. BEDA LI, HICHFRRRERE, 1)
JNENERR . HMERBGIN, WFEEERIE L, B OSBRSS A
PEOBREOEE LR BEUERED 5 DNDL N D, &
By B IALRAYT A VA6 (HHV-6) D7 A )V ADFE
PALERED 2L L, G hIRBL 55, SR ITFPkRER
EEOIERD D 5 VITBILELT 2 2 LB LOTHEET
LTk,

11.2 ZODOEIEA

1%L

sk | LBOLL 1%k YRR
BT O HERR
25 s
% ) i
VSR
AL O R | B,
hE e
IR R 5k G B
R .
HE M. 5 D
s EMFE. 1>
R v A EEE
B A
%
R T T R r T T S e T S
(25.9%). SURR. SHRKEE. OF| ZaEhEE. SER)
o o | R EORE, Bk, W
THEREE 5\ WRHESER. 4
(18.9%) AR
i i
e WERE .
% Ok HRHE. B,
Bt Il £ o
LR s RN Wik
P BT, 3 T . T
= y {1
T TR
0% OHEN
i
EL R, TR, EREAER. | TRE. G
(41.4%) . |CI%. TR, Wik, |
T A T ) A KL
WikEE | (26.20%). |, BE |, ALF. -
6 AL
(21.2%) «
B
T 7 | B FR
& B
RO |2 T 5655 B T
i B
AT R |77 S R R ER
BeE B
CRRER | RRE 118 R AP, W% W, %
sl et R |7, A ol W R




5% E é%i% 1%k SR

PREJEA IR EREE . H
FCPKHS AN, Mk, ~&
I R |y e v, R
hn. HfH b)) R EE R,
7)) k) R 7 L7 = o
Jne e ) i, iR e

VUSRI, B,
RAESE, |, i L7
e | = i, iR
Byt RERIAIL, PSR
S
5. i W -
RO
e
13. @ERE
13.1 FEHR

b =Vl EHRGC X 2 EE ARG, FERIIH, rE
R, B, EEEEE, MEIETH L,
TYNT I T2 ORERSIZED. FHEEOBENYDH
Bo F7200 TENT I T 2 OBWEPE 5N - B -
O o 72 L OFREDN D S WEILTIZL L ER
JERIE. BIEARUE. AR, Bl R, BRK, &
H, BT%ETh b, [1.22H1]
13.2 @
BLALE L LT, REERRER L. ERIOIE U7 S B & 7h
BHOEHEZITH) T L,
k< F— L O#EFR5- 12 X B RIS O FEIR S DS
WEIE, Fax Y URE AN H B HIEREY S
BYLBENDS DD, To0 NI R VEENIZLYITE
AEBRESINT N,
TENT )7y O#EEHRGII L DR EE DS BEC
E, TEF NI ATA L ORG2EZET 5T L, [1.25H]

14. BREDZE

14.1 EFIZFEFEDEE

14.1.1 PTPEEOIEHIIPTPY — b A LB L TIRHT 2
IofRiET L L, PTPY — FORRAKIC L D, WWEAED
FEREAHIA L, FI2I3EILE B L TR &S O EE
BEHER BT A2 LD D,

14.1.2 /NBOFOREDPHWITIIRET L2 L) BET L2 &0

15. ZOMOEE

15.1 ERER{EAICE D 153k

1511 72 b7 3 72 v OFUILEY (T2F1FY) @
EG1c L, MaRBEEsRITIEND 5,

15.1.2 BEROEREE BB FWE L2 25, HIMMLE
W (7T ) BEERY - KEICHER (B iR
1.5~27kg. IRAMMA~304E) LTz ADS e ot
Vb5,

15.1.3 JER T 0 4 RN &8H 2 BIHES S hvaw ok
IZBWT, —BNLAEDFRD LIz L OMEDRD 5,

15.1.4 B(ZHIZCYP2D6D G EASEE CTa 5 Z & A L T
W5 B (Ultra-rapid Metabolizer) Tld, FS< K=o
TEMEACE O P EE A 5 U RIS o BRI 23583
LRI R BENDD D,

15.2 FEEREREABRICE D < 155K

15.2.1 FBULaw (7x+tF ) OEM - KE#HS5 L8
WFEBC, JEEISED D SN L OREDD 5,

16. EHEIEE

16.1 MeREE

16.1.1 BERE
AR N T~ F—VIEEIE/ 72 N7 3 ) 7 = VELASE
1~35" (b 7~ F— ViERE & L C37.5. 75K 0112.5mg. 7+
b7 327 xy& LT325, 6504 UN975mg) F ARG L7
LEFEEICPPDST. I F—[(x)-TRAM] RO+
737 72 JEER PRI S I, (2)-TRAMKE O 7€ F7 3
J 7 x v OISR Z SN 51440 1~ 2R & OSF TIRgfE 12
CoalSFE L 7215, FNZINHI5~5 . SHH 2 O3 O T, TR T L

