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B SA PR R (%)

- BRI A o e AR HIE

B | PR (7 5ty MEAKR | (F7 5%y MNEAE Ne)
pHI1. 2 15 %3 102. 0 101.2 e
| pH3. 0 15 %3 100. 2 102. 3 e
50 Il pH6. 8 15 4y 98.2 96.9 A
i 15 %> 97.4 96. 1 Bk

(n=12)



RERiK - pHl. 2 50 [Fl#x

SABRIK : pH4. 0 50 [Al#x

120 - 120 -
100 o; o) 100 - -0 O
B 8o & gy
fast fu
= 60 F 60 -
% 40 % 40
20 20 -
00 . ; . 00O . . )
0 15 30 45 0 15 30 45
B (43) RS (91
SBRiK ;- pH6. 8 50 [AliiE RERE - K 50 [BliG
120 - 120 -
100 A 100 A —0 O
& gy & gy
H H
F 60 - £ 60 A
% 40 - % 40 -
20 - 20 -
0O r : , 00O . . )
0 15 30 45 0 15 30 45
B (93) B ()
-@— REEAK (M7 Ty FNEEEEE Mel)
—O— EHRA (N7 22y FNEEE)

n=12

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

KIV-2 BHESIZHITHELUE (751 y FEEEEE Mel & FSLEY MEEEDTE F
T2/ 70D FEBRHEDLE)
B S A PR R (%)
I VLR AR 2 | BRI Wl
g | BB (7 5ty MRS | (7 Ty A Ne)
pHL. 2 15 %y 98. 4 100. 3 e
| pH4. 0 15 %y 98.7 99. 1 e
S T 15 %5 97.0 95.7 FTRey
i 15 45 98. 3 98. 1 iy
(n=12)

10. Rz - 2E

(N EENRELGERSR - 8. NENRREES - QRICHYT 15
LR

(2)a%
PTP @# 100 #& (10 X 10)
Q) FlREE
AL



11.

12.

b BEmDOME
PTP > — b : AUk =1, &
vtae— AR e
I i

AERB SN D EME

BAROANA

Z Dtk

A= ROV
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V. BEICEEI HIEHE

1. MEENITHR
S EA A FIEABATRRRYL TREARICH T HHHE
O A MBI
OREHRDIER

2. MEXIFTHRICEHT SFE
5. %08k - HRICHET 5EE
(DA MEIRIEETE)
JRIR & 73 % G EIHOINZE DB - AERIVEIN, (A7) X7 & & DT ORI BITEITO, AH
DE G- O & ALEIHWT 5 = &

3. HERUVH=E

() AZERUVHAEDMEER
GER A EMEERE)
HEL ORI, 118, 1 R 4ERAEET 5, &EMBIE4RFHL B2 2 8,
7eB, ERICS U CHEEHET 528, 1R 28, 1 H8EEAZBATHEE LW &, iz, &
DB GBS D 2 LN E LU,
(GREEOER)
WE. A, 1R 2§22,
2B, BINERET LA, BERIEE 4R EZET, 1R 2482, 1 H8EEABA THREL
N b, Flo, EEREORGITRET S ENEE LYY,

(2) R RUMRORERE - RHL
LRk L

4. BERUVHEAEICEHET HIFE
1. Bk - AEICEET 5FE
GERAHIEMEERE)
1.1 #50OH
AR GBI 4 HE A2 RS L THRBHIRFT 220G O 2 WIEE IR, thomEbl e iaE~
DEFERFT D2 L, Fo. EHMICIER KON R 2R L, &5 OO LEYEIZ DN T
M5 2 &,
1.2 #5041
AHN OG22 B L Lr Roloipald, IBERDOREBR L) T DITRAITRET 5 2 &,
1.3 7TAEY U EXITZOBEREOH 5 BF TR LA Z R 53285813 1B 1 EEETH
Lo [9.1.15 ]

5. BRERALIE

MERKRT—2/1\yr—2
LR

(2) B PR BRI
AR L

_11_




Q) AE RIGIERHER
M E R L

(4) FREEAIEABR

1) AR ER

(FEDS AANEIR MR SR)
] PN o5 T AR 3R

HESR I S S TEMEBIEIE & 2 S, FER T 1 o RPETS RS AT ORE 10 5412 K 0 43 70 850 29
TG SR BMEESE B 187 1] CRAIRE 94 i, 77 BAREE 93 ) ZXIHIZ, IFEMR T TR
Al LA 1~2 8% 1 H 4[] 2 @M&EE L2, —EERP~OBITHHEL G- Lt$%‘ S
NF7T 78R ET7 X NMIEOFTC4BEMBBRES L L X, #EE@TfmﬁF%%T+ THEA
Ry RE LAY MRAEFTTOHMIZT T B REEL L LA CTAZEICEN o= (T
7 BiE, p=0.0001) ',
<BEBFIRX 17.1.1 X v#zid>

