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RV-1 BFHEHICESTHELUE (F7 51y FEEEEE Mel & FSLEY MEERED S
F—IVIEREIE D FIF HED LE)

RER S SRR (%)
e LR 12 R BTy HIE
B | PR (F7 5ty MESE) | (7 5%y MRAkE Ne))
pH1. 2 15 %y 102. 0 101. 2 W
3 pH3. 0 15 %y 100. 2 102. 3 W
50 Il pH6. 8 15 4% 98. 2 96.9 WA
IS 154y 97.4 96. 1 Bk




SERWK : pHL. 2 50 [E]H#E FABRIL - pH4. 0 50 [H]HiE
120 - 120 -
100 - o o) 100 A =, O
B go | B g0
e H
£ 60 A £ 60 A
% 40 - % 40 -
20 A 20 -
00 . ’ . 00 . ' s
0 15 30 45 0 15 30 45
B (93) BFRS (9)
BRI : pH6. 8 50 [A]HE FBRIE - K 50 [BlE%
120 - 120 -
100 A —0 o] 100 A
= gy & gy
H H
£ 60 & 60 -
% 40 % 40 -
20 20 -
00 . : , 0O . : ,
0 15 30 45 0 15 30 45
RS (93) RS (93)

—@— HEBEK (7 7%y FMEEEEE Me))
—O— ZEHERA (FT 2k FNEAEE)
n=12

V-2 b7 5ty FEEESE Me) DBEHEBICEITLEMUE (FEFT7E/T71)

RKRN-2 BHEFHCHITLH58LUE (F75ty FEREIE Mel & FSALEY MEREEDT7E F
T2/ 7 UDFEAHEDLE)
AR SR PR R (%)
I VLR AR 2 | BRI Wl
g | BB (F7 5ty MESE) | (7 5%y MRAkE Ne))
pHL. 2 15 4y 98. 4 100.3 )
[ om0 15 4y 98.7 99. 1 Ee
S S T 15 4% 97.0 95.7 TRey
i 15 %y 98. 3 98. 1 Bk
(n=12)

10. Rz - 2E

(DEENRELGES - BF. NENMERLGES - EICHT H1ER

BA=RSANA

(2) a%
PTP @2 100 £ (10 £EX10)

500 &2 (10 &E X 50)

Q) FREE
LR




b BEmDOME
PTP > — |k : KUk =1, &8
ve— . R Fre L
I i

1. BlERESNLIEMEE

YL

12. £l

Y LR
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V. BEICEEI HIEHE

1. BEEXIEHR
JA E A FEACAMER Y TRASISH 1 20k
Ot A B A
Otk DI

z.i%xmﬁﬁtﬁiéiﬁ
MEe - HRICEET HEE
<##Aﬁ&ﬁﬁr>

JRIA & 70 e EROZS . DERRY - AERVER, RFY 27 230 iR 21T, A
DG DA A | Mﬁ?é_&

3. RERUAE

(M RERVHEDESR
GERNAEEMEER)
HEL, ORI, 118, 1 B 4RRARET 5, &G5MREIZ4RFRLEETFL 2 8,
ek, SERIZIS U CHE BT 525, 1EI28E, 1 A8EEA A TIHRE LW &, o, %K
RO GITET 5 Z ENREFE LU,
(R OER)
WE. RAICIE, L2 8EERNEET 5,
B, BNEET H5E L. BE5EREEZ 4R EZ2T, 1E 288, 1 H8EABA THREL
N b, FTo, ZEERORGITETHZ ENREE LY,

Q) AZERUVHEDRTERLE - 1B
BRI L

4. BERUVEBEICEEYT HFE

1R - ABICHET 318

(M A MBI TE)

7.1 B5OME

AFIP 5B 4 R 20 LT b AR BT 22 VE L AR VAT, Mo IR~
DEFEEBHTSH L, . EWOICTERRODEE MR L, 5 OGO LEMIZ SN T
WAt s L,
7.2 5 OHIE

AHN OG5 LEE L Aotz aid, BEEEORRE CT-0Ihe ICBRT 52 &,

737xt)/%§Xi%®%ﬁﬁ®%5$% IR L CTARAZBEETAGAIZ. 1R 1EEETH D
Lo [9.1. 15 /]

5. BRIRALIE

MEKRT—2/\vr—
BA=RSANA

(2) BR PR E B ER
M ER L
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(3) B RIS RRAR
LB L

(4) FREERIELBR
1) BRI ER
(FED ANMENR LT )
[ PN 25 TLAH AR BR
FESRE ST BAENE & 2T S, IEAT B A RYEEABEAIOR O 512 X0+ 7 85D
KOG DR B 187 5] CRFIEE 94 i, 77 B AEE 93 f5]) Z#XI%RIZ, IFEMRFTAK
A 1A 1~2 8% 1 H 40 2@ L2k, —EERI~OBITHELZ- LTBFIS, A
XIX7T78RE T o ZLNZEAFT ARG L&, “HEERT COSEMMER+2E2 A
Ry bELTeARY MREETOHMIZIT 7R IR LARFECHERICE > T2 (0T v
7 WE. p=0.0001) 2,
<BIRT 17.1.1 X vzt >

(Bl D& TR)

[ PN 55 TR AR

B HIBR K OV TRy 5 & B & 3 5 T SRR s B s O & JiaAT L | #1207 7o B 328 f
(RHFIEE 132 5, b T~ F— UiERERE 66 ], 72 N7 X/ 7= RE 130 ) Zxf4ic, &
BT CAH 2 88, b T~ R—/LHEERHE 75mg X7 7 2/ 7 = 650mg & H[A#E L7 &
&, 5% SR E CORADUEE ORI (BERORAONEEZ [WER L] ~ Eak
B 05 BMET, 0.5~8 FfH F TRARFAVIZHIAM L 7= & & D RFEM) OFHMHEIX, AHIRE 17,7,
T~ R—/VIERRHERE 12.4, 7R b7 2/ 7 =8 13.3 TH Y, AFIRE L FHABOMICAE
FENZRD BT (Fisher @ LSD #, WL p<0.0001), F7-, AFIREGHZICEZNTH £ TOR
M ORAORREN 7oL X MRE) ([2ET 5 £ TORM) OFREITN 30 2 THH ., =
DRI DT LT BB D RERi ] G A ORREE N TSR | XX &)
WAL 5 TORM) OFRIEITHR 270 3 TH o7 1Y,

BIVERHLRIL, 57.6% (76/132 ffl) T -o7-. EREWEMIL, HEIE 39 ] (29.5%). M. 18
B (13.6%) . VZEMEDEV 1241 (9.1%) . W&t 9 i (6.8%) Th 7=,

RV-1 FERDERICE T SBEHR

— %ﬁ $eh5-1% 8 el £ T DR DO UEE DN
BilE Mean+S. D. H il (Je/)s s BeR) | Fisher o LSD ¥k
A 2 g 132 17.7+7.91 18.5 (0.0 ; 32.0)
kF < F—/LEERAHE T5mg 66 12.4+8.36 12.5 (0.0 ; 29.5) p <0.0001
TR T 7 = 650mg 130 13.3+8.07 14.0 (0.0 ; 30.5) p <0.0001

<BEB IR 17.1.3 L iz >

2) ®EMHAER
(FEDS AAEIBMEILSE)
N & % 53kl
KA AR (BRIE, ZMMEEIRE, BV v~F, SUEBEGER. fIRES %R, FEREE
PRSI 72 &) IS0 BIEER A A L, IERT A REEEREEAIOROEGIZL Y+
RPN R DT DI WVERFE 190 B2 RF5IT, AF 1A 1~2 5% 1 H 4B, @EHEML CHE
BN O 52 &G Lz & & 0 VAS A FHEIL, Aif#iZE o 65. 80mm (2%t LT, 1A 28
WX 29.93mm ICIE F L., F 0%, 1BEH 52 E ClRIE - EDMTHB L= 2,
BIVERZ BRI, 96.3% (183/190 ) Th 7=, TRRMWEMA X, Holr 102 1 (53.7%). {Hf)
74 %1 (38.9%). WEt: 71 1] (37.4%). FFEMED U 51 61 (26.8%) . {EHR 38 #1 (20.0%) T
Hol,
<BTIRXT 17.1.2 X vzt >
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(5) B - WEIHER
LT L

