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TOARASET Combination Tablets

BISE, WA SERELY
F)EE-EMFEOMFEICLVFERT S &

1. Bf

1.1 FEIC KW EERBHEENRIRIT 2BZTNHHB I LITE
2L, ZERPZ /T 00 1 BHEENS00mg (AF 4 £)
ZHEITEHAECREKRSTIBESICIE. EHNICAIKEESZ
#ERT 2L, EEICKRSTDII L. [8.6 3R]

1.2 FRERSYR—ILRBTFTE MNP S/ T IV ZSTHOE
Bl (—AEERZZSD) COHAICKY, BERSICED
BZNDBBDIENS. INSOEREDHAZRITDZ &
[13.1. 13.2 28]

2. E2 (ROBHBICEHBRELEBEVNTE)

Gh Eé;ﬁ)

2.1 12ERiEo/NR [9.7.1 8]

2.2 7a—)b, BERRAL SERA. 41 REREAUI MG
WEIC XD AMRERE [RHRERIER ORI H] 2 E b
SHLEBEND D D]

2.3 7 I UB(LEE (MAO) MHEA (L LX) ViEEE,
SHFY VA VIVEBIE, 74 F 3 RAVIVERE) 2#%5F
DEE. LIHSHIEBI4ANHOESE [10.1 B3]

2.4 FIRAT x VIERIERRESFROBEIIHSHIEE 1 AR
DN EE [10.1 2]

25 BIBICE DD REESEINTVEVWTADAERE FER
PETHBENDH5.] [9.1.1 B8]

26 EELREDH2BE EELAERZ2EIBENAND
%.] [9.3.1 8]

2.7 RRIOREAH UBBEDBEREOH 5B [9.1.5 5]

GRiE%DER)

2.8 7R VIRE GEATUA RHMEAEEEIC X 5 IEEF
EDFEF) NIZOBFEROHHEE [T ALY VIHEDOF
FEICTORY 7TV ABRBEEERPES L TWS EE X
5N%.] [9.1.11 3R]

*

3. AL - R
3.1 #8R%

BRI

s (1 584)

ARANFA

BEBKTABR, SEELVO—-2, RUE=LT
A=) (EFFAR) ., WL AT—ZAR LY
YLy ATFTIUVEY AV A, e FaAa—
A, ¥ 7uaIT—L6000. BiLFy . LT, &
EBEZBEk. AL onay

HE FIvF—L
b7 Iy b |[HEERE  37.500mg
EasE 1G] |BHE 7273/
7 x ¥ 325.000mg

3.2 EFEIOMIRK

Wit | & - Al SHE - k%é ik REETR
Rl
mase 16] |, o b JG
E{x i_fx
15.5mm 6.8mm 5. 4mm 454mg

4. FPRENIFFNR
IEF EF A FiEERI TABERES TERRRICH I D iERE
OFEN A IR IR
OtkiERDER

5. MEEXFHRICEHET BFR

GEN AR IEER)
JRE & 7 % S8 HERAE . DI - HANER, K7 X728
DIAEN R 2TV KAOKREOES = HEICHIT 5
Z&,

6. FERURZ
GENAEIEEER)

EEL BRAIIEZ. 1EL$E. 1 H4EROKET 5, B5HE
3 AR EZE TS &,

7B ERICSCCHEEREBTAA. 1H24E 1 HIEEE
ZATHERE LW &, F/2. ZEBOBSILETS I EVEE
LY
(R DERE)

EE. BRAICIE, 1E28E2EO/5T %,

7B, BIREST BIEAIC1E. BERERE 4R EZET, 1
m2%E. 1HSHEZBATHREG LW &, T/, ZEROHK
BEI3BTFAZENEE L,

7. BERUREICEET 5FE

GEN AR

7.1 5 OHkKE
ARG EHIBR 42 ZBLTH R BHFIT2URENIESN
ZVIEEIE, OB ZIEBANOEEEZ BT HI &, £,
EHRICEER R U R 2R L. BEOMFEOLEEICONWT
BETd 5 &,

7.2 50tk
KA DTG #BEE L o5&
LTI AICEEBT A &,

*7.3 TR VB ZOBEFEROH B EE I L TARA %%

5958581, 1E1$EET5Z &, [9.1.15%0]

8. BEEREANWIER

8.1 A#FN&. 1#EhIc b v F—)LIEREIE (37.5mg) KRU7+
7372y (325mg) EECGEAEHITHD. FIT R
ETENTR )T UNAOEWERAPHRRT 2B8FNDdH 57
o, BYICAFIOFERZ BT S &,

8.2 HAICKVEMIKREZELHIENHHDT, BELZTHIC
T, EEICREST 52 &, [11.1.430E]

8.3 B, BH. FHZEDERSHOEDLNEZIENHEHDT, 8
HEHSITV B - IBHICHT 205 & U CHIEE o 5
. FHICHT AR E LTRTAIOMHAZERT A4, #
YRMBEZITH Z &,