(Bth t DFETR)

[ PN o5 T AR AR

B HIBR M OV 5y ) 2 B & 3 5 T SR sl B b 1 2 B A T L | PR R A iR 7o A 328
(RAIRE 132 1, R T~ R—EfER 66 . 78 F7 X/ 7= U8 130 ) &Rt5ic, &
ERMFCTAR 288, N7~ F—/LHEERHE Tomg X7 h 7 2/ 7 = 650mg B m[#EE L= L
&, |51% 8 R £ TOR A DUGEE DR (EZOFEADOUHELE THEER L] ~ 5Bl
B D5 BT, 0.5~8 IFfH E TRIFAYIZRHM L7 & & D RAFEE) OFEMEIL, AR 17.7,
NI~ R— VR RE12.4, TR TI 2 72 U8 13.3 Th Y | AFIEE L KHEKBEOMICEE
FEMFRO ST (Fisher @ LSD i, W d p<0.0001), £7-. AAFG%ICTNT D £ TOR
M ORAORED (721 X% TR ([Z8GET 5 £ TOREH) OFREITK 30 3 THY ., %
@% THEIENESE LT BBEC T D R e (B IR A OFRREE DS THEE ) X [E )
W LT 5 F TORR) OhduiiIng 270 5y Th o7 112,

BIVEF BRI, 57.6% (76/132 #fl) Th-o7=, EREWEMIZ, IR 39 #1 (29.5%). H.L» 18
Bl (13.6%). FEWED E W 126 (9.1%). TEH: 9 # (6.8%) TH-7-,

RV-1 hERDERICE T HEREHR

- ﬁ’i){tﬁ B b1 8 WEfH] & T O A D UCEE DFRFN
Bk Mean+S. D. A (Be/)h 5 B K) | Fisher @ LSD %
AH 2 §E 132 17.7+7.91 18.5 (0.0 ;32.0)
k7~ R—/VYEHEYE 75mg 66 12.4+8.36 12.5 (0.0 ; 29.5) p <0.0001
T RT3 7= 650mg 130 13.3+8.07 14.0 (0.0 ; 30.5) p <0.0001

<FBIRIC 17.1.3 L vifzit>

2) REMRAER
(FEDS AANEIR MR SR)
EN & H & G55R
FREGE (BRAE, ZMERIETE, B v~T, SHERERER., $HEB %M. RN
PR PR 70 &) | &5Eﬁ%ﬁ%ﬁb\#XTD4hﬁﬁ*ﬁﬁﬂ®%D&5 Ev+5
TRBIREN R DG DR VR 190 Bl A XIS, AF 1B 1~2 8% 1 H 4B, @EEEL CHE
N Tl 52 WM G- L7 & & D VAS fEDFEIME I, Ai#lEi o> 65. 80mm (ZxF LT, JAHRH] 28
BITI1E29. 93mm IR T L., Z0%., IWEMG2 BETIZFT—EDETHRB L Y,
BIVERZE BRI, 96.3% (183/190 i) Th 7=, TZRBEMWERA L, by 102 B (53.7%) . {#HFH
74 B (38.9%). WM 71 5] (37.4%). FEEIMED E 51 B (26.8%) . fHEHER 38 #1 (20.0%) T
HoT,
<BEBTIRX 17.1.2 X v#git>

_12_



(5) B - HHEBIHER
AR L

(6) BB
1) EFRARERE (—RERARERE. B EFARERE. FABRELRAE). 2ERTET
—AR—RFE., BERFERERABORE
BAROANA

2) RBZFHELELTERFEDARXILERL-AE - ABOBME
BAROANA

(7) Z At
LR

_13_



VI.

\

EEHE(ICEY DIEHE

RPN (CEEHHILEMRITILEHEE Y

NS~ R— VB . 7V VT ¢ UHEERR . R 2

T RTI )72 AT 2F A, V7 2F ABTLVI=gA, TAEY L B UF AT IR,
TTFUPIR, ALY UK, AT T2y XYy T a7t b
v, FT T RERIE %

R BEOH (LG DORIEE - ZIRFIL, BT OBRMNLEEZSRT 5 L,

EEER

() ¥ERELL - FERRRF
Ko<~ RK—:
F v ME W in vitro REROFERING, NI~ R—/WEIHFRMREATEH L, hT7~ K—
VR ONEHEREY 0-IA TV T~ R—=1LD u-FH A FZFEE~DOFEE, W F T~ F—
MZEB VT RLF Y kRt e b= OFRY IAABEENS, ERERICEET5 B4
SY AN
<BEBVIRI 18.1.1 X vi#rit>
TENTI )Tz
T MW= in vivo BBROER NG, T T X 7 2 T FEICTEHRERTIER L, V-
AFN-D-T ANTG XL FE RO T AR AP ZRRZI LT — b = R OBREEM.
FROEr b=UZH/EEN U BENRERR SR, EmERICEET B2 605 17,
<BEBTVERIL 18.1.2 X vH#sit>