(6) JamEE A
1) ERARERE (—REARERE. HEEARGERE. FRARBELERRE) . 8ERTERT
—AR—RRE. WERFTRERABROAE
AL

2) RBZFHELELTERFEDARXILERL-AE - ABOBME
ARV

(1) ZDith
BA=RSANA
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\

EEHE(ICEY DIEHE

EEPMCEEHSILEYMRITILE MR Y

N~ R—ERE : 77V VT ¢ UIERRE . BB R

TYRNTI )72y AT 2T A, JVT 2T LT NAVI=UL, TAEY L, FUF LT IR,
TTFUYI R, ALY vk F, A T e Ty ux Y a7 N
A, FT T NERIE %

HE  FEOH G OREE - ZIRFIL, BHORMNIELZSZRT L L,

EEER

() EFRERL - FEFRERF
o< RF—/
7w Mz AW in vitro BBROFERN S, N T~ R— VIR TEHL, hF7~ KF—
VR OTEEREY) 0-AF NV T~ R=1VD u-F XA RZFEE~OFEE, W N T~ F—
MZEB I NVT FLF Uy kROt n b= O ALREERD, SFEERICEET5 L35 %
bnbH 9,
<BFEL 18.1.1 X vz >
TERTI )T
F v hEHWE in vivo BBROFER NS, 7B T X ) 7 2 AT EICHTEHRERTIEH L, V-
AFN-D-T ARG XL IK R O T AR o A P ZJIRZ I Ul —l b 2 H K O EME
oD o b= R AN LB ER e E, $URERICEET 520605 19,
<BFEL 18.1.2 X vi#zzE>

(2) ExhEE4T1T S ERAEE
1) B 1EH
O~ ADTEHFNLAY VERTIAD L TITBWT, I~ R—LEBE LT T ) 72
OO AT GIZ, 74 VAR a 77 MK DT ORGSR, FHRIZT A ¥ 0 TRIGZ T 5
ZEWTRBENT Y, 2L, B MZBWTIAFI O R 2SR AEHIIME S TRy,
<BFEL 18.2.1 L vi#zzE>

Q7 vanNy NEHIRT v MZBWT, F I~ R—HERE (lomg/kg) &7 T/ 7
(86. Tmg/kg) DOPFHMRAEE T, FHEOSIEYHEMEE G T, IREWE K OHORNR
PR R E, AF ONCHORETE T v 7 ¢ =7 R < Bl Lz 1,

<BTIRL 18.2.2 X viizit>

(3) YEFARIREFMAE - HiahsrE
YRR L
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VI

EWEREICERT DIEH

A REDHR

O
BRI L

B LA M PIRE

(Z)EE n_\:%ﬁ—CﬁEmu é*btliﬂq:'dﬁr_

1) H[al$e 5

R RE R AN BRI AR 1~3 52 (T~ F— VIR & LT 37.5, 75 XUV 112.5mg, 7k 7 2
/7= (APAP) & LT 325\ 650 KON 975mg) A HEIFEAKL Lz & HEEIZHPDLT,
F 7= R—/L [(£) -TRAM] BTN APAP (F#C/ ML S 4L, (£) ~TRAM K OY APAP O i % Hr i
FEIZF N E I 5145 1~2 B R O 1 RERIC Cmax IC3E L7=1% . FHEHH 5~56. 5 BRI L 8
r'r’J3H%%F'ﬁ® T, CIKF L7z, WPy ENREITH ELBIMEEZ /R LTZ, £72. (£) ~TRAM (H#H<

WIEPEAGE) - A F v b T~ =L [(£) -M1] ioRE =4, (i) -ML O i SEH R R I3
5?&@2&#?% Cmax |23 L7, #96.5 RO T, T Lz, miEd () -TRAM ROV (%)
ML OEFUGEMAEE [(H) FEED () ~K] Ok EP/&%I“%E?&UEQ%@J B/XT A — K I 3HEEL

LTz 19,
(ng/mL)
600 [ —e— AF158 (FSVRE—)UiEEsES L T37.5me)
500 | ~nc AKF2ER (FSYR—UiERS RS L T75ms)
i —— 352 (R SYR—UgRIEE LT 112.5me)
& 400 |
e (Mean+S.D..n=8)
T
T 300 f
R
A A
¥ 200 ) &
i3 \
100
0 eS8 e SE s -
0 6 12 18 24 30 36 42 48
BEfS hn
HVI-1 &F|1~3 &* ZHEEZAOH/RSL-LE0migEdh (£) -TRAMBEHT
(ng/mL)
120 ——&E| 158 (FSVR—UIERES L T37.5me)
100 | e KEI2ER (RS VR—LEEEES L T75mE)
o —a— RE35 (RS VR —ERstES LT 112.5me)
w80y (Mean+$.D..n=8)
T
~ 60 |
M
1 |
& 40
=3 |
20
O . I i i PR T Ry ™~
0 6 12 18 24 30 36 42 48
= e

BVI-2 A% 1~3 f® #BERAKE LE-LET0MmEF (£) N REHS
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(ug/mL
20 ¢ —e— 51582 (APAPELT325me)
18 |
I —ae- K288 (APAPELTH50mME)
—m— RF|38E (APAPEL T975me) &

(8)]

1
o 14t
iqﬁ;‘ 10 [ (Mean+S.D..n=8)
A [
p 10¢
A
P 8
b
i3 6
n:
2
0 6 12 18 24 30 36 42 48
b5 (hr)

BVI-3 A% 1~3 f&® #BEROKE L1-& ES0MmEH APAP RE#YE

RVI-1 AF| 1~3 &% 2HEROBEL-EEDMmEHR (=) -TRAM, () -M1 R U APAP O EY)
BIRE/INT A —4

Cmax Tmax AUC T, .
2 I o 1/2
ki A (ng/nl) (hr) (ng + hr/nl) (hr)
- 119.8 1.8 938. 2 5.1
Ve (34. 3) (0. 5~3.0) (360. 7) (0.8)
263. 8 1.0 2004. 3 5.6
+) —TRAM 2%
) . (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)
- 34. 9 1.8 359. 4 6.4
Ve (10. 6) (0.5~3.0) (63.7) 0.9)
65. 6 1.8 630. 9 6.3
+) -M1 28

(+) fie (24. 4) (1.0~4.0) (142. 2) (0.9)
, 95. 7 1.8 1083. 8 6.3

3 £ 7E)
i (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)
AP ) g 9.2 1.0 38.9 3.3
Ve (2.3) @ (0.5~1.5) (12.4) *® 0.9)
, 15.1 0.8 62. 3 3.3

3 £ 7E)
fie (4.3) = (0.5~1.5) (18.1) ® (1.0)

a:pg/mL, b: ug-hr/ml
(n=8, Mean (S.D.) . Tmax ; F1HfE (HilH))
) AFOAR SN | BligEmHEIZ28ETH D,
<EBTFERL 16.1.1 K v #xit >

2) K% 5
TERERR A BIEICAS 1 1 XX 288 (M~ F— /LR & LT 37.5 XX 75mg, APAP & LT
325 X1% 650mg) & 1 H 4R (6 Wefi] 2 &) AEMR DG ORAI L8 : 5 HIAL AHI 2 82 : 3 HH)
L7ce &, miEd (&) -TRAM LY (£) -MLIREEIIRER D &5 ia1% 48 el £ Clz, E7-m
HETh APAP J2RE 13RI RE D GBI 24 BRI £ TICERIRRBICEL TR Y | EFEMIIEO b