8.4 lRZ. »F W\, BRHEHESEILZEPHDHDT. KRS
FOBEICIIEHSEOEGRSEERZ O BIHOREICRES Y
BWEIREEBET AL, BB BHHEAICIDEHBEELRICE >
THlbIESNTW5S,

8.5 BYYEZ AP T 2 BTN HBHDT. BEZ DT
Zé&s

v REEROFER 2




8.6 EELHBRENRRIT AI2BININDHL2OTEERT AL, 7
RT3 T7xr0] BRENIS0mg (KA 448) 28BS
FECEHRET 25810 3EHNICFREREZITH., BE
DOREZ+DICBETH L, BGRABTHL EHEMKRST S
BEICH > CLEHAICFRERET2TO CEPEE L, £
7o, BHEBTCTERETAIEAZEIIBICEBEORERZ +0ICEE
T5Z&, (1.1, 11.1.95HE]

8.7 SHRAIIC X ABIRIERBEETIIRL . HEBETHAH &
ICHET AT &,

9. HEDERZFITZIEEICHTIER

9.1 SHIE - BIEEEDH D EE

(GhggdtE)

9.1.1 TAHAFDEEMHREIIIINSDEIFEEDH B EE.
HBVIIEEREOBRAT (GEERIME. KBEE. 7ILOd—
IWRISEYDBRRIEIR. PIRMERRES) 28958E (8F
[ICK TR BEBIETNTLIREVWTADAVEEZRL)
KERSHIIBEEZ T & BERELZFHITH &
BdH 3. [2.5 5]

9.1.2 FFIRIMHHREEICH D BE
MR 2 R T 2 BZNAH 5.

9.1.3 BICHRENEZEDH B EE
MEIRANECEENED ERZRITBENTH 5.

9.1.4 EYOEAXTEMKRFERDSG 3 EE
BEZEMOEE NI, EHEICR-> THRE5T 52 &, KEHE
2HELURT L,

9.1.5 #E7 « REEREHIICH UBBEDEEEDH SEE (KA
DRI UBBHEDEHERED & % BEZRL)

(2.7 28]

9.1.6 YavIRREBICHDEE
BRI % R d 2B Z NP d 5,

%9.1.7 JBtEEEXIFZDEIEENH 2 EE
ERDPBIFEEEZRETBTNIH 5,

*%9.1.8 MRDEBENITZDEHEEDH D EE
TERDSE(IEREEZET BN H 5,

9.1.9 HM{ERINSG 3 EE
MM EERE S B2 &N D 5,

*9.1.10 IMEEEREDH D EHE
FERDPE DAL EET 2 BZ N H 5.

9.1.11 SEXHENHZEE
ERDPET BBZNDDH B, [2.8 5]

9.1.12 ZILd—-IVZEEE
FRE S 5bhPd < kb, [10.2 2]

9.1.13 {8 - (RRENE - BREZEZICLDZIINVIFFURE.
BRAKERDSH 2 EE
HEESHSDONLT <25,

9.1.14 18ZFKRiFEDIEE. FAEMHIBIRIFETIERE X FEER
REEETHEE
BE LW &, EERFRINHE O X7 BH#EINT 5821
D5

GED AR

%9.1.15 7AEU VIHE GEXFO4 REEXEREIICKLDHR

HIEDFER) NIFZDEHEEDHDES
AEZRANT, FERO7E T I 7 vEFIEZR W -HEH
HizEETAHE, TAV) VBB RIZZOEERDOH % EE
Tl 7 b7 372001 \EH7z 0 OFRAHAEIZ300mgLL
RegrzeeanT0BEHD, KEFLEFRICTE N T I/
7z EMEERLTVD, 7TALY VIKEDOREIC SO R
Y75V U EBBERASESE L TWD EEZ 51, ERD
B RIIERZEITBENDD 5. [7.35HE]

9.2 BikEEEEEE

2.1 BEEDHI2EEHDIVIZDEIEEDHZEE

BEBOHEE. RS5MEOEEZEET 52 &, ERIELX

BEREZEIBINSD 5. /-, BLIMFEENIHE L, 1

AROBWERDPIERT 28 FNDPH 5. [16.6.2 3]

9.3 FHigaEEEEE
9.3.1 EERHEEZEDHZEE

BELTWI L, BEERERZESBTNNFH 5. (2.6 3]

E

9.3.2 FEENH3EEBHDIVVEZOBREEDHZEE (BEER
FEEDHZEE=ZRL)

ISEEN BT 2 BZNDH D, £7-. BOLIMHFEE DR L.
VER R OBIER DR T 2B F N H 5. [16.6.1 2]

9.5 i

9.5.1 MR IIIFIR L T WA HRE O » At ICid. BB LOE
A fEREE ER 2 RSN A BRICOABRET ST &,
b T R—)UIZRREEREFT 2388 L. ¥4 RICEERE, BEN
IRIE T OB ERIEE, W OICHRIBAT R URESRE SN TV 5,
70, BMERT. NIV F—ILIZRERR. BILROHER
DEFICHELZRITT I EARESN TV S,