(2) ExhEZ4T 1T S BRAKE
1) B 7E
DO~ T ADTHFNLAY UFRIA P 7TITBWT, b~ R—UEBE LT v T /) 72
OOFRR O GIL, 7 A VAR 7 T NI X DI ORGSR, HENIZT A Vv ZRIGEIHT 5
TEWRIBENT Y, L. B MIBWTIIAKI OISR ERIIMEEE STV,
<HEFUL 18.2.1 L DHEREE>

@7 Yoy MEBIRT v MZBWT, b7~ N—VHEEE (10mg/kg) T8 N7 72
(86. Tmg/kg) DU OFE L TIiX, [FIHEOKE Y HFME 512~ T, REWE K& ORI
PR AR A, N ONCHEORIETE T v T 0 =7 2 sR < Bl L

<ETEHRIL 18.2.2 K ViEFE >

(3) YEFISEIRBS A - F iR
gk L
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VI

EWEREICERT DIEH

I HRE D RS

OPF;

Q)&
1) Hlage 5

AR LAY MPRE

UER L

AR CTHE SN IPRE

TR A BIEICAA] 1~3 827 (T~ F—/UHEEsH & LC 37.5, 75 KON 112.5mg, 7& h7 2
/7= (APAP) & LT 325, 650 KU 975mg) #HEREAFKE L7z &, HERIII DL T,
rZ=< K—/b [(£) -TRAM] R OF APAP [/ T &4, (£) —TRAM KUY APAP O Ifi #E i
BN ENHEEHE 1~2 BB R O% 1 FEIC Cmax (2 L=, TNENH 5~5.5 FF L O
,f!JSH?fFEJO) Ty CIKF L7z, WY OEYBREIIH ELFIMEE R Uiz, F72. (£) -TRAM TS
WIEHERE - A F v b T~ R—v [(£) -ML] (ISfRE &, (£) -M1 O iR i
Eﬂﬁfr’uzﬁ%ﬁﬁ Cmax (258 U722, K9 6.5 KD Ty TIKF L7z, MfEF () -TRAM K OY (%)
ML OBFMGEMEL [ () KL () —KR] OmIETIREHER K OCFEMBNRE /ST X — & [3FEEL

LTz 19,
(ng/mL)
600 [ —e— AF158 (FSVE—)UiEEsES L T37.5me)
500 | S AKF2ER (FSYR—UiERE S L T75ms)
i —— 35 (RS YR—UgRIEE LT 112.5me)
& 400 |
e (Mean+S.D..n=8)
T
T 300t
R
¥ 200 ) &
7 \
100
0 S0 =SB s -
0 6 12 18 24 30 36 42 48
BSfS hn
HVI-1 K#| 1~3 £ ZERFOKRES LE-EE0MmiEd (=) -TRANEEHTS
(ng/mL)
120 ——KE| 158 (FSVR—UIERES L T37.5me)
100 | e REI2 R (RS VR—LEEEES L T75mE)
o —a— R E35 (RS VH—UERstES LT 112.5me)
w80y (Mean+$.D..n=8)
T
~ 60 |
M
1 |
& 40
= |
20
O . I i i PR T Ry ™~
0 6 12 18 24 30 36 42 48
= Go)

BVI-2 A% 1~3 f&* #BEROKE LIz ET0MmEF (£) M REHDE

_15_



(ug/mL
20 ¢ —e— K152 (APAPELT325me)
18 |
I —ae- AFI288 (APAPELTH50mME)
—m— RF38E (APAPEL T975me)

(8)]

1
o 14t
iqﬁ;‘ 10 [ (Mean+S.D..n=8)
A r
p10¢
A
P 8
b
i3 6
n:
2
0 6 12 18 24 30 36 42 48
b5 (hr)