Mo iz 19
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RVI-2 2K @1 XF28EZE1H4E GFRHECE) REEQRS K185 BRE. A%I2 8 : 3 BfE)

LT-& ENERIFSEROMIEFR (£) -TRAM, (£) M RU APAP OEYFHE/ NS A —4

. Cmax Tmax AUC, T,
K A (ng/mlL) (hr) (ng * hr/mL) R, (hr)
b 290. 6 1.0 1141.2 1.3 6.6

() —TRAM (72.9) (0.5~1.5) (265. 8) (0.5) (1.0)
) g 542.6 1.3 2355. 8 1.3 6.5

(114. 4) (1.0~2.0) (533. 3) (0.3) (0.6)

. 78.5 1.3 325.2 0.9 7.4

(+) - (18.7) (0.5~6.0) (88.0) 0.1) (1.4)
o g 142. 0 1.3 666. 6 0.9 6.7

(29.3) (0.5~2.0) (103.8) (0.2) (0.9)

b 6.7 0.5 17.4 1.0 4.3

APAP (1.6) ® (0.5~1.0) (2.8) * (0.1) (2.7)
) g 11.0 0.8 30. 4 0.9 3.3

(2.9) ® (0.5~1.5) (4.9) *® (0.1) (1.1)

a:pg/ml, b: pg-hr/mL, R, : #FEE (F&H& 5% D AUC, /HIEIF HIFD AUC..)

3) M 1 R SRR

(n=8. Mean (S.D.)

; Pl (&EFE))
<BFU 16.1.2 XL #Es>

(MERBEIK SO FR RSB T A T4 ) HAREIE 0229 25 10 5 BHE 1 (FEiEk 24

H2 H 29 HH))

N7 Zty MEEHE Me) & T Lty MNEGHRE, 7o A4 —"—JEIZ L0 ZRZE 18 (b
F < F— ViR 37.5mg R ONT & F T X ) 7 =y 325mg) BEEEARA S TS AR O G L
THAEFREMRREZIE L, 750N 3EWERE ST A —4% (AUC, Cmax) Z-2VNT 90%(E#5
X EIC CTHERHIBIT 21T » 725 H. log (0.80) ~log (1.25) DO#FANTH V. MiAlD LYY
kT~ R=LOIEERHY 0-AF VT~ R—L [(£) -Ml]

OMFEFREZRE L, 55N EKYBRE T A —F 2 Lz L 2 A, WAICREEZRERTH

[F] SEPE 7S

ST,

RE Nz, Fi-.

—e— FT7 Ity MESE [Mel
o T ARy b ECABE
(Mean +S.D., n=21)

0 * ' ‘ s
0 3 6 12 . “ b
R (hr)

MVI-4 F7 5ty FEEEEE TMel ERDMEF (£) -5 7 F—LIREHER
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(ng/mL)
8000 -

=)

6000

4000 1

BEEV BN N o~ FEE

2000

—e— FT Ik MG [Mel
b5 Ak bELESE
(Mean +S.D..n=24)

[ -

&

24

36
(hr)

HMVI-5 F7 5ty FEEEEE TNe) EROMBEFTE N7 I/ 7z VIREKR

RVI-3 EMFRE/NT A —4
HIE/RNT A—H BEING A —K
AUCt Cmax Tmax T,/
(ng * hr/mL) (ng/mL) (hr) (hr)
() -+F | 7Ty FEASE Me) | 644.51199.7 112.6%£23.9 1.1%+0.5 5.4+1.4
<~ F—n oAty FEAEE 658. 8+207. 4 109.9+23.8 1.3%+0.6 5.5+1.3
TERTI|NT Ty MECEEE Me] |15653. 1£3508. 1| 5515.4+E1799. 7 0.940.7 4.6+0.8
)Tz ~S Aty NELAEE |15470. 83395, 9| 5174. 2+2061. 3 1.0+0.7 4.740.8
(Mean=®S.D. n=24)
(ng/mL})
ol

I

i

=

I

7

v —e— 75 FESE [Me

: e } 5 A FEAR

v (Mean + 5.D. n=24)

1]

1k

tt

&

il

M1

i S

& T -‘--"_"'—'-—\--—__

U 1 1 1 1 — |}
0 3 [i] 12 24 36

B[] (hr)

[ VI-6 I~77-t'u FEEEEE Mel Ix5RDMIEHR F 57 F—LEEKBEY [(£) -M]

RVI-4 F5< F—)LiEHEKEY [((£) -] OEYPEIRE/NNT A —4
AUCt Cmax Tmax T,
(ng * hr/mL) (ng/mL) (hr) (hr)
N7 Z v MELAEE TMe) 255.9+67. 1 34.3+16.9 1.3+0.6 6.1+1.3
k7 2ty MNELAEE 265. 5+69. 6 34.0+16.7 1.4+0.7 6.3+1.4

(Mean=*S.D. n=24)

MAE TP EE I ONT AUC, Cmax 250D /R T A —H 1L, WeBRE OEIR . RIR OERE A% -
1¢a:;of;@ef£67 BEMEND 5,

SISEAREN 7 ES
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2.

YEAIC L DR

TERERR A BIEICAH 2 88 (b T~ F—/ LHgfeti & LC 75mg, APAP & LT 650mg), k7~ K—/L

et 2 7L (T5mg) XILXAPAP 2 1 7 & /L (650mg) % FHNFNHEROKE L L X, K

Flaghb Lzt () -TRAM, (£) -MI & APAP OEMERE T A —Z T, hT~ F—/L

WA I OV APAP % T NN HMCHR G Lo L & LRBEOMEE R L, (£) -TRAM, (£) -M1 ZO®

APAP DIEMENEEIZ kT~ R — LIRS J OV APAP DRSS I L 2 B3R b Lo 72 19,
<BTIRT 16.1.4 X it >

(3) hEE
M E R L

4 EBE - tREDEE
) BFEICLIEE
AR NCAHA] 3 8 (b T~ F—/UHifetE & LT 112. 5mg, APAP & LT 975mg) % @Efig &t
KOZEERIZENZ N HERBRE OG- Lz e &, (&) -TRAM, (£) -M1 X TFAPAP O3EWEIREIZ &
FICLDBEREEIRO LN -7 GEAT—4),
1) ARNOAER I 1 REEARITZ28ETH D,
<BTIRT 16.2.1 X it >

Flo, HAIE LT, LFOWMERH 5,

ro7< RK—/L

OFE#ef - e A B IE 12 BICREE (200mg) % ZEfERE K OV 30 4012 HAIAIRE 1 4% 5B
MR b7~ =L R OML EEHERBICEZT 2 <, BFEORBIIRO bNLhoTz Y,

QEEE A 7 U —R& BB 29 Bk EEE (200mg) % 22 BEIRE K OVE 74 B RIFE O £ 5
B, B%OMEETR N7~ K= KON O Cnax 1TZEE K & H~TH 50% E&H- L7228 AUC, .,
BEDLS RN GHEAT—4%) 7,

2) PEASKIC L o
(IVIL7. Q) PFREE L ZDOHEA] DIESMR)

BYLRERIN/INT A —5

() Rt 77k
AR L

(2) WUIEE TE L
M ER L

Q) HRREEH
NF~ K=/l :0.137%0.037 hr' (Mean=+S.D., n=24) '7

T RT3 7= :0.156+0.025hr ' (Mean+S.D. | n=24) 'V

DHo2IVTF7SUR
BRI L

) R HBE
BRI L

(6) ZDith
BRI L
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3.

4.