9.5.2 HIRBHOLEADTE 7 I ) 72 v OHREICEVKRR
ICEIRENGEZR T END 5,

9.5.3 7 N7 I 7 2 VIIEIRBIHO T v M TIRIBICEE D
RENMEEZRI T EPRESNT VS,

9.6 1ZZLIR
BHABISEAIE, NI R=)LE, AIPARBITT S
ERRESN TV,

9.7 INR

9.7.1 12EFKBDINE
BELRWT &, BIMNIBWT, I2RREO/NETHRTEZED
BELZIFHNEHO) A7 FEWEDREN H 5. (2.1 BE]

9.7.2 12U LEDING
12 L ED/NRICH T 2B RUOR2EEBIZE S Uz ERERR
BRIZSEM L Tz,

9.7.3 BB, BAZEMIRIRHEIFINERBEN SEERMEEZET
BINR
BE LW &, EELQFRIHO) X7 PEINT 2821 H
H5o

9.8 SifhE
BEOREBZBER LS LEERICKRST 5 &, SEKENKR
TLTWaZENZL, R - BRt2SBE LRIERS S 5 bh
9,

10. HHEEH
F I F—=LId  EICCYP2DO K U'CYP3A4IC & » THE s 2,
10.1 AR HALBWI L)

FRIEE AR - BB WP - falERT
MAOBHZA| SEICBWT, o b= UREEE MR ERS N, £
TUF ) ERE | (SEEL. WU, REE BF. EH | FRERoro b=
(z7¢-) K. REEEE. IA70— |EWTEHEEILNS,
THFY AV | XA, THI%) 2&EPREER
VBRI (HBH1TE), EiE. B, S,
(7YVLo b)) |HE#E). WEESR (FRIE) K
Y745 I RA | ODMER (EIUE, &iE) O
VIVEER ERZEEAPRESN TV S,
(£774F) |MAOMEAI &R EHOEE I
[2.35H] 5% 148 BIN O B 1T I3
HLieWwZ &, F70, KERESH
1L ICMAOBEAI O 5 % s
THEEICIE. 2~ 3 HEORE
FEFHENEE L1,
FINAT L AGEHHE | BERER 2R T BENDH 2. | uF EF A RZEEFANOHE
tyrru Fio. ERERAPSRETT 5B Eh |[WEFICK 2.
[2.45H] Wb,

FIURAT 2 VIR R ER OB
HEX 3 E5H1E% 1ERUADE
FHICEBE LW &,

10.2 HAER (HAICERTDI L)
EAEE HURIEIR - SR
+CA A FEA RO E [0 EE

W - falEE T
KRR R AR 1

PIRAREIIRIA | 2RI BTN D 2. HRSh2EEA 6N 5.
T )FTIV
B
TEERRSEER A

SRARFOOA | tu b EMEE GEEL. M. MRS ERE .

O b= R
BRI | =
> FIHLD A A
Al (SSRI) %

DESIRS

FE T, EHKHE. RETEFE
TU#E. IA 7 u—X R, FHIE)
BHODONEBENTFHHHT2,
BEREEOREEZERSES B
TNHH %,

Ty RO D F =
EMI2EEIONS,

YAV ROIERREY, Al
HIMAOEERIZ LD
AN AERPERE N 7z,
FikfREO O ~ =2 SER
THEEXLND,




HAlBE

HRAREIR - 1B %

W - falRET

LD,

HNWNTEEY | 8T F—LOMABEIET L | 26 OEAI OB EERR
T ) NVES—)V |\ TR EEE T 2T H 5. | BHERICKD, FIT -
A= o, NSO ORPERE | OR#ASRES NS, Fi,
T IRy TRIFRBEESFESN. TH |7 T I 720 6HE
V77 €y | b7 3072 RETNC K BHRR | EERON-T £ T ILp-R
VYA EERELRTL LB EOMEDD | VF ) V1 I v ~OR#DE
BB ESNb,
T =)L (BRE) | MINEI D E A BENAH 5. (HEMICER I ERSh S &
[9.1.12 2] o, TVIA-LZEERENT | BZO5NS.
ChT3I) 7oV ERALEES | TLa—VESRICEACYPEL
AHRLERLI Lz EOWEND | OFHICEID. 7T/
%o 7z rhoFEEERON-
TEFN-p-RyIF ) oA
IUAOREPEES NS,
F=Iv HEIAERMHE®RT 2 B2 NA b | HFEARH
%
272 RUEINA] | Hifl & fE S 70 b o Y B O | #E R
TLT7 Uy |EREEOY 2 VRIURLAIOE
FZERTZIEN D5,
D= DIX T U RENSRR L O | BFAH

EINE AV e
SRR

FEDOEBERZRBSELB%
NHHs.