Too MY OEYBEIIHEANEEZ R L7z, £72. (£)-TRAM
[E R PIIE A BO-TH A F v b 5~ F— [ (x)-M1] 1A 3
S, (2)-MI1o MHE A R 123 G- 12 R 25 B 12 Croael 3 L 72 20
16 SEFHI DT, CILE L 720 If13EH (£)-TRAMK OF (£)-M1D 4%
FAR IR () AR B ON(=) K] o SE i FEHE RS I OV ey B 7
IR A= F L LTl

P R VIR T N T 3 7 o A ~35E & BRI L
72 EoIEE T (£)-TRAM., (£)-M1IEO 7+t 7 3/ 7= ¥ OFEYERE

INTG A =%
Mo =
- WY/ 7H M| Co T AUC.. T
73/ 7x | (ng/mL) (hr) (ng-hr/mL) (hr)
il &bt
L5 119.8 1.8 938.2 5.1
(34.3) 1(0.5~3.0)| (360.7) 0.8)
(£)- . 263.8 1.0 2004.3 5.6
TRAM 7 (45.6) |(0.5~1.5)| (580.5) 1.0)
o 424.5 1.3 3274.3 5.6
(146.1) |(1.0~3.0)| (1070.4) 1.1)
1 34.2 1.8 359.4 6.4
(10.6) |(0.5~3.0) (63.7) 0.9)
N 65.6 1.8 680.9 6.3
@®-Ml 2% (24.4) |(1.0~4.0)| (142.2) 0.9)
35 95.7 1.8 1083.8 6.3
(26.3) |(1.0~3.0)| (224.3) 0.9)
1 5.0 0.8 17.1 2.8
(2.0)* 1(0.5~1.5) (4.8)" 0.6)
;fﬁ vit 9.2 1.0 38.9 3.3
S0 (2.3)* |(0.5~1.5| (12.4)" 0.9)
T J
35 15.1 0.8 62.3 3.3
(4.3)" 1(0.5~1.5| (18.1)" (1.0)
a: ug/mL (N=8, I (SD.), Tomax > A HLME (FEHH) )
b ug-hr/mL

16.1.2 KBS

fEFERABEIC N7~ F— VIERRIE/ 72 b7 3/ 7 = VELASE
13288 (b9~ F— V@l & L <37.501375mg, 7+ b
73/ 72k LT325013650mg) #1HA4ME (6HEH = &) K
FBOxG (b~ F—VIEERE/ 72 N7 2 7 = VAL
SHM. P~ F—VIEEME/ 72 b7 3/ 7« VECAHE28E - 3H
M) L7k &, M (£)-TRAMM O () -M1i% FE 13 A #E 1%
G-BG R4 F T2, FMEEF T N T I 7 = VIEEIER
ARG BIIG 240 M & CICEWIRRBISEL THB Y . ERMI
HOLNLED o7,

I R—VIERE/ T2 T 3 7 o VAR 28 21 HA4E (61
k) EROKS (b~ F—VIERRE/ 72 b7 3 7= VECASE
188 :5HM. b~ F— VHEIE/ 7 b7 3/ 7 = VA SE28E - SHI)
L7z & & OREPEG-HOMmAEF (£)-TRAM, (£)-MILO 7t 73/ 7=
v OREYEEE ST A — 5

ARSI
g R/ 72 b Crnax T max AUC, R T
73/ 7x|(ng/mL) (hr) (ng-hr/mL) A (hr)

B & 5
L5 290.6 1.0 11412 | 1.3]6.6
(%)- (72.9) 1(0.5~1.5)| (265.8) |(0.5)|(1.0)
TRAM - 542.6 1.3 2355.8 | 1.3 | 6.5
v (114.4) |(1.0~2.00| (533.3) [(0.3)](0.6)
- 78.5 1.3 325.2 09|74
(+)-M1 (18.7) |(0.5~6.0) (88.0) (0.1)](1.4)
- 142.0 1.3 666.6 0.9 6.7
(29.3) |(0.5~2.0)| (103.8) [(0.2)](0.9)
6.7 0.5 17.4 1.0 | 4.3
7 1 (1.6 [0.5~1.0)] (2.8° |(0.1]@2.7)
5.0 - 11.0 0.8 30.4 0.9 3.3
(2.9)* 1(0.5~1.5) (4.9 10.D](1.1)
a  ug/mL (N=8, FIMl(SD.), T : FFY-fili (FEFH))
b ug-hr/mL