BEH REaL—L3v) @

(1) & A&
M E R L

QTG A=A EFHER
M E R L

g

LB R L

HAE LT, UFTOWEDRD 5,

R~ K= RAREIZ LV ECHITFF RTINS D Y,

TERT I 7wy ROBGHERLDITHLE L VBRSNS Y,
RABLEAHEDNA FTT A Z YT A1 90% & @ 919,

VXiil
(1) Mm% — Aix BE P9 @B 14
M ER L

o~ R—N<BE: Ty >
[VIL 5. (5) & DO ~DBITH: ] DIAERR

(2) I & — e A2 EA P9 @@t
VI 6. (5) hThm | OISR
AL LT, LTOHRERD D,
TENTI )Tz
R LI eth 2B e LB C, 7R b7 2 7=V ORBEBBIT A RS TWn5SY

Q) EiA~DFITH
[VII. 6. (6) 34w DIESM
@) FEHRERA~DFBITHE
BRI L

(5) ZD DR~ DFEITHE

YR L

AL LT, LToOHRERD D,

I~ FR=<EE: Ty F>:
UC— N T~ R—)UIEERE 2 e T ~ N IZ 30mg/ ket D 5%, FOREIREITIE & A & O T&
Gt% 1~2 RefH Chemifi, 5% 1 REM ORI EE 3NN, B O T <. ZauE v
HFIREE D) 15, 13 KON 11 15, BN OB RER BT AR O 2 f5@hs o 7o, SHRD> D Ot 6E
DRI IMAE & RIS, T REIRE 133% 514 24 Bif T E D 10% L FICIE T 2,

(6) MITFPEAKEEE
b NEE AREA S () -TRAM (0. 2~10u g/mL) KON APAP (280 u g/mL) #J 20% (invitro) 22V
<BEBAIRIL 16.3 L vizid>

Flo, B LT, UTORENRD D,

N7~ RF—:
19.5~21.5% (in vitro. "“C 1=K : 0.2~10pu g/mL) P
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7.

TERNTI )T
MAEEEEASRITIELS . MAETIEE 60 u g/nL F TIIHAIZA LT, MFEPEE 280 1 g/mL 2
BHOTHERH 20%TH -7 %,

(i

() X B BB AL B A EBHERR
(£) -TRAM /s T CYP2D6 (2 K W IEMERFH (£) MRS D, 7z, Z2ofoEk
AR, T CYP3AL IZ LD M A T ik, 77 v s kOIS ThH 5, APAP
OERRHRRIE X, T 77 v VEEiE . WERTA I ONT CYP1A2, CYP2EL K OR CYP3A4 |2 &
D NTHFN—p R X ) A IO NED I NVE FF AL TH D 02D,
<EBEFIRX 16.4 L v i#sic>

Fz, HFLE LT, LTFTOWRERH D,
Ko< RK—1:
W C CYP2D6 (2 L 0 O-Ji A F AL & 52 0 TEEGEH (M) I S b, E72 R
PEEIE, O A F ALK Y M A F Al GBE—FEOR) W EN S DR O 7V 7 v
SRR S GE MRS TH Y. 0B A FAALKISIZIE CYP2D6 25, N A F ARSI &
CYP3A4 N EICBIET 5 Y,
TR RTI )T

R EL Hﬁfﬁbhéa

lg #RROHEG Lca, 5 EOK) 3% DBREMED E £ CTHt I, 780 ORI IMGHEYD
f%éawan/&@Amﬁum&@AWkLfﬁwéné”%oL%iﬁ B D P450 12 L 1
T DEDN FKEELIEE R T Facetyl-p-benzoquinoneimine A L. NV H F 4 HEIC L
DHRT DY,

Q) RBIEAET SBE CYPEH) DNFE. F5X
h 7~ R— LI, 1T CYP2D6 L TN CYP3A4 (IZ L » TREf s v 5,
UTORERS D,
Ko~ RK—:
O~ A F AL BGITIE CYP2D6 28, Nl A F AL CYP3A4 A IR S35 2 9,
TR RTI )T
T TR 7= ORFHUIEICHIE I T, BB, vy vt ki
Ay F b7\ b P40 B4 LI bR EERIE D 3 SR b 5 P, F k7 1k P40 B4 L= B
R CIX, F& LT CYP2EL IZ L0 ISR (VT 2T LRy X ) A4 I
(NAPQD) IRk &5

Q) FEBBNRDEERVZDEE
AR L

) REYDOEEDEERVEEL, FFELE
(VI 2. (DAERTEBAL - RIBEFE) « TVIL 1. (2) BRARRAER THERR S 7P g ) o TVIL 6. (1) 13
HOAL R OMREIRE S | OIS

Bt
TR A BIEICAAE] 1~3 $&2™ Z2BER O G ROARA 1A 1 T 2842 1 B 40 (6HHIE) X
@&Dﬁﬁbtk%\(i)TMM(i)Ml&UAMP@ﬁEW$Wﬁ#(ﬁ@.ﬁ5%48%ﬁ\
KA i 514 48 BEE]) 1. TN TNEEED 18.2~20.3%. 9.4~14.8% K N 2.5~3.3% TH
V., BEERORERGICE 2B bR hoTz 19,
1) ARNOAEGR I 1 REEARIZ2E8ETH 5,

<EFIRX 16.5 LV i#zit>
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Fo, HALE LT, LTFORERD B,
FT7~ R—

fRERERL AL 25, 50, 100 mg 4 7 B /L $ER ZEEIF AR O 5 L7 & & | 5.1 24 B E TR
HEMESRIZ R TR0 < | B RO 12~ 16% BARAEIUIR L LT, 12~15% 0 /-0 A F LIk

(M1), 15~18%73 M1 D¥IAf L L CHRt &S iz 2 20,
TENTYI ) T2

KRBT EICRICHE S5, BEREOR 80%72% 12 BERALIIT. 90%LL 7Y 48 W LI R
FUHRIE S U, T BT 2 T = RIS R O R 0 R BRI RIT, B RET L

PREE ThHo7 7,
8. FSIUARKR—E—IZEHT B1FR
HOLEE L

9. BMFICLDOBREERE
FT7= R—b BIICLDITEAEREZ LR,
TENTI ) 7z N ERR L

10, HFENDERZATHEE

(1) JFHneRE

1) I~ F—
PR BE 120 b T~ R—ViEEeHE 7L 50mg 2R 05 L- & = @ERA & i LT
MmiEH 7~ F—/L® Cmax KON AUCITTEZITHIIN L, T, 1349 2. 6 fFICERE L7z 2 (UHEANT
—4), [9.3.2 2]

2) TR T /)72
Pt RERE R (B~ 9 f], mE 54 IC7 B h7 2/ 722 1000mg 2R O#%5 L
&, BERACHE L CmEF T2 b T 72D AUC, 139 17 F8 L., T, 135 2
REIER L= WEAT—4), [9.3.2 5]

<EFIRX 16.6.1 LV #xit >

(2) FEHEREREE

1) h7~F—
ESREIEERE (VLT F =27 U7 T % 80nl/min LAF) 21 fillc kT~ R—/LiEEgE 100mg
EEIRAHEEG L&, MiEP R I~ =D T, KO AUCITEER A DTN ENHREKRT 1.5
RN 2ETH-7= 2, [9.2.1 B8]

2) TR RNTI ) T2
EHERRERE (7 L7 F=2 27 U7 7 A:30ml/min LF) 1367 & h 7 X/ 7 = 1000mg
EREAEG LI L&, &5 8~24 MG OMITHT & b7 X/ 72D T, IXEERRKA (4.9 Ff
M) LB LT 117 BFRICER L, AUC,,, BRI LOMEHM LA 2 WEAT—4), [9.2.1 %
i

<FBFIRX 16.6.2 X viizit>
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(3) mithn
ro< RK—:
fEEE A 20 ] (66~82 /%) (U 7 /L 50mg Z % NGO MET b 7~ F—/ /LIRS,
g 8 Bl (22~475%) L RMROHER, —JF. BMlEimd (765k2L B, 84) Tix. A&
F (65 kL b 75 A, 12 f) (ZEeX fyEH R 7~ R—/v® Cmax, AUC, ..M OVR 1 R &3
30~50% N, t,,, KOVMRT 23 | BERAER (SAEAT—4) 7,