KAlIOHFRICB TS0 =
CPERM Il SN B EEZ S
N5,

TIVINT 4
Ry V%

FRIOFREHZ BB SE2BZ
NHHB. i, BREERZIET
TEZNWNH S,

REIDERT B u-F €A A
FEEEOEDFT7 T=A T
HBI2D,

IFZILVIALT
D — L&A A

TR N7 I Tz OMmMAEEN
BT 2B8EnDH5,

IFZINIRXNTIF =G
FIcBF2782 73/ 7
POV T YBAE R EE
THEZEZOGND,

IFZILIANT VT —)LOMF
BENLRTIBENSH 5,

LIP3/ 72 RIFZ
VI A LT VG — LV OFiEEE

BEEETSEEION S,

1. BfEA

ROBMERNDPHSDND I ENHZHDT, B2 7TV,

BEPROSNIHRITIHRE 2RI L BN R LB ZTS

11.1 EXIGEHER
M Yavd, PFI745+F9— (HERH)
WRIRREE, WIS, MEEE, SREErH6bNEIENDH S,

&,

11.1.2 &= (0.2%)
11.1.3 EHGEK (0.2%)
11.1.4 &= GEEREA)

EHAEARIC, fE. BENRERCEENKRESECSZ &
BH B, REIOHIEITEERICH VT, BB, R, R,
NHRE. EENAZ. R, BBER. S=v 7 5%E OE. #
BHE, BEIRFOEBEEBEISELCD DD D, [8.25HR]
11.1.5 hEEREIEFERIARAE (Toxic Epidermal Necrolysis :
TEN). REHIRIREIREE (Stevens-JohnsonfE(REE) . 2%
NFEERBERBEE HETH)
11.1.6 FAESMERTN (SEERIA)

R, MEIREEE, B T OREENSRO S NIEEAICE,
R ICERXAR, WECT. Mg~ —H —HOBREZEMT %
ZE, BEFROONIESICIZERELAFRIEL, BIBRERIL
EVRO/ESOMY L NBEEITH &
11.1.7 EEBEHBR. SIEEBEE GEERH)
11.1.8 ERIEDFER (BEERH)
11.1.9 BURERTN. FFHEsElEE. &E (BHEREA)

BIFERF4S. AST. ALT. y-GTPO EF& % £ FFtéperEsE,
BENSHOODONAZ END B, [8.6 3]
11.1.10 EERIERRIAME (SEEARHA)
11.1.11 FROR3ME] (BEEEREAR)
11.1.12 EF2RIMEBSUEEIREE GEEARH)

MEER & LTHRZ., REMF A SN, BICHHERE, Vo9
HEAR. BmBREN, FERERIEZ, BRI OSERHEIEE RS
EREOEELRBBIERPHOONAZZEND S, TH. B
ANLRZTAJVAR6 (HHV-6) FED A )V AOEGEELZ S
ZENEL, BERIFBOFEE, FE, TRERESOERDY
HRHH5VIIBET A ENHHOTEET S &,
1.2 Z0ODEHER

o 1 %D E s
5%k phoprees 1 95k SRR

BRIER UAT & BEBR

i

MR ~ % anm

i

—
59%bLE égi% | %k R
RER O BN BRI, MR
= 7
R . 8 PR
A, 1
B HEASE
) plel NE <7/
RS ELA, A oA
T VAVEE,
AYEE. ¢
hE
TR (25.9%) | R HREE. B AR, &
P E SRR, B, 0% |5k SRENEE
(18.9%). BAME, FR, | EBEE
WRERRE g HREEED, 5
A BRI, 1
e
WRE HHAR .
R ARG HB.
R UK et
N WiE RENR. IR
BIME. 1E3TH (EME, 37
R PR ILE
. W TR, W
CHRE
T (41.4%). | B, TR, O | D R . | W R ©
WG (26.2%). | %6, CIPVSESR. | Bse. EmMEE. |3
Bk (R (21.0%). [{ERE, s | B, s,
HRBE BB, ALF. b
S
PR g%&&ﬁﬁ
ERROE TR |2 R |R5. 3 &
s ¥
B R e IR 8 ;w7\/ﬁ‘ﬁ,zﬁ
| EEE (8. BER. 5| WEARE. T %%, .
EAMERUE . frL m Geth, HERE
SR N
EE W 5. [ | RN, B
CPKH 1. 1L vh | mERECHEAT. ~E
RER, Msf - | 70 E S HD, R
U7y R R EEEE. m
i, MY LE|Z L7 F =
B VHIIL RS |, R R
Fe. FRehT KM A0, MR
B . s L F
= b, MR
I, AR
SEMM
BE. THRO G - B
JUE &G
13. BEKRS
13.1 fEIR

b2 RV OBEHRSIC LA EELERIE. FERINH, R,
BHE, ERERE, MEIETH S,

TELTI) T oOREBHRSICED, FEEOBENDDH 5,
T TR N7 I 72 OBERSHRICHRE - B - DO
BN > EOMENH 5. BEERSICL S TERERIE.
SEBHE. BRE. B, B, BER. B0, BFEST
H5, [1.25H]
13.2 W@E

FRENEBEE LT, [UEZERL. ERICS U MREE - 8%
DEEZITHI &,

b T2 R—ILOBEHREIC X 2 EEINHIFEOER P EDN 515
EIIE. TOXFV UDBENEBENH SN, BEREEZFHRT
HBENDGD S, Flow P IT R=IVIEBEINICEDIZEAER
EEsNiz,

T hT7 I 7z 00OBERGICKZERPEDLDNAEEIC
3 TEFLIATA 0 OEREEZERT S L, [1.25E]

14. BRALDFEE

14.1 EFIRXHEHOER

14.1.1 PTPEZOEH|IZPTPY — F 5O H L TIRAT 2 &
SET LI L, PTPY— FOBRKIZE D, BOHAT A RE
KEARIA L, BICIZEEL 2B L THRIARZOEE L &0
EZHHETHENDH 5.