Ra @ L (REEGHOAUC/ RSO AUC.,)
16.1.3 EEAICL 2HE

fREERABEIC NI~ F—VIEMBIE/ 72 b7 3/ 7 = VAR
288 (F I~ F—)VIEERIEE L C7mg, 7 b7 I/ 72k L
T650mg). kI~ F—NVIEERE2H 7t (75mg) X7t 7
37220 7RIV (650mg) EFNFNHERRHS Lz &,
NI F—VEERRE/ TR T 3 7 VAR RG L2 ED
(£)-TRAM, (£)-MIK U7+ T3/ 7 x> DFEYFHE/ ST A —
ZiE, FIR R UIERBIER O 7 7 ) T2 v ENENE
TG Lz & LB ER L, (£)-TRAM, (£)-M1EO®
TN Ty OEYEREIZ N T~ F=VIEFER D7 £ +
T3 72 OREICEBEBEIRD SN h oY,



16.1.4 EMEHEZFMHR
N7 ItRy NEESE [ N & hT2ty MNEEASER, 7O A
F—=nN—FcE ) EnENnLEE (M I~ F— VN L LC37.5mg.
T N7 I/ 72y L C325mg) MR IS HE AT AR
LS L CIidEd (£)-F I F=VROTENT I/ 72 Vil
ZEE L7 JBoNsz (2)-F I K=V RUOT7E b7/ T2
OIYBTE/ ST A — 5 (AUC. Copax) 122V T0%MEFAIX [ 212
THREEHRIT 24T o 7245 5. log (0.80) ~log (1.25) D#HNTH
Y\ T LA R S n Y
7Ty MAAEE T N 45 R0 Mg R
((£)= b~ F=))

(ng/mL)
140 —o— +T7 Tty MEEHE TRy
i 120 —— [ J 4ty MEAEE
Mean +£S.D., n=24
T 100}
T
b
7
<
:
|
)%
EXF —
0 6 12 18 24 30 36
5550 (hr)
WWEENT A —% ((£)-F T F—))
AUCq 36 Conax Tonax T
(ng-hr/mL) (ng/mL) (hr) (hr)
PTIER | eua 541997 | 112.6+23.9 | 1.120.5 |5.39+1.35
BlAsE [V K] ) ) ) ) ) ) ) )
F7LEY | 658.84207.4 | 100.9+23.8 | 1.3+0.6 |5.52+1.32
EE (=) fiE
(Mean+S.D., n=24)
NIy MEAEE TV F) 5RO R
(T 733/ 72Y)
(ng/mL)
3000 —o— 7Tty MEASE TNy
g[[} —— I aty MiAEE
EE 6000 Mean +S.D., n=24
+
K
7 4000
J
7
T
Z 2000
i —
Ji
00 . )
6 12 18 21 30 36
15520509 (hr)
WYFHE ST A —% (TR TI ) 72Y)
AUCq-3 Crnax Thnax Tye
(ng-hr/mL) (ng/mL) (hr) (hr)
N7 T b
fisg: [ o 1o ||15653.1£3608.1| 6515.4%1799.7 | 0.9+0.7 |4.55%0.79
PISST T 15470833059 5174.2:2061.3 | 1.020.7 |4.66+0.84
s

(Mean+S.D., n=24)
B, IMAEPEEN ONIZAUC, ConE03MBIEE ST A — ¥ 1%,
WeERE ORI BRI S - BRSO MBI X > TR
LRV D B o
16.2 RYR
16.2.1 BEICLHE
BEEER A N T~ F— Ve 7 7 3 2 7 o A sEsse”
(P~ F—VEEE & L C112.5mg. 7 F73I /72281 T
975mg) % e MR B S OV ZRIEIE N AR O G L7 &
&, (£)-TRAM. (£)-MIREO 7t b7 3/ 7 x> OEYEHEEIZ
AHIZLDWEELRPBIBRO N7 GHEATF—4),
16.3 9%
v MAEEFRSEE 0 (£)-TRAM(0.2~10ug/mL) K 057 & b 7
377 x> (280ug/mL) #520%" (n vitro)
16.4 X3
(£)-TRAMIZ E 12 JFIE TCYP2D6IZ & 0 iG AL 3 (£) -MLIZ A
WEND, £720 ZOMOFELRRRERE L. T TOCYP3A4IZ
L BN-BiAF VAL, 7o o v EBERAROHBIAG THh b, Tt