1. Z0th
TR L
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VI. &% (ERLOFESF) ICHAYHEAB

1. ZE5RBEEDEH
1%
1

H
A FBNZKYEELGHEENRBET S8 TNANHASLIFEL. 77/ 7z200 1 H
HEN 1500mg (KHKl 4 48) #HRISHAECRUBRET HEEICE. THAMICHHEES /3R
L. BEIZERST LI L, [8.65H]
1.2 XFNERSTRF=ILXET7EF7I/ 720280 H0ES (—RAEERZET) L0f#
AIZkY. BEREICELZETNALHD D, CNoDER|IEDHAZEITSZE, [13.1,

N
\I#

FERBEZTDER

225 (ROBEICFIBEELENI L)

(ZhEEHE)

2.1 12RO/ [9.7.1 ]

2.2 7a— v, BEARA, $ERAlL. A A A RERA T MRS X 52 hHEE [P
RIS O P 2 Bb S5 BZh A H 5, ]

2.3 /7 UMAbEESE (MAO) FHLEAR (BL XV UHEE, 79XV AR, 7 03
R AU VEERYE) ZHEH OB, TG IE% 14 BUWNOBEE [10. 1 28]

2.4 FNRAT = EEE AR GO RE IR G IEE L EBLNOBEE [10. 1 28]

2.5 WBIFIC LD+ EENIN TV RWTANAVRE UERNELTIEBEFNANSH D] [9.1.1
2]

2.6 EELRHEEDH HEE [BEERKRE ED2BENLRH S, ] [9.3.1 2]

2.7 RFNOSy I3t LiaBUE OBEEREO H 5 8#F [9.1.5 5]

(GREZOER)

2.8 7AE Y Uil GEAT B A FHEEREIRANC X 50 ERIEOFHER) T2 0BEREOH 5

BE [TACY VEBORIEIZ S0 2 Z 75D AR EERRESLTWS EEZ N

%,1 [9.1.11 ]

3. MEEXITHNRICEET HEELTDHERA
(V. 2 SRE AR BE T 5 E ) BT L,

4. BERUVHBEICEET HFELZTNDER
(V.4 AEXROHAEICBEET ZIEE] 2285528,

5. EELGERMIE L TDEE

8. EELREARNEER

8.1 A#FNZ. 1 ST F T~ R—AMEe (37.5mg) MOT7® RT3/ 7= (325mg) % & ek
BHRITHY, FTI~R—NETEHNT ) 72 WFORHERARRETL2B8ZNNH D720,
WENAFOEHZBEFT 5 2 &,

8.2 MHICKVIEMIKGFEEZLELDZ N HDHOT, BlEEHHITITV, HEEICEETDHZ &,
[11.1.4 K]

8.3 M, MEM:, HESEDIEIRNSH HLOND Z ENDH DD T, BIRE I TV, B - EHC
KT HREE LCTHIEAI OO Z, R T 56K E L TR TAOHHZBET 570 L, #
Gl 2179 2 &,

8.4 IR&A., ®FEV, BERHANEZDZ LNBHDHDOT, RFEEG T OBEITITHEHEOERS
PR O I OBEICERE SR VWE O EET 22 &, b, EiERICK Y BE EHERICE
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STFIb A STV 5,

8.5 BYMEAAMALTHRBENNHDLDOT, BEL+HITITH> Z &,

8.6 EELIEENKEATIBINNGLOTHEETDHIE, TR NT I/ 7200 1 BHREN
1500mg (AAl 4 &) ZEBTmHAE CEMNES T 258 IEMMICHEERE ATV, BEO
WEZ+2IcBlET 2528, BHETRL ELEMEET 2HA12H > T EHMIATFHEER
TEATHOZENEE LV, £, GHETRETL2HE EIXfFFICBEEORELZ o285 T
Az e, [1.1, 11.1.9 ]

8.7 BRMANC L DI1RRIIREBEETIE AR, SHERIETHDZ LICHETHZ L,

6. BENERZHI HEEHICHIT IR

() EHHE - BIEEZEDOHLHESE

9.1 BHHE - MERZEOHLEE
(GhEEHE)

9.1.1 TALAZEDEERKEBXIEIINODBREREOHLIEE. HD5WVIEEREDBKREF (58
oM. REES. 73— XIEYORGER. FRERRESE) 25T 58F (CAEIC
SYTDLBEEAIATOVEVWTANAVEEEZRKRL)

ARG HIIBEE 3T 2 &, BERMEEAFHRETHZ083H 5, [2.5 5]

9.1.2 MERINHIKREEICH D EE
FER B 2 R T A B E N H D,

9.1.3 BNICHRENEETDHLEE
IR HHSCEEHENED ER A2 RTRB TR H 5,

9.1.4 ZYDERAXIEMKRFERDHLEE
FREREAOEE NI, EHMICR THRE5T5 2 & IKEEEAETSTU,

9.1.5 A EA A FEFFIH LBBECBREREDHSEE (KFDES X LABEDEREED
HHEBEZER)

[2.7 &]

9.1.6 a3 vy I REIZHDIESE
T BRSO N 2 ¥R T~ D B E N0 D 5.

9.1.7 HILtHEBXXIIZDOBREEOHHEE
FERDEAL IR AR TBZRN S 5,

9.1.8 MANEEXIIZTOREFENOHDIEHE
FERDEAL I H B AR TBZENN & 5,

9.1.9 HMERID H 5 BHE
M/ASRERE N D Z B3 H B,

9.1.10 DMEREEEDHLHEE
SERDEA NI ODAEBNBET ABENNH 5,

9.1. 11 KEXWHENDHDHEE
JERDE(LT D2 BENAH D, [2.8 ]

9.1.12 ZILO— L ZEEHE
FFREER S DT <72 b, [10.2 5]

9.1.13 a8 - BEXBRE - EBEBEZFICKDIILEAFAURZ. BKERKOHZEE
FFEERH bbied <725,

9.1.14 18 BmARBDIEH. FAEMERNETREREX IEELGMEREZETLIESE
BH LWz &, EERMEMEIO Y 27 BZEINT582006 5,

GEDA IS ER)

9.1.15 7FREY VIl GERXRTOA FHEHERERAICEIMERIEDTER) XITZTOBREEDH
HEE
AFl RN, EROT7E b TR 7= VBAERCIHERTGIEBE TS E, TAEY
MBS IXZE OO H L EBETIE, T T/ 7200 1 [\H7 0 O KHET 300mg LA
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FTeFTAZLLEENTWANR, AFNZ 1 ETICTENT I ) 720 % 32mg 54 L TCW5, 7
A UM R ORIEIZ T R AX 7T oV A RILEERBESG L TS LB 2 b, JERE
IEXITHRERTRBEAND S, [7.3 5]

2 EEEE
2 EDHLIBEEHDIVEEZDBREEDOHDHEE

BEBEOWE, RERBOLERZBET 52 &, IERPBAIIFREZRTBINLH D, *
o W PRES R L. (B ORI BT 2820 dH 5, [16.6.2 2] ]

Q) el ERE

9.3.1 EELEZEOHLIEE

B LnwZ &, BEERERE EDEENLRD D, [2.6 ]
9.3.2 HEZEDHIEEHLIWVITOHREEOHIEE (EELHEZTOHSEE LK)
FFHERENEAL T2 BENNH D, £7-. SOV EENEH L, (B LR ORWERANHEERT 55
ETnnb 5, [16.6.1 2]

M EEReE AT 5F
FRE STV R0

(5) 1E47

9.5 1%

9.5. 1 44 ITIEIRE L TV 2 ATREMED & D hEicid, 1B LoOFEIEN Gt 2 Ll 5 L S
NOGEICORETH T &,

N T~ R— VISR BI M 2 i@ L, B AR VSRR AR, SRR A7l ONBIRIEME, W ONTIRIR
WU KOFENRRE SN TS, o, BIWERT, b7~ F— LIS BERK, BIEE A
ROAFICEEZ RIET Z ERHEINTND,