14.1.2 NEOFOEPHVANICRET 5L HEETH T &



15. ZOfthDER

15.1 ERFREAICE D <1EFR

1511 72 73/ 7z 0fPUEam (72+tFY) OR
HRE5ICED, MEREEEZREITIENDH S,

15.1.2 BLRUOBERESEOEEZEZ2REL /25, HUULED
(7xrtFr) #AZEMR - KEICHER (F: BIRASEL.S~
27kg. RRFIHAR 4 ~306E) LCW AR ZLEDREDNH 5.

15.1.3 JERx 7oA MEHAEEA z REKRS S hTw 2RI
BNWT, —FENLANEPRDO 5Nz EDREDNH 5.

15.1.4 BEMICCYP2DODEM BRI TH 2 Z EFHBHL T
%% (Ultra-rapid Metabolizer) Tl&. M7 ¥ F—JLODiE
HEREOMAPRED EF LU, FIRIHEIEOBERPREL O
T B5BENNH 5.

15.2 FEERAREHERICE D < 185k

15.2.1 Uk EM (720t F ) ORM - RERSG L8
FEBT. EEREIRD SN EOWMED D .

16. E4EhRE

16.1 MOGRE

16.1.1 BEE%S
BERABSEIC NS R UIERIE/ 7Y N T3 72 VERE
$E1 ~ 38 (b~ F—)LEREIEE LC37.5. 75%012.5mg.
T h73I/ 72> (APAP) &L T325. 650/%0M975mg) # Hi[m|
BOBEGLIZEE, HEBIIPPDET. bIvR—)L [(£)-TRAM]
K OAPAPIZES IR S . (£)-TRAMK PAPAP O I 4%
FEEIZIFNFNIESEN ] ~ 2 BB UK | BRI Crad I 2
L7zt TNZNH5 ~5. 5RO 3ROt . TIE N L7z,
MEDOEYEREIIHELAINEE R L2, 720 (£)-TRAM
WP PITEERBO-BH X F L < F—L [(£)-M1] i
R#@tE N, (2)-M1o M HFEEIZRSEK 2 BRI Cnaxd 22
L7z, $96. 5B DL . TR R Uiz, MgEH(+)-TRAME ON(£)-Ml
DEFGEEE [(HD-EERO(-)-K] OEMHEINT X —5 13
BRI T Wiz,
) RAlOARSN: | RREARIE285ETH 5,

MY R—UEBIE/ T VT I 7 VEATE ] ~ 38 2 BERORG Lz ED

M (£)-TRAM, (+)-MIKUAPAPOEMHE/ ST X —%

sg | DT R MR Crnax tmax AUC. tie
APAPE &3 (ng/mL) (h) (ng+h/mL) (h)
L5 119.8 1.8 938.2 5.1
(34.3)  ](0.5~3.0) (360.7) (0.8)
(£)- 25 263.8 1.0 2004.3 5.6
TRAM ! (45.6) (0.5~1.5) (580.5) (1.0)
. 424.5 1.3 3274.3 5.6
(146.1) | (1.0~3.0)|  (1070.4) (1.1)
L5 34.2 1.8 359.4 6.4
(10.6) (0.5~3.0) (63.7) (0.9)
(£)- 25 65.6 1.8 680.9 6.3
Ml (24.4)  ](1.0~4.0) (142.2) (0.9)
. 95.7 1.8 1083.8 6.3
(26.3) (1.0~3.0) (224.3) (0.9)
- 5.0 0.8 17.1 2.8
(2.0)* | (0.5~1.5) (4.8)° (0.6)
9.2 1.0 38.9 3.3
APAP 25 230 0515 1240 | 0.9
. 15.1 0.8 62.3 3.3
(4.3)*  ](0.5~1.5) (18.1)° (1.0)
a: ug/mL (N=8, F¥5fE (S.D.), tmax; HRIE (HFH))
b pg-h/mL

16.1.2 RiE#&S

BRI ABMEIC b T~ N —)UEMRIE/APAPEC&SHE 1 6] 1 i3 2
$&8 (bI~ F—)LIERRIE & L C37.5X1375mg. APAPE LT
325313650mg) &= 1 H4[E (6 &) REZOH®RS (b
7<% N—)UERIE/APAPECESE 1 8 SH. NI~ F—UIE
FRiE/APAPRCASE 2 58« 3HM) Lz &, M (£)-TRAM
KO (+)-MIBE IS EROHRSHBERASREE TIo, 20
RPAPAPRE X ER R 5 FIA R 24K M £ TICERREI
ELTBY, EBEEEERO oL 5720,