BVI-3 AFK| 1~3 & #BEEOKRSE L& EDMmEH APAP REHR

RVI-1 KHF| 1~3 &% ZHEEREAKBSL-EE0mEER (=) -TRAM, () -M1 R U APAP MO EEH
HRE/INS A—42

. Cmax Tmax AUCo Ti/o

S |
ok <A (ng/mL) (hr) (ng * hr/mL) (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 b
(+) e (45. 6) (0.5~1.5) (580. 5) (1.0)
. 424.5 1.3 3274. 3 5.6

3 £ )
i (146. 1) (1.0~3.0) (1070. 4) (1.1)
. 34. 9 1.8 359. 4 6.4
5 (10. 6) (0. 5~3.0) (63.7) (0.9)
65. 6 1.8 630. 9 6.3

+) -M1 2 5
(+) e (24. 4) (1.0~4.0) (142. 2) (0.9)
3 gt 95. 7 1.8 1083. 8 6.3
g (26. 3) (1.0~3.0) (224. 3) (0.9)
5.0 0.8 17. 1 2.8

15

< (2.0) ® (0.5~1.5) (4.8) ° (0.6)
o ) g 9.2 1.0 38.9 3.3
& (2.3) @ (0.5~1.5) (12.4) ° 0.9)
3 gt 15.1 0.8 62. 3 3.3
g (4.3) ° (0.5~1.5) (18.1) ® (1. 0)

a:pg/mL, b: ug-hr/ml
(n=8, Mean (S.D.) . Tmax ; 1JfE (HiPH))
E) AFloORBEINT- 1 HREHET 28 TH D,
<BETFUX 16.1.1 L H#zit>

2) g G

TERERR A BIECAHK 1B 1 ik 2 88 (F T~ F— U@ & LT 37.5 XX 75mg, APAP & LT
325 X% 650mg) Z 1 H 4[A] (6 KffM T &) EMROEE (ORAI 1 & 5 HfE., AK 2 & : 3 HfH)
L7z & &, s (&) -TRAM KON (£) M1 IREEISRERR O B 5-BAtAT4 48 Kfff £ Clz, F721f
HfER APAP W FE I XA RE D R H-BR AR 24 B £ CICEHEIRRBICEL TRV | ERMITRO bR

Motz 19
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RVI-2 AF1EXE25Z21 B4R ERHCE) REEORS RFI1 85 B, %2 & : 3 BE)
Li=& EDRIF5EDMmEEFR (£) -TRAM, (£) M KR APAP DEYFIE/ S5 A—4F

B Cmax Tmax AUC. Tz

Rk Gxii (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)
) 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/mLy b: pg-hr/mL, Ry: FBREE (FEEG% O AUC. /HIEH 510D AUC..)

3) AL IR SRR R

(n=8, Mean (S.D.) . Tmax ; Hdefi (&EPH))
<B VIR 16.1.2 L 0izie>

(MR EIK SO LW FRRSEMREBR T A RT 4 ) HAEFEIE 0229 25 10 B BHE 1 (FERk 24

2 A 29 HA))

N7 7ty MEAEE Mel & FT Aty NMELEREEL, 7 A4 —"—lkIZLDZnZi 18 (b
T~ F— VIR 37.5mg KON R 7 R ) 7 = 325mg) fREERRAE TICHa R PR DS L
TIMASERRE(CEREZRE L, H o3 YEIRE T A —% (AUC, Cmax) (Z-DUV\\T 90%fE4H
X VEIC CHRERHIRIT 21T - 7245 5. log (0.80) ~log (1.25) DOHFPHANTH V. WAL
FSMEDRHER SNz, o0 M T~ F— L OEERE#Y OMATF LT~ F— [(£) -M]
OMIEFREZHE L, HBONTEMERE T A -2 i L= A, WA CRBERFER TS

o7
(ng/mL)
140 ¢
120 +
i
100 e }T Ty FEAH [Mel
x ) o BT Ay b ELGEE
Loso HTWY (Mean +S.D., n=24)
7
Z
I
|

60 4

10 |

20

:k:-"'.&_"“’*‘*—-"‘f——-g‘m

0 3 6 12 24 36
=d | (hr)

MVI-4 F7 5ty FEEEEE TMel ERDMEEF (£) -+ 7 F—LIREHER

_17_




(ng/mL)
8000 -

=)

6000

4000 1

FEEV RN N~ e~ FEE

2000

—e— FT Ik MR [Mel
ko Ay bELESE
(Mean +S.D..n=24)

[ -

&

24

36
(hr)