9.5.2 WRBHOLME~DTE FT X 72 OFGIZEVBIBICBREEZR -T2 035
2o

9.5.3 7 T X 7 = IFEREM O T > b THRIBICERE OBBIRE IUE A £ 292 &3 S
NTW5b,

(6) =217

9.6 &=3LIm
RAZBT SEDL L, bTw F—=d, P ~BITT5 2 EmiE ST 5,

(DR

9.7 /MR
9.7.1 12 mEKmDINR

BELRNZ &, WAMIBW T, 12 R O/NE TR T 2 S mEERFERINGIO U 2 7 3@
LOWENDH D, [2.1 BH]
9.7.2 12 mULD/INR

12 L Lo/ NRIZxE 2B 20 e OV A 2 A & U 72 BRPRERBRILIEHE L T 72wy,
9.7.3 B, FAEMEERNETREREX IEEGMEREZEIT SN

BH LW b, EERMEME OV A7 NENT 528001 H 5,
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(8) En#&

9.8 S

BEOREBLBRE LN OHEEIIREG T2 L, ABEEMETL TN Z ENE RE -
PRSI AE LRITEHI N & 5 b3,

7. tHE{EH

10. fAE{ER

kT~ F— L&, =FEIZ CYP2D6 KON CYP3A4 (2 L » TR s b,

() HRAESEENEH
10.1 SRS (BFRALAWLI L)
KA RPRIEAR - FRIE Tk &R - fabRIN T

MAO BHZE

T LX) ERRE
(=7e—)
FTHXY A VOVERIE
(TYv7h)

BT 4F I KA IVERE
(=77 47)

[2.3 BHR]

SAENZIBWT, ' b= EfE
e O(BEEL, Mok, FEN. HIT.
EEVCHH, KON RFIUE, A
su—X A THI%) 2ty
FXPRRE R (BCRAATED, [EHE.
EEAE B, B | PR ERSR (R
WA R OV R (K
) OEELREINEH
SNTWA, MAO PHEHR %5
HooBE TG IE%E 14 H
DN BF TG LenwD
Lo ETo, KA E- R IEZIZ MAO
FHEAI O G 2BiET 2561
X, 2~3 HEOBEE =T 5 2
EMEFE LV,

FEMBZAE I 2SR S 4, £ 72,
xR O = NEET
LEEZOND,

FNRA T = R BEDLER 2 Z TR 2N DB |u A4 A RZRE~OFEAEN
(B »7nm) 5, Fio, ERIEMANETT 5 |EICE D,
[2.4 ZHR] BENWRDH D,
FNRAT = R A RSO
BE RSP % 1 #BEUN
DEFIITHEG LN &,
Q) ERFE L ZTDER
10.2 BEREE (BERICEE T H L)
FEFN 4 BRAGEIR - #5187k BT - falRiR1
F A A RERA 95 A B8 1L OD ALK T SO R A ] 0D 4 | H AR s R B I A3 AR A |2 B
R AR B A A RTRBENLRD D, MEnsEEZLND,
T x ) FT VU REH]
TN SE 9 5
ZBRRPLD OF o b= SRR (BEEL. WL MBS ER AR & A, £ 72,
o b= AEHZ FEEN R, TEEHH, SR | ROE e N =0 NERET
BRIt = FRVIAR|FEILE, I4F70—XX, THI|IDEEZDON5,
FHFEAI (SSRI) 4§ E)DBRHLDLNAIBENLED B,
FTo. EEIEVED fERRIE & H K
SHDIBENLD D,
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Uxy U R

tu b= ERRE (SEEL. R
FEEN T, EBIGH, SR
WILHE, I AT v —X A FHI
F)DDHLONLIBENNRH D,
FETo. EFEAEDfERRME & HE K
SEDLZBLTODH D,

Uy U ROIERREY, wIHiH
MAO BHE/EAIZ XL V., FIIRIC
TERRE R S v, E72, s
BRoto h=oNEETLLE
ZBivd,

T S il =
7 /) N)LEHX—)L

k7~ R—=/L D EEAME T
U AEJA 239655 3 % Wl RETE 2N &

TV D DFEH O TR
ERICED ., T~ =Dk

Tz=hr AV 2o EREEND, £, TEE
7V R T2, INOLORAOEYHT| T 2 ) 7 = b iFEtEE o
Rl SV < FHCIFFREEBEENFES N, (V-T2 F - p - V¥ )
AV=T YR T T 72 REWIC LA S o ~DOREMEE SN,
LHHfEEEZELRLTLSRD LD
WERD D,
T a—L (fRIE) BEDZ NS 234 U 2D B8 0 & FHMAICER N ER I D &5
[9. 1. 12 HE] %, bbb,

Fm. T a— L EEIKE N
T rTI ) 7= RRALE
EIARAREEREILIEEDH
HERBH D,

7V a— VEERIZ K D CYP2EL
OFEBICXY, TENTI T
U LIFEEERS V-T &
Fh—p-XF ) A

ORFBNRESND,
F=Ur FHAAZAE R A8 2 82 10 0d (B R
H5b,
A UIVE 7 - 11F:1] HI AL 7 r ~ ey v o R R
TIN5z DIERZED 7~ 1 2 R Pk Al
OERZMET 52 L Rd 5D,
S DA% L PENRE LT L O RY
WEND D,

F oA s a R ERE KRN

AHN D PR 28058 S ¥ 5%
TNRDH D,

AFOFHEIZHBITFAHER =
EARMH S D EEZLN
Do

TV INT v
N S 2

AN D B R 2 8055 S 5 8
TN H D, o, BEIERZ
EIFTBEhrdH D,

AKENPERT D u-A¥4FA4 K
ZREDOE T A=A R THD
7=,

ITF=NTRANT VUL —IVER

A

T N7 T O
NIKTT28FN0WRH 5,

TF =T R NTF—IF
WZBTLTENTI /) 72D
TN G R RET S L
Ezbhb,

ITF =) A NT I —LDIfL
HREN EFTL28EZNDH
2o

T NI ) 7T F =1
T A NT A= VOB RE
FAET D EELOND,

8. EIEA

1. 8lEFA

WOBIEMS S BDND 2 LB bHOT, BEE AT,
EL L, EEALEELTS 2 L,

RENRBO DN GEIITRE
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(D EXLEIMER & DHER

1.1 EXLEIER
N1 2avy, 774 7F% 20— (BHERH)
PR RIEE, WS, MR, REERS LD ENH D,
11.1.2 =8 (0.2%)
11.1.3 EFEK (0.2%)
1.1, 4 4kEFMH (BEERH)
BRI, M, RS R O RERER A LD Z 3 b Do A O Ik ST R R
BT, Wk, R, R, RERGE, EENRZ . RE, BEEIR. =y 7 RBIE LR,
PR, HIRSOREIEENRECDLZ LR D, [8.2 5]
11.1.5 hEMRKRIEFTAMAIE (Toxic Epidermal Necrolysis : TEN) . F& & %% F5 BE 4 1% B%
(Stevens—Johnson fEXEF) . SMEAREMERBSERAE FEERH)
11.1.6 MIEMME FEERP)

Rk, RN, FEEN, i O REENFRD SNGEITIE, T E X #, Bl o7, i
HY— W —FOREEZFEMT DL, BEPRBOONTHEIITEGETILL, BIERE RV
T UAIOEREGHEOBEYIRAEEZITH Z L,

117 MEEBL. RUETEE GEE W)

11.1.8 BWEREDHER (LR

11.1.9 BIAERF2. FFIREREE. BE (BERY)

BUERTFJE, AST, ALT, v —GTP O L5584 4 2 FHREREE, HUEAH S bN5D 2 LAb 5D, [8.6
BH]

11.1.10 BEHBRBAE (LR

1111 FEIRME] (B H)

11,112 FEHIMBEEEIRE (5% R)

PIPER & L TR, BN DI, HICHFRAEREE, U v SHilAR, (A MEREIN, AFREBkY
% B L oNERIELSE % PR 5 SERME D BB ABEUER B H D bND T ENb D, 2B, b b
ARATA A 6 (HIV-6) DT A NADFEIALE D 2 & 085, Bl b s,

FEEN, FFRSRERE ELE DR DR S DVITIBEL T2 ERHLOTHEETH I &,
() ZnHhaE|1ER
11.2 ZDO D E/E A
o/ 1» 1%L I o) bes ”
5%LL L - 1% A HE R B

JEYE Je OVEZE R B I

JiE

ik e VY > X% =g

=

TR R O s f B R IMAE K

JiE

T AARAE KL, LR PEEL. ZSEGE, #h
Rl =, B
NIE, 929", 3K
WEH., A R T
VA, HEE SRR
BE AR

Rep e S o EHR (25.9%) . VHEh|BRE R FhERIR U, R TEEN TR, Bk,

PEDHFEV (18.9%) . BUFR, SEIRGE. 1| SGEREE. E#E
FIEvEA BEE, Bk, |F
AR S, &
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10.