Fov R—VIERIE/TE N7 I 7o VEIASELE 1 X 2882 1 H4E (6

&) REZEOHRS (Mo~ F—VERE/7X 73 7 VEAHE 188 SHE. b

ST R—VEBE/ T b7 I 7o VA28 3HM) Ll 2oRKE5RD
M4 (+)-TRAM, (+)-MIEUAPAPOIEMBIAE/ ST X —%

4 b T R—)UIEERIE/ Chmax tmax AUC- Ra ti2
APAPEC & (ng/mL) (h) (ng-h/mL) (h)

L5 290.6 1.0 1141.2 1.3 | 6.6

(£)- (72.9) | (0.5~1.5) (265.8) 0.5) | (1.0)
TRAM 25 542.6 1.3 2355.8 1.3 | 6.5
| (114.4) | (1.0~2.0) (533.3) 0.3) | (0.6)

L5 78.5 1.3 325.2 0.9 | 7.4

(£)- (18.7) | (0.5~6.0) (88.0) 0.1) | 1.4
Ml 25 142.0 1.3 666.6 0.9 | 6.7

: (29.3) [ (0.5~2.0)| (103.8) | (0.2) | (0.9)
L5 6.7 0.5 17.4 1.0 | 4.3

APAP (1.6)* ](0.5~1.0) (2.8)° (0.1) | (2.7)
25 11.0 0.8 30.4 0.9 | 3.3

(2.9)2 ](0.5~1.5) (4.9)° (0.1) | (1.1)

a:pg/mL (N=8, P (S.D.), tmar; FHHMHE (HH))

b pug-h/mL

Ra: HER (RKIEEHOAUC . /MEIES5HEDAUC)

16.1.3 EESICKDHE
BERAEMIC N T~ F—)VIERRIE/APAPRI&HE 288 (Mo~
R — LHEEsHE & L C75mg. APAPE LT650mg). F I F—
JVIEERIE 2 71 7 )L (75mg) SUIZAPAP 2 4 7 t)L (650mg)
EENFNEEREO®RE Lz X, b Tv F—)UIERRIE/APAP
x5 L& &0 (£)-TRAM. (+)-M1& U APAP®D
HYIEREINT X —¥ 13, b T R—IUIERIE N OAPAPZ Z 1
PNEMTHRE Lz ZEFABROMEZRL. (£)-TRAM, (£)-Ml
K U APAPOHEMIBIREIC b 5~ K — LIEEEIE R CAPAPO L&
ICRBHEBIIRDONGZP -T2,

16.1.4 £YEHIEF MR
F7 Ity NECESE [JGl & bT L4ty NELESER .V O RS —
N=JFIZEDZENFN18E (b F—LIERIE. 7 b7 3
J 7z LTENZNIT.5mg. 325mg) BEMABEICHE
BHEGEORS L CMERRELEREZEE L. Foniz%E
MENRE/ST A —% (AUC. Cumax) IZDWVTI0BEFEXMEIEICT
HERIT AT o 1238, POV R—LRUOT7E NP I ) 72V
ixlog (0.80) ~log (1.25) O#HEATH V. WA DEMEN
EEEDS RSN,

(1) +o< R—LiERkE
(ng/mL)
250
250, O 7Tty MECASE [JG
—— bT Lty MELASE
200 200 | Mean+S.D., n=44

150 L

100

BRSNS = — 7 B
o
o

P

01234 6 8

12

24 36
5% O (hr)
EMEEITA—F
HEIRT A= BENTA—Y
AUCo-3 Chrnax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
F7 Ity MECESE [JG) | 1075.29£316.65 | 164.76+34.62 | 1.2+0.6 | 5.8+0.9
b Lty MEESE 1087.93%307.82 | 170.42+45.81 | 1.4+1.0 | 5.7+0.8

(Mean=£S.D., n=44)
Eﬂiﬁtp()i%gﬂﬁUKAUC\ Cmax%g)/\oa)( '_y Li\ *)ﬁ%ﬁ%‘@igﬁ\
AR DOERANEIEL - FeE OB IC L > TR DT REEDP H 5.



Q) 77 Ty

(ng/mL)
8000 -
1 o= M7 TRy NEEEEE [JG)
# 7000 8000 —— T Lty MNERAE
i 7000 Mean=+S.D., n=44
; 6000 6000 |
r
7 5000
J
5 4000
I
> 3000 I
5& 0 of
7 2000
&
#1000
4
04— : 0
01234 6 8 12 24 36
5% Or R (hr)
EYEENT A -
HEIST X —H BEINTA—H
AUCo-3 Crnax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
b7 Fty MECESE [JG) | 18231.4043946.52 | 5751.0+1850.2 | 0.9+0.8 | 4.3%1.0
bT Lty MECESE 18365.38+4017.95| 5994.3+2355.5 | 1.1£0.9 | 4.5%1.1