HMVI-5 75ty FEEEEE TNe) EROMBEFTE N7 I/ 7z VIREKR

RVI-3 EMFRE/NT A —42
HIE/NT A—H BEIRG A—H
AUCt Cmax Tmax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
() -+F| 7Ty FIEEEE Me) | 644.5+199.7 112.6+23.9 1.1+0.5 5.4+1.4
~ F—v T a2ty NELAEE 658. 8+207. 4 109.9+23.8 1.3+0.6 5.5+1.3
TERTI|FT T8y FEEESE TMe) |15653. 143508 1| 5515.4+1799. 7 0.9+0.7 4.6=+0.8
)7z Ko Aty NELCAEE  |15470. 83395, 9| 5174. 2+2061. 3 1.0+0.7 4.74+0.8
(Mean=*S.D. n=24)
(ng/mL})
ol

1L

i

=

I

7

v —e— 75 FESE [Me

i* e b T Ak FEAL

41; (Mean + S.D.. n=24)

1]

1k

th

4

i

M1

i S

g{: s & e

U 1 1 1 — |}
0 f 12 24 6

B[] (hr)

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

R4 FS5< F—)LEEKEY [((£) M) OXEYERE/ANSA—4
AUCt Cmax Tmax T
(ng * hr/mL) (ng/mL) (hr) (hr)
N7 oy FECESE TMe] 255.9=%67.1 34.3%£16.9 1.3%£0.6 6.1%+1.3
kT Aty NEAEEE 265.5169.6 34.0%x16.7 1.4=%0.7 6.3*x1.4

M P FE I ONT AUC, Cmax 50D /RF A — 2 1%, #RBR#E ORI, (KR OERBE%L -
iz k- TR B TR

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

SIS EAREN 7S

RS 5,
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2.

4 AT X DR

TERERRN BAEICAH] 2 88 (b T~ F— /LR & LC 75mg, APAP & LT 650mg), k7~ R—/b

WREYE 2 71 72 v (T5mg) XX APAP 2 7 7/ (650mg) ZENZENHEROKE L L X, K

FlaG Lz &@ (£) -TRAM, (£) -M1 J O APAP O¥EW@Ehfe T A —Z |3, FF~ FR—L

HEERIE M OV APAP 2 N E M TG Lz L X EREOEEZ R L, (&) -TRAM, (£) -Ml KO

APAP DIEMENEEIZ T ~ N — LIEREE J OV APAP OFEAIC L 2 B3R b o712 19,
<EBFUL 16.1.4 L D#EREE>

(3) L
KR L

HEE - HHREDEE
1) BFICLrEE
fEHER AT AT 3 88 (h T~ R—/LHERetE & LT 112. 5mg, APAP & LT 975mg) % il it
K OVZEERHIZZ N TN HER A& G Lz L &, (&) -TRAM, (£) -M1 2OV APAP DY EREIC &
HICLDBHEEREBIIRO NN GHEANT—4),
H) RAOFRBINT- 1 RkEHEIZ28TH D,
<BVERIL 16.2.1 X v#Rit>

Flo, HAIE LT, UTOWMERH D,

o< R—L:

OrERER « fEEER A BN 12 FlCHEE (200mg) % 228 M OV T4 30 4312 BAIEIRE O % 51
MAEH R T~ R— VR OML IBEHERIC 21T <. BFORBIIRO LR -T27,

@EEim A v U —& « fEEER A B 29 FliREE (200mg) % ZEERE K OV #4 HE AR 1 B 5
B, A%oMmifEd ~J~ F—L K OM1 O Cmax [ XZ2MEHE & F~_THI 50% 5 L7278 AUC-«
B Lo GMEANT—2) 9,

2) PRAERIC & o2k
(IVIL. 7. 2) BFRIEE & 2 0#H ] DB

EYEERP/NT A —F

() R A&
RUER R L

(2) BRURGEE T
KR L

(3) H R A
hZ=~ K—/L :0.137%0.037 hr' (Mean=®S.D., n=24) '7
TERNTI /7= :0.156+0.025hr! (Mean=®S.D. | n=24) 7

WoUTFIR
LR L

OP
TR L

(6) ZDith
B R L
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3. BfKH (REaL—LaV) @M

OF Ziv-i
gk L

Q) INT A=A EEER
B R L

4. DRI
R L
HAIL LT, LTO®RERH 5,
F T~ F—/b EAOFEIC LD ESLHITIEREICRINEND Y,
TENTI 7oy RAEGHECHICHEE LRI En DG ¥,
BOEGHONLFT AL FTEV T A1TH 90% &m0,

5. 9%

(1) % — A Ba P9 EadE
B R L
FoI=R—N<HE: Ty k>
[VIL 5. (5) DM OMBE~DEITHE] OHEZBR

(2) I % — R A2 BA P9 @@t
VI 6. (5) 4t | DIASH
HAIE LT, UTFTORERH D,
TERNTI ) T2
IR Ukt & LR, 7R b7 2 7 2 VORIBBEBITIRERTWVDY