4 MEPRERIRREL, A
SH
AR B BT H Hihe P
B R OSK R HARHRE, Hg,
ELEETEIN
NS EulES AEENR, SER
1 PR miLE, 1ETY (NI NEEN SRV i3S
.+
2SN TSR0 R PRI, W S
TR P
B i E B (41.4%) . WEM\IESE. TARL. OWN|WERMERE R, O |E FREE ., EVRiE
(26.2 % ) . 18 fb|2c. O, HIEXR, BEESE,
(21.2%) ., BARPE LR, BR iR AT N=RI-C N
53 N 2 R
BBTHARAE H I,
JH B8 7 R RERR A R H
B & J OVFE T AR | & 5 FEIE B, ZIIE. W
= T
B & DR B P HEPR IR TT I URR, RIZIR
il
R E N OV 5| 1L A, Bk, F&\ M mpmk, M%7, s, o0,
JR TRk RE B\ P i, FESE e R i fi
e R p A RE R i AR ERECE N, B
CPK #9h0, i JR | mEREIE N, ~F
FEEEM, A Y|\ Ta e, R
7 U' U RN, (RERARME.
mPE Y /LeE A7 LT F = i
oy RAFmEGME, . fd T R oo
PRAVT R o BERGME (BEAN, 1N
m, s L7 T
=, R
FREgin, aFEkE
4y SRR N
BE, PEk O HAfE - A7
&5 OHE

FRRRERRICRTTRE

TR L

BERS

13. BERE
13.1 IR

%

13.2 W&

< K= VOB LD EESRERIT, FEREH, gk, Bk, E8RE MEIETH

TERNTI ) 72 OREHREIZLY, HEEOBEALRH L, F1-. 7TENTI /) 720D
TR G- R « B O OEEIENE Z 272 E OWEN D 5, BERGIZ LD FRIERIE,
BHIGREE, BACRE, B, |, B, FA. BTFETbhsd, [1.223HK]

BXAALE L LT, KOEZ R L, RIS Ui S PR L IR BR OB 24T 5 2 &,
kT = R—/L O & 512 X 2 MGl OER N DN 258121, ek Y U RERE

_30_




11.

12.

ENRBLN, ERERIEELFRT LI BENRH S, £/, FTI~ F—FBHTIC L VIZE A LR
L&,

T LTI 72 OBBRGICEAERBEDNIBEEICIE. TEFAVRATA O E%
EBETH L, [1L.25MH]

EHELEDZFE

14 #HLEDEE

14.1 EXZFEFOZE

1411mpﬁgmiﬁimpy—bﬁ%ﬁ@ﬁbf%%#éiﬁ%%#é*& PTP ¥ — h D4
/¢ L BEDELA AN EE R AT L, EICIXZRIL A B U CHERIA R 2% o B A S 0HE
75513?%%?‘5 ZEnH5D,

14.1.2 /NEOFORPRVENHRET DL L5 ETHZ &,

ZTOMDIEE

(D ERRFEAICE D IER

15.1 BREREAICE D < 1F#HR

1511 7R h7 3 7= v OERUEAY (7 =F1F) ORMESICEY, MEaFREAiEs
TIEBRDD,

15.1.2 BHELKOBERIEZOBEZFHE L A, HEULAY (T =FkF ) ®AZEY - K
B (1« AR & 1. 5~2Tkg, ARABIM 4~30 ) LTWIZARZWEDHRED D D,

15.1.3 JERT v A RHEHRSRAIZ REIE G SN TV D LI T, — R RER5ES b
T OW|END D,

15. 1. 4 JE{RAYIT CYP2D6 DVEMED BRI Tod 5 Z & 23 L T 5 8% (Ultra—rapid Metabolizer)

TiX. b7~ F— L OIEEREY O M b RN EA U, RIS ORIER R REH LT < 72

LBENDRH D,

(2) JeERERERBRICE D < 1EHR

15.2 FEERIRFRBRICE D < 1HIR
16.2.1 Biib& (7 =FtF ) ORM - RERELG LICBMER T, EERENEO LN L
DEENRD B,
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JERRPREABR B9 4 1EH

I ER

(1) AR
VL S FEHEICBE T 2T | OHEM

(2) REVEEEHB
AR L

(3) E D> FEEHER
REERR L

HEaER

(1) BER S B
AR L

(2) RIS H R
LR L

OF U=t
MR L

(4) %A R
MR L

(5) R R BIEHR
PG L

(6) B A RIS 5
AR L

(D Z DA H BN
AR L
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10.

11.

EEMFEICEAYT HEEB
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i EELNRTE
KIE DA H 8.1 Pregnancy
(2023 4£:5 ) Risk Summary

Use of opioid analgesics for an extended period of time during
pregnancy may cause neonatal opioid withdrawal syndrome. Available
data with tramadol hydrochloride and acetaminophen in pregnant women
are insufficient to inform a drug—associated risk for major birth
defects and miscarriage.

In animal reproduction studies, the combination of tramadol and
acetaminophen decreased fetal weights and increased supernumerary
ribs at 1.6 times the maximum recommended human daily dosage (MRHD).
In separate animal reproduction studies, tramadol administration
alone during organogenesis decreased fetal weights and reduced
ossification in mice, rats, and rabbits at 1.4, 0.6, and 3.6 times the
maximum recommended human daily dosage (MRHD). Tramadol decreased pup
body weight and increased pup mortality at 1.2 and 1.9 times the MRHD

Reproductive and developmental studies in rats and mice from the
published literature identified adverse events at clinically relevant
doses with acetaminophen. Treatment of pregnant rats with doses of
acetaminophen approximately 1.3 times the maximum human daily dose
(MRHD) showed evidence of fetotoxicity and increases in bone
variations in the fetuses. In another study, necrosis was observed in
the liver and kidney of both pregnant rats and fetuses at doses
approximately 1.9 times the MHDD. In mice treated with acetaminophen
at doses within the clinical dosing range, cumulative adverse effects

on reproduction were seen in a continuous breeding study. A reduction
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in number of litters of the parental mating pair was observed as well
as retarded growth and abnormal sperm in their offspring and reduced
birth weight in the next generation. Based on animal data, advise
pregnant women of the potential risk to a fetus.

All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations
Fetal/Neonatal Adverse Reactions
Use of opioid analgesics for an extended period of time during

pregnancy for medical or nonmedical purposes can result in physical
dependence in the neonate and neonatal opioid withdrawal syndrome
shortly after birth.