7372 OERABREE, FETO IV O s R A,
TR A 36 ONICCYP1A2, CYP2ELK SCYP3A4IZ & AN-7 & 5
Wp-RVIF ) A IVNOBALR Y ED T VY FF A HaHT
2&)%5)78)0

16.5 Httt
R ANFMEZ I~ F—=VIEBIE/ 7 b7 3 7 7 = VEABE
1~338" & MIER T 5 RO L 5~ F— ViERE/ 742 b7 3
7 = YECASEIEI 328 2 1 HAR (6H:R k) BAERIHRS L
7ok &, (2)-TRAM. (£)-MIKUT7t 73/ 72 ORBEIR
kR (HLIE] P 54 ], AR ¢ S G- FR48IE ) 1.
ZFNENHEG 8 D18.2~20.3%. 9.4~14.8%% U°2.6~3.3%TH
0. BEERORERSICL2BEIRO N7,

16.6 FENEEEH T 28BE

16.6.1 FFigep=

(1) hSvK=—
RS BB EIC N 5~ F— VEEEREE 7 7 b L 50me & #5 1 1#% 5 L 7z &
&, fERERA &I L CTHEFR ~ 7~ F— VD AUC. I3 BEZE (21
ML, T1d82 6012 ER L2 (BEATF— %), [9.3.2280H]

@2 7Eb7I/ 72>
Frtpeps & Bl (R ~ P& o, mE i 5hl) 1o Tk RT3
J 7 x »1000mg & #EIHES L& &, A & E L CIndgEh
T T7 37 7x2YDAUCHATFIL. 7TREEEI L. Tpld 8 21 i i
FL72YWHEAT— %), [9.3.220H]

16.6.2 BigemE=

1) FS<TKR=J
EhREEEEE (ZLT7F 22 )75 A 1 80mL/minbhT)
216012 b 7~ F— VHEEEE100mg % RN G- L7z & &, I
kS~ F—= DTk CAUC. IR AN O Z 2Nk TL.5M%
FO2AETH - 72" GHEANT— %), [9.2. 18]

@2 7Eb7I/ 72>
R g EE (VL7 F 22 )T 52 A 30mL/minkl )
136272 b7 3/ 72 1000mg% & 4%5- L 7z L &, $%58~
2B HOMIER T2 N7 3 7 7 2 v OT 1l EEER A (4.91:)
E LTI T BNCIE R L. AUCsom b #1958 L 722 (41
EIANT—%). [9.2.12]
1) AHIOAGE I N1 RS HEII25ETH S,

17. BRERRIR
17.1 B3R UORLMICEEY 25658
GED AMISIEZER)
17.1.1 EBRELHERER
B AE A T E & Bl S . JEA T O A PPN S48 )
OREOPEGAZ X ) 5 7 SRR A S e WiIB ML i R 5 18761
(M= F=)VEEMIE/ T2 b7 3 7 = Y EASERAE, 7T 1K
FEO3%) ZRSIC, EEFEMT T I~ F— IR/ 72 v 73/
7 = YEASN~288 2 1 HAR2E #5726, “E\EE M~
OBATHRIER 72 L2 BEIL, Mo~ F—VIERRE/ 72 b7 3/
T x UEEEXIE T IR T 2 AE AT TS L7
LE, ZEERT COEMMEART 724N e LA NV M
EFCToOMMIZ 77 R L Mo~ F—VIERE/ 72 7
I T VB CATEICE» - (1T v 2 5E, p=0.0001),
17.1.2 EBRRHE SRR
HHE . (B, ZTMEBIEAE . BIfT) v~ 7. SRS BEREMRERE.
HRIEE R MRRG  FEROR PR R B R 72 &) (2R ) 18 MR
e L, EATOA FENEERAORORTG 2L T4 758
TR RS N WEFEIOF Z R RIZ, b I~ F— I VIERgIE/ 7
L N7 7 2 VEAEELNL~28E 2 1 HAN, SEE R L CIEE M
TCRBES2AMIESG L7z & X OVASEO FISHEIL, FEEo
65.80mmiZxt LT {EHENI283 121229 93mmICIE F L. 20,
G528 £ TIZIE—EOMETHR L7,
RIVEFAZEBIE1E, 96.3% (183/190%1) THh » 720 EZEIEHIZ.
FELN0260 (53.7%) . (EFL7450 (38.9%) . WEI7161 (37.4%). #
ko 5160 (26.8%) . HEAR3’BI (20.0%) TH -7,
R DER)
17.1.3 ERE LHERER
BB T OB % AT & 3 B T UK e A AT L
PR I % SR 72 B 32801 (I~ F—VIEEE/ 72 v 7 3/
7 = UEESEREL326B). b T~ F— ViR, TR T 3/
7 = UTEL306)) xRS, ZEEM T TN~ F—)UERRE/ 7 &
737 2 UEESE2SE. NI F— VIR 75 mg X iE T b T