(Mean#S.D., n=44)
MAEFREEN ICAUC, CoaZD /8T X — 713, #HiEaE OB,
AR OFREUEIEL - B E OB I K> TR B RN H 5,
16.2 ORUY
16.2.1 BEICKLBHE
BERAIC N 7~ R— VIEEEIE/APAPER & 8E 388 (T <
R —UiEREeHE & L T112.5mg. APAPE L T975mg) % &=k
BB R OZEIERICF NP NEERORS Lz & &, (£)-TRAM,
(£)-M1K% PAPAPO W8 IC BEIC X A FAZE L HBIIED
SN o72Y) (HEAT—%),

16.3 910

b MMEEERE AR ¢ (£)-TRAM (0.2~10ug/mL) K U'APAP
(280pg/mL) #920% (in vitro)®-®

16.4 X8
(£)-TRAMIZ E I Pl ©CYP2D6IC & 0 iE AR B (£)-M1
KRB E NS, £/, 2ot X REKERKIZ. FETO
CYP3A4IZ K AN-FX F UL, V7 na v EEfas R OB e
TH5. APAPOELRBRIIT, FETO /L7 0 v EBias,
REETA SN ONICCYP1A2. CYP2EI R OYCYP3A4IC X AN-7 +
FNp-RUIFE) A IVAOBIERTFDITNY FF 1
é‘ﬁ%éé)*lo)o

16.5 HEtt
ERABEIC NS~ F— LIERE/APAPE &48 | ~ 3 8%
ZHEREOBS RN NI F—)UIERIE/APAPECS$E 1 @ 1 X
X2%E% 1 H40E (6 HECE) RERORS LIz E, (£)-TRAM,
(£)-M1J CAPAPD RRER R R (B[E] @ 4% 5 5481 i,
RAE : BiR 5848 ) X, FNENIRE5ED18.2~20.3%.
9.4~14.8% K U2.5~3.3%TH V. BEBRUOREREIZLS
HEBITWHO 5NN 5720,

16.6 HEDNEREFTIEE

16.6.1 FHgsERE=

(1) FSIR=IL
FFREZBEZELIC b T~ F—IUIERE H 7+ L50mg % 5% 1 #%
BLEE, BERAEHELTMER v F—ILDAUC
WFEEFICHEM L, 3 R2.6BICEE LY (EATF—%),
[9.3.2 ]

Q2 7eb7P=E/T7zY
fripEmERYE (BE~FEE: Ofl, 8E: 560 K7k b
73 7xr1000mgEEO#REG Lz, ERAEREL
TMHEFT7E b7 3I ) 72 OAUCHITKIL.7TREEIM L. el
F2BMER LAY BEAT—), [9.3.220E]

16.6.2 BHEEEES

1) FSTR=IL
BHERERE (VL 7F=20 27U 7T A 80mL/minklF)
21601 b 5= R — UIERIE100mg % RS L7 & &, 1%
T2 R= )LDtk CAUCIZEEMADZFNENHEKT
L5ERV 2B TH 720 HEAT—%). [9.2.1 SHE]

Q) 7eb7=/7zY
BHEREERE (VL T7F20 27U 7T A 30mL/minBl )
BECTE 7 3 72 1000mg 2 RORE Lz & &, &5
8 ~ 24 OMEER T b7 I 7 v DunldEERA (4.9
BERE) S HB LU CILL7ERICEER Ly AUCs20® K91, OG5 0
L7z (SNEAT—%). [9.2.1 20E]

17. BRERRGEE

17.1 BERUREMEICEAT 558

GEN AR

17.1.1 EASE M55
JESRE I AT RAETE S s s . FEA T o1 REEAER
AlOROBEIC LD+ ERRS B O N WVEEERRERE
1876 (b T~ R — LIHEEIE/APAPEL & 5ERE04HI. 75+ REt
03f) ZWRIC, FEEW T T T~ F—)LIERIE/APAPEC & 5E
1|1 ~28E% 1 H4E2EMKES LK. —EEREANOR
TRER - L-B#EIC, b~ F—)UEEE/APAPR&4EX
7o AR%2T Y LCEDMITT4BBAHREGE LS, &
ER T COEBHERATSZANY FELIARY NREEZT
OHIE TS RBEEHE L b5~ F—)UIEREIE/APAPR &8¢
BTERICEDP 72 (05> 7#E. p=0.0001)9,
IEEMEIOBIERFERIZ, 79.1% (21927761) TH -7, E
ZEIERIE. EDI12561 (45.1%). 1EER776] (27.8%). IEMH:76
Bl (27.4%) . (EEBSIF] (18.4%). 1FEiMED F 14401 (15.9%)
THoTo

17.1.2 EAR%SHER
HiEER (BEE. ZRREETE. B v~ 7. SR EER.
HERES R, BRREEREEEERZ ) e B
ERzAE L. JEAT oA NMEEEERORORSIC LD+
TR RPES N VEEIOM ZNRIC, FIv R—LE
ERIE/APAPRRSSE 1 [ 1 ~ 2882 1 H 4[], WEBEEL IS
BT CRESUARIRE L & EOVASIEOFSEIL. BiEgH
D65.80mmIic KT LT, JAEH28E 121329.93mmICE R L., #
D% IWEHFSLEE TIFIF—EDHE THER L7,
BIEFFEIREIZ.96.3% (183/190() T&H -7z E&EIEMIZ.
BED0261 (53.7%) {EF7461 (38.9%) MEM:7141 (37.4%) .
FEIMED £ 05161 (26.8%). EAR38HBI (20.0%) TH -7z,