Neonatal opioid 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 opioid withdrawal syndrome vary based on the
specific opioid used, duration of use, timing and amount of last
maternal use, and rate of elimination of the drug by the newborn.
Observe newborns for symptoms and signs of neonatal opioid withdrawal
syndrome and manage accordingly

Neonatal seizures, neonatal withdrawal syndrome, fetal death and
stillbirth have been reported with tramadol hydrochloride during
postmarketing

Labor or Delivery

Tramadol hydrochloride and acetaminophen is not recommended for use
in pregnant women during or immediately prior to labor, when other
analgesic techniques are more appropriate. Opioids cross the placenta
and may produce respiratory depression and psycho—physiologic effects
in neonates. An opioid antagonist, such as naloxone, must be available
for reversal of opioid induced respiratory depression in the neonate

Tramadol hydrochloride and acetaminophen is not recommended for use
in pregnant women during or immediately prior to labor, when other
analgesic techniques are more appropriate. Opioid analgesics

including tramadol hydrochloride and acetaminophen, can prolong labor
through actions which temporarily reduce the strength, duration, and
frequency of uterine contractions. However, this effect is not
consistent and may be offset by an increased rate of cervical dilation,
which tends to shorten labor. Monitor neonates exposed to opioid
analgesics during labor for signs of excess sedation and respiratory
depression.

Tramadol has been shown to cross the placenta. The mean ratio of serum
tramadol in the umbilical veins compared to maternal veins was 0.83
for 40 women given tramadol during labor.

The effect of tramadol hydrochloride and acetaminophen, if any, on the
later growth, development, and functional maturation of the child is
unknown.

Data

Animal Data

No drug-related teratogenic effects were observed in the progeny of
rats treated orally with tramadol and acetaminophen. The
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tramadol/acetaminophen combination product was shown to be
embryotoxic and fetotoxic in rats at a maternally toxic dose, 50/434
mg/kg tramadol/acetaminophen (1.6 times the maximum daily human
tramadol/acetaminophen dosage), but was not teratogenic at this dose
level. Embryo and fetal toxicity consisted of decreased fetal weights
and increased supernumerary ribs. Tramadol has been shown to be
embryotoxic and fetotoxic in mice, (120 mg/kg), rats (25 mg/kg) and
rabbits (75 mg/kg) at maternally toxic dosages, but was not teratogenic
at these dose levels. These doses on a mg/m® basis are 1.9, 0.8, and
4.9 times the maximum recommended human daily dosage (MRHD) for mouse

rat and rabbit, respectively

No drug-related teratogenic effects were observed in progeny of mice
(up to 140 mg/kg), rats (up to 80 mg/kg) or rabbits (up to 300 mg/kg)
treated with tramadol by various routes. Embryo and fetal toxicity
consisted primarily of decreased fetal weights, skeletal ossification
and increased supernumerary ribs at maternally toxic dose levels

Transient delays in developmental or behavioral parameters were also
seen in pups from rat dams allowed to deliver. Embryo and fetal
lethality were reported only in one rabbit study at 300 mg/kg, a dose
that would cause extreme maternal toxicity in the rabbit. The dosages
listed for mouse, rat and rabbit are 2.3, 2.6, and 19 times the MRHD,
respectively.

Tramadol alone was evaluated in peri— and post-natal studies in rats

Progeny of dams receiving oral (gavage) dose levels of 50 mg/kg (300
mg/m® or 1.6 times the maximum daily human tramadol dosage) or greater
had decreased weights, and pup survival was decreased early in
lactation at 80 mg/kg (480 mg/m’ or 2.6 times the maximum daily human
tramadol dosage).

Studies in pregnant rats that received oral acetaminophen during
organogenesis at doses up to 1.3 times the maximum human daily dose
(MHDD = 2. 6 grams/day, based on a body surface area comparison) showed
evidence of fetotoxicity (reduced fetal weight and length) and a
dose-related increase in bone variations (reduced ossification and
rudimentary rib changes). Offspring had no evidence of external,
visceral, or skeletal malformations

When pregnant rats received oral acetaminophen throughout gestation
at doses of 1.9-times the MHDD (based on a body surface area
comparison), areas of necrosis occurred in both the liver and kidney
of pregnant rats and fetuses. These effects did not occur in animals
that received oral acetaminophen at doses 0.b5-times the MHDD, based
on a body surface area comparison.

In a continuous breeding study, pregnant mice received 0.25, 0.5, or
1. 0% acetaminophen via the diet (357, 715, or 1430 mg/kg/day). These
doses are approximately 0.7, 1.3, and 2. 7 times the MHDD, respectively,
based on a body surface area comparison. A dose-related reduction in
body weights of fourth and fifth litter offspring of the treated mating
pair occurred during lactation and post—weaning at all doses. Animals
in the high dose group had a reduced number of litters per mating pair,
male offspring with an increased percentage of abnormal sperm, and
reduced birth weights in the next generation pups

8.2 Lactation
Risk Summary

Tramadol hydrochloride and acetaminophen is not recommended for
obstetrical preoperative medication or for post—delivery analgesia in
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nursing mothers because its safety in infants and newborns has not been
studied.

Tramadol and its metabolite, O-desmethyltramadol (M1), are present
in human milk. There is no information on the effects of the drug on
the breastfed infant or the effects of the drug on milk production.
The M1 metabolite is more potent than tramadol in mu opioid receptor
binding. Published studies have reported tramadol and M1 in colostrum
with administration of tramadol to nursing mothers in the early
post—partum period. Women who are ultra-rapid metabolizers of tramadol
may have higher than expected serum levels of M1, potentially leading
to higher levels of M1 in breast milk that can be dangerous in their
breastfed infants. In women with normal tramadol metabolism, the
amount of tramadol secreted into human milk is low and dose—dependent.
Because of the potential for serious adverse reactions, including
excess sedation and respiratory depression in a breastfed infant

advise patients that breastfeeding is not recommended during treatment
with Tramadol hydrochloride and acetaminophen.

Clinical Considerations
If infants are exposed to tramadol hydrochloride and acetaminophen

through breast milk, they should be monitored for excess sedation and
respiratory depression. Withdrawal symptoms can occur in breastfed
infants when maternal administration of an opioid analgesic is
stopped, or when breast—feeding is stopped

Data

Following a single IV 100 mg dose of tramadol, the cumulative excretion
in breast milk within 16 hours post dose was 100 mcg of tramadol (0. 1%
of the maternal dose) and 27 mcg of M.

8.3 Females and Males of Reproductive Potential

Infertility

Use of opioids for an extended period of time may cause reduced
fertility in females and males of reproductive potential. It is not

known whether these effects on fertility are reversible

A=A NZ7 U T OB N
(An Ausralian categorisation of risk of drug use in pregnancy) I
Paracetomol/Tramadol c*

* https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines—pregnancy-database
(2023/10/6 772 A)

F—A T U T DM

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible. Accompanying texts should be consulted for further
details.
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KE O SrE 8.4 Pediatric Use
(2023 45 ) The safety and effectiveness of Tramadol hydrochloride and

acetaminophen in pediatric patients have not been established

Life-threatening respiratory depression and death have occurred in
children who received tramadol. In some of the reported cases, these
events followed tonsillectomy and/or adenoidectomy, and one of the
children had evidence of being an ultra-rapid metabolizer of tramadol
(i.e., multiple copies of the gene for cytochrome P450 isoenzyme 2D6)
Children with sleep apnea may be particularly sensitive to the
respiratory depressant effects of tramadol.

Because of the risk of life-threatening respiratory depression and

death:

» Tramadol hydrochloride and acetaminophen is contraindicated for all
children younger than age 12 years of age.

» Tramadol hydrochloride and acetaminophen is contraindicated for
postoperative management in pediatric patients younger than 18 years
of age following tonsillectomy and/or adenoidectomy

« Avoid the use of tramadol hydrochloride and acetaminophen in
adolescents 12 to 18 years of age who have other risk factors that
may increase their sensitivity to the respiratory depressant effects
of tramadol unless the benefits outweigh the risks. Risk factors
include conditions associated with hypoventilation such as
postoperative status, obstructive sleep apnea, obesity, severe
pulmonary disease, neuromuscular disease, and concomitant use of

other medications that cause respiratory depression.
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