3/ 7 = v650meE WIS L2k &, 548 £ TORAD
YHIEORA GG HORADYFHE > [LFE% L~ [wht#]
DSBS T, 0.5~8I5 [ F CREFFAVICEEM L 72 & & O R FE ) DO
WEIE, PO F—VERE/ TR NT I 7 2 VERAERELT T,
b~ F— VRG24, 7 b7 ) 72 UHLI3.3TH Y.
PO P VEERE/ TR N T3 7 AR L RHAIEEO M
WZHEEDRD SNz (FisherdLSD#E:, Wb p<0.0001), %
7ov PO F— VIR TR N T R 7 o VARG RICEY
T 5 F CTORR (FaAORED [Z2 L] E 8] 1283 5
T TOME) OFRAEIZHR305TH Y. FOBRIERIFERELZ
BHEZB B R (BMRIRAORED [ X
W TR AT 5 £ TORR) o fiidfhros s - 72",
BIWEMZEBIERIE, 57.6% (76/13261) Td o720 THBEWEHIZ. 1@
MR39%1 (29.5%) . HE.L186I (13.6%) . FEhlkd 1261 (9.1%) .
WEH-9% (6.8%) Tdh - 72",
TRt ORI BT B ERA)

. ) P 512815 1 T O A DU DA
A H AT %L i;i:;_jg,; <ﬁi%gk> -
b T~ F—UiEERE/
bﬁ?i@gﬁﬁﬁ‘ 66 ;;% m&?%5> p<0.0001
T e L | s |00t | PO
18. BEhEIE
18.1 {ERHF

18.1.1 ST R—J
7 v MigxE B 7zm vitrofBEOFER S T~ F— kR AR
AT L. b= F= VR OERREIMIOu-F ¥4 1 K5
BAERANDEE, LRI PN TITF—= VXD 7 VT FLFY v RO
LU b= OB ARLECEH A, SEREMICET T 5 52
D)hZ)IQ‘ 17)o

181.2 7 b73I/ 71>
F v MR Wzn vivoilBROAERN S, TR T I 72 VI3 E
IR AR R TR Ly N-A F-D-7 A/8T ¥ ¥ B354 5% O
FTAY U APREEE N L — LB FRBOMEIEH, B
Du b= VEFERE N LN R 7 S5, SUEIERIICHE
H45EEz 505919

18.2 $E/E1EA

18.21 YV ADTEF NI VFEHEIAT U TIZBVWT, bI Y
F— VIR E T N7 3 7 = v O ORSE. 74 VR
O 7T ML DT ORRE HENIZT A D v 7 ez #ifl$ 5
CENFEEEND, 72770, v MIBWTIEARB O TN 284
B RERR S Ty,

18.2.2 7V 2Ny NHHIST v MIZBWT, b I < F— VIEERIE
(10mg/kg) &7t 73/ 7= (86.7mg/kg) DOHFHZEIS-
Tl [ = O & IR HAE 512 T, B B OSBRI
Pl Rl A G RO N 71 1 Q1 g m I ety R 1| A B A

19. B3Ik 2 Y 2 B{LZRIFR
19.1 b N—JVIEEE
—hgEY& TR
b F < F— ) VIEEEE (Tramadol Hydrochloride)
1tZ%
(1RS,2RS) -2-[ (Dimethylamino) methyl]-1- (3-methoxyphenyl)
cyclohexanol monohydrochloride
SFR
C16H25NOZ N HCl
SFE
299.84
MR
HEDFEZEDOHETH 5
KICBD THEITRT L, A% /=), TF 7 —)b (95) XIEFERE
(100) IZETR TV,

b EEN

H,C. CH,

\N/

J
o
1A
OH

0 Je OSSR FENEAR

“CH,
i
180~184T
19.2 7&v73/7z>
—hgEY& TR
7+t h7 37 x> (Acetaminophen)
1% 4
N-(4-Hydroxyphenyl) acetamide
SFR
CgHgNOz
SFE
151.16
MR
ORGSR EOH R TH %
A% =)VIIFTE 7 —)b (95) IZHEITR T L, KRIZRRBETIC
(L PZF NI —= T IO THEITIZ Ve KEELF MY T4
RMIZET %0
EEEER

0 OH
ch*N/ C
H

A=
169~172C

22. ‘@
100%¢ [10%2 (PTP) % 10]
5004% [10%E (PTP) x 50]
50088 [R Mv, NT]
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