(3) Lt ~ DR
'VIL 6. (6) F23LIR) DIEH I
(4) BT~ DT
R L

(5) Z Db DR~ DFEITIE
YR L
AL LT, LFTo#ERH 5,
NI R—=A<EBE: Ty >
UC— b T~ R—/ UM 2 JEVE S » BT 30mg/ kel O 4% 54 . FUFTBREIR S I13IT & A & O/ERE T
5% 1~2 Fef Chemfl, #&5% 1 REE OB IR E I, Bk S cm <. i
HIREE DR 16, 13 X OV 11 5, BN O RERREIR I X MAE DK 2 5 R0 > T, SRk & D fE
DOIHLITME & RS D, HUF IR R 13 % 5% 24 B TR ED 10% LA FICIE T ¥,

(6) MIFPELESE
bt MIEEAREAE 0 () -TRAM (0.2~10 u g/mL) KON APAP (280 p g/mL) #J20% (invitro) 2V
<BFIRI 16.3 XV HEEEE>

fio, BAIL LT, UTORERD D,

A
19.5~21.5% (in vitro, "CHE#kMAR : 0.2~10u g/mL) * 9
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6.

7.

TERNTI )T
MAEE AREASRITELS . MEFEE 60y g/nL F TIEHAIEALGNT, MIFPIEE 280 1 g/mnL 12
BOTHEH20%TH-7- 9,

5t

(1) X B ER L B A R R
(£) —TRAM JZEITHFNE T CYP2D6 (2 L W {EMEAREHY (=) M IR b, £/, ZohoF7%
R X, T T D CYP3A4 12 K D VMl A Fufb, 7 v 7 v i d R OWiginG CTéd 5, APAP
OELRHRRIIT, T NV 7 v v igis . FlEiA I NS CYP1A2, CYP2EL K UR CYP3A4 |2 X
L NTEFN-—p U)X ) A I ADBIEROZED T NG FH G Th D 0%,
<FEBFEL 16.4 LV i#zic>

Fo, BAIE LT, LFO®RERD B,

%?vF—w

g CYP2D6 IZ L 0 O-ih A F ARG 25T, TEPEGEH (M) (TR S s, 722G

@%i\&%%?wk&UNMJ%WM(% FARE) WNCZEN S OREHD 7 VT v gk
ST A (B T HS) TH Y., 0 A FAALBUSZIE CYP2D6 A3, Al 2 F AL BOS I
CYP3M R EICBEET 5 Y,
TENTI /) Tz

v e Hﬂﬁrﬁfﬁbhé 5

lg #EO&E Lz &5%@ﬁ3%ﬂ$ﬁm¢®iifwﬁéﬂ ¥ ORI ED
Thorrnrnu /Ea?@/\ﬁi&()\@m@z?@/\ﬁi& LR ans 2, @EI3hf - B o P4s0 12 kv
TR ED FKEBLIR R T Macetyl-p-benzoquinoneimine Z4AK L. F IV F 4 HE5IC L
R LS

Q) RBIZEAE5T 2BFE CYPEHE) DNFE. F5F

N7~ F—/L1%, FEIT CYP2D6 KON CYP3A4 1T L » TR SN 5,
UTO®ERH D,

NI~ R—/:

O-Fi A F IALSGIZIE CYP2D6 728, Vi A F VAL ROSIC 1% CYP3A4 AN EICRE G4 5 2 9
TERNTI ) T2

T T 7 2 ORI TIT O, BB, vy v U BgBiRa ., Bk
B F B 7 a A PAS0 A LT bR REIRIE D 3 5 5 Y, F b7 1k P450 B4 L= kY
R TIX, F L& LT CYP2EL I L0 KSHEFRMRED (T 2T XX ) A I
(NAPQD) I 23Rk &% ©

Q) DEBEHEOERRUTOHAE
KR L

B RBYDEEOEERVEMSL., FELSE
(VL 2. (D) {EFEAAL - YEFAMERR) . TVIL 1. (2) FRPREABR CRER Sz MR BE ) . TVIL 6. (1) 13
B R O | DTS

Bt
TEEERR A B AA] 1~3 $E7 ZHERE DG LOARA 1A 1 X282 1 B 40 6HRHIE) X
(CEEIRERSes bﬁ&%\ (£) ~TRAM, (=) -ML KO APAP O BREIR fkits (Wi[a] « £ 555 48 BEH],
K& - %%&5%48ﬁﬁ)i %h%h&ﬁ;@18k@0w@9A~Mﬁ%&@2&~&y%f%
0., HEBELOKERGICL BT N7 19,
&)Kﬂ@%ﬁéht1@ ﬁiizﬁf%a