(R DERE)

17.1.3 EASE M5 ER
BHIRROEREDE 2 0B E T 5 TR RS SR 2 T L.
%I % R0 7 BE38G (T~ F—)UIERIE/APAPE &
FEREI2(0. b T~ R— LIERRIER66H. T T I T2y
BE13061) #xfRIC. ZEEM N T T~ R—)UIEREE/APAP
FASE288. T~ K= UEBE Mg IE7E 73/ 7 <
v650mgx BEHE Li- & &, 5% 8HME CoRArDtE
EO#HM (H5%0BAOREES [EL L] ~[7eiE]
D5 BBET, 0.5~ 8 B & TREFAICEHE L7 & & 0 RHEHE)
DOFHEIE. b T~ N )UIERRIE/APAPEI & 8E8E17.7. bo~
R— VIEERIEREI2.4. 7R N7 I ) 7 2 VEEI3.3THD. +T
~ F—IUIEIE/APAPEL A SER & S HAIBORMICERZENIR
517 (FisheroLSDE W N Hp<0.0001). £z bT< F—
JVIEERIE/ APAPER S SR 54 1029 % £ TORM (BADE
B [7zL] X3 [8E] 1CHET 5 TORM) OfRE
K0P THY., ZORIEEVSEHRLLBEICB ) 20 RE6R
B (BOBIOBAOREEN [FEE] I [BE] ICEkT
% E CORR) OFREIZ270TH - 721019,
BIEFFIREIL. 57.6% (76/132(51) TH -7 EEIERMIZ.
{ERR39% (29.5%) T 18451 (13.6%) IS B8 F L 12451 (9.1%)
MEH 9l (6.8%) TH -7,



B OEREIC BT 5 EENE
54 8 I E TORADREE DR

sl BE[ PoE | mmE | Fishero
e | G Bh) | LSDE
b ks APAPRASE 258 12| 0 | o %0 o
F 5 ¥ — LIEEE T5mg 66 +182 '2‘6 o 01?'259 5 | p<0.001
FEb7I T 650mg | 130 4,1537 o 01‘_"3% 5 | p<0.001

18. EINEIE

18.1 {ERER

18.1.1 FSY K=
Z v MERWzn vitroiRBEOER» 5. b T~ F—=)Lidm
WHERTERAL. b7 R=LEOEERBEIMIO u-+ ¥
FA REEMEADFES. LRIC NIV R—LIckD /LT RL
FU ROt b= OFERVAHBERRS. ERIERICE
E5E35:EZ26N0519.9,

18.1.2 7 bv7P=/7xY
7 v hERWzin vivoRlBOER» 5. TR T I 72V
FICHREERTER L. N-XFIL-D-7 285 F VAR
ROYTRY o APZEAEEN U —BILERREOHEERER.
BHOYO b=V ZEMEEN LB ER 2 &N, SEBIE
FICES T3 E&E2 60502,

18.2 $ER1EMA

18.2.1 XV ADOT7LF LAY VFERKIA I TIZBVWT, b
T R—UERBIEE 7 N T I 7 2 VOMREROBREIX. T4
VRO T T LK BBTOMER. HENICTA DV ITRIEET
HTBIEPRBEINLD, 72720, B MIBWTIEARADHE
T2 R IR SN Tk,

18.2.2 7 V2NV MEFIR T v MIZBWT, b T v R—)LIER
5 (10mg/kg) &7t b7 3 7 x> (86.7mg/kg) DHRRE
A5 Tld. BAEOFEMBEIMBL ST, REAMEKR O
MR R R BB, W IR 7 0 7 =7 % 58 <
L7,

19. B ICET ZIELFMFR

19.1 b37 R—IVIGESE
—fi%% : M~ F—)LiEME (Tramadol Hydrochloride)
{24 : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-

methoxyphenyl)cyclohexanol monohydrochloride

73 1 CisHsNO2-HCL
TTE :299.84
R HEOREEEOHRTH 5,
KIHD TEF T AF ) —by T —)L (95)
XIZEERE (100) 12VET T L,
KB (1 —20) IFFBEEE RS 20,
TEERZTENRO 5N %,

< HCl

RURIREEF

~

CHs
Bl S 180~184TC
19.2 7€bh7=/7zxY
—f&% : 7 r7 3 7z (Acetaminophen)
{b%#4 : N-(4-Hydroxyphenyl)acetamide
73 CHINO;
¥= :151.16
# R HEOREIEEEOMETH S,
AG ) =LXIETH ) —) (95) BT <, Kic
PRBEFITL, VIFLI—FIVIZED THEFIZL
W,
KRBT ™Y 7 LRI B

OH

Hﬁ/J\N
H

Al R 169~172C

22. 8%
1005 [1082 (PTP) X10]
20088 (S5 AF v 7B NT]
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2.6.2.2.3.2)
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