<BFUX 16.5 L izt >
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Fo, BHAELE LT, UTORENRD 5,
F7~ K=

fatRER A LT 25, 50, 100 mg 7 7BV BEA ZEMERF LRI O G L7z & & | #514% 24 IRl E TORHF
PRz BRI T T e < L BEED 12~16%NRE(LIRE LT, 12~15%MF / —0-Ji A F /LR

(M1), 15~18%725 Ml OF &k & L CHE Stz @ 20,
TR RTI )T

KT RITRPICHRE SN D, HHREOK 80%A% 12 KeFILINIZ, 90%LL 123 48 KERLANICIR
HIZHRt S iz, 7' 8T R 7 = UREME R OBE O R BRI R, BRI E S
FRRECTHo 727,

8. FZUARKR—E—IZEHT 515
BRI L

9. BMFIZCLBLKRESRE
o~ F—: BITICLDITEAEBREI NV,
TERNTI ) Ty BMER L

10, HFENDERZATHEE

(1) Art&nems

1) "o~ FR—L
RS R 12 6IC b5~ R—/VIRRBIE S 7L 50mg AR D% 5 L7- & & | REEER A & bk LT
MmiEH k7~ F—/L® Cmax &N AUCLIXTBEHFITHEM U, Tie 1359 2.6 FICHER L7222 GMEAT
—4), [9.3.2 5]

2) TR "7 /) 7=
ATHEREREE RS (R~ 9], &E 56D (7B M7/ 7= 1000mg 2 OHE- L
L&, AL L TR T2 N7 2 72D AUCe, 13F 1.7 580U, T 1359 2
REMER L7= % OMEAT —%), [9.3.2 B3]

<HEFUL 16.6.1 L DHEEE>

(2) EFHERERREE

1) I~ F—
EREfEERE (7 LT F =27 U T F A :80mL/min LAF) 21 HllC kT~ F—/LiEREEYE 100mg
EEARNE G Lzl &, MiEH b7~ F—L®D Ty KOV AUCITRERERK A DZ N EIR KT 1.5
RO 2ETH-1=2, [9.2.1 BM]]

2) TR b7 I 72
RS ERE (VL7 F =22 ) T 52 A :30ml/min BLTF) 136IIC 7 7 X/ 7 = 1000mg
ERROEE L&, B5 8~24 K% OIMIEF 72 87 7 7 2@ Tip 3@ A (4.9 FF
) L UC 11 7 RFRICHER L, AUCs o I L O fEEM L7 2 (BMEAT—4), [9.2.1 %
R

<HEFUL 16.6.2 L DHEREE>
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11.

(3) Fin

Fo<RF—/L:

B s 20 5] (66~82 /%) (0 7 /L 50mg AR NGO MIET b7~ F—/ /LI IL,
FEmitnE 8 B (22~475%) L REROHER, —J7. BMlmimE (7500 L, 8 #) Tk, Aiflskn
F (65 melh b 75 pAH . 12 1)) Ik, MyEH b T~ R—/L® Cmax, AUCo o Sz OVR HH &3
30~50%HEM, 125 L ONMRT 3K 1 BEEIER (SFEAT—%) 7,

Z Dtk
AR L
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VI. &% (ERLOFESF) ICHAYHEAB

1. EERBELZTDER

1. 8&

1.1 RENZKYEELGHBEENRBETE28TNAAHDHEIEEL. 7777200 1 H
REH 1500mg (K%Kl 4 f8) ZRISAETRUKRET HEE(1CE. THNICH#ES SRR
L. BEIZRET S L, [8.6 5]

1.2 RENE ST F=IRETERNTI/ Tz 0% ECHOER (—RBEELRZESL) LDH
AlIckY . BERSICELEINLAHLIZ b, CNODFEREOHFRAZEITHSZ L, [13.1,
13.2 B8]

SREEZTDEH

EER (ROBEICEERELGWNI L)

2.1 12 RO/ [9.7. 1 2]

2.2 7a— v, BEARA, $ERAl A E A A RERA T AR X 28R HEE [P
FRBN ) M ORI N 2 L S5 BENRH 5, ]

2.3 B/ 7 I UMLEEE (MAO) FHEAR (BL XV U HEE, VXV AV VERE, 7 03
R A UVEENE) ZEG o, bGPk 14 BUNOBEE [10.1 28]

2.4 FVRAT o U ARG O BFE IS R IE% 1 EBINOBE [10. 1 28]

2.5 IBIRICK 0 FAREHANEN TV ARNWTADLAURE DERPNELTLIBZARNH 5, [9.1.1
2]

2.6 HEREEOH LB [EERERE 28T 5] [9.3.1 2]

2.7 RFIOS I3 LiBUE OBEERED & 5 8% [9. 1.5 S ]

(GREZOER)

2.8 TAEY U B GEAT m A RUEERSERANIC L 2 ERBIEOFHER) T2 OBEREOH 5
BE [(TACY UBBORIEIC T e 22 75 0D AR EERBEE LTS EEZI LN
%,1 [9.1. 11 ]

MAEXIERICEET X &£ TDEH
(V. 2. DRE A BT 5 I E ) A BT 5 L,

RZERUVREICEET HEE L TDEB
(V.4 RIER O RICBES 5 ) 22T 5 2 L,

EEGEXRWIEL ZTDER

8. EELREARNEER

8.1 AFNZ. 1 &I h T~ F—LiEEeE (37.5mg) ROTE RT3/ 7= (3256mg) Z&Teld
BHITHY, FTI~FR—=NETENTI ) 72U RMFORERRRETH2BFNNH DT80,
WENCAFN O 2T 5 2 &,

8.2 HHICKVEMIKFZELD I ENHLOT, BEL STV, HEICEKGFTLHZ L,
[11.1.4 ]

8.3 ., WEM:, HREDERNHLONDZ ENH LD T, BEE 21T, B - R
KT o3 E LCTHIMF O Z, BRUCKTT 25K E L TR TAOHEBET 272 L, #
Ul iig %2479 2 &,

8.4 IRX, HFEWV, BillHIANEZ D228 HD50D T, AAEGFOEEICIZHBHEOEREE
2D B OBEICHEFE SR WL O EETL2 2L, ok, EiiERICK Y BB ESERICE
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STBIHHE SN TN D,

8.5 RYUEZ RNEAML T 2B LN H DD T, BlRE o147 Z L.

8.6 HELITEENRITLBZENNOLOTHEETLHZ L, 7N I /7200 1 A
1500mg (AA 4 §8) 2B mAE TRIKRGT 25 ICITEMICITRERE 21TV, &
WREZ T 2ICBET 228, mAETRS LLRMEET 258126 > TITELITATH
BETOZENEEILY, £, mABTRET L5672 SITRICEE OREE 7010814
5Tk, [1.1, 11. 1.9 &#]

8.7 HURANC L DIGHRIFRRMIETIZ A<, MERIETH D Z LICHET D Z L,

vy

7

%)
R

M BT ok R

..[

6. BENERZHI PEEHICHT IR

() EHHE - BIEEZEDOHLHESE

9.1 AHHE - BMERZEOHIEE
(FhREFHE)

9.1.1 TALAFDOEEREBERIICNLDBERDHIEE. HDWVIIELREDOREREF (B8
s, RBEE. 72— L XIIEYORERERK. FREREEE) 25T 5E2F (CHEIC
FYUTHBEENSNTOWENTANLVEEZER)

ARG HIBEZ 0TI 2 &, KERIELFERT L L0355, [2.5 B3]

9.1.2 FERINHIREICH D EE
FEL N A2 ¥R T D B END D D,

9.1.3 MICHEBENEETDHLHEE
IR HNHRCEEENIED LR A2 kTR ENNH 5,

9.1.4 EYOERAXIIEMEKFERDOH S EE
FRE R EATOEHE T, BB THREGT D2 &, IIFEEEZAE TR,

9.1.5 A EA A FEFFIZ LABIEDBREEDH S EE (RFIDKES(xt LABIEDEEED
HHBEEKR)

[2.7 &M]

9.1.6 a vy REICHDIEE
THERAS R I 2 ¥R T 2 B2y d 5,

9.1.7 HItHEBXRIIZOBREREOHIEE
FER DAL IR E R TRBEZAR S 5,

9.1.8 MENEEXIIZDEREEDHDHEHE
FER DAL IR E T RBZRAR S 5,

9.1.9 HmMEMD H 5 EE
M/MEHSEERE N D52 B35 5,

9.1.10 MEREREDH D EBE
SERDE[ ST OARENEET I BZNNH 5,

9.1.11 [KEXWMBDHDESE
SERBENTORBZENRH 5, [2.8 5]

9.1.12 ZILa— L L EHEGE
JFREEFEN B b3 < e d, [10.2 B3]

9.1.13 #¢ 8 - BRBWRE - EBEFZFICLDZIINEIFAUORZ. BKEKRKDHZEE
FFEEN D Hbhd < b,

9.1.14 18 mMAFEDRE. FAEMERFETREREXIEELGMEREZEIHIEE
BE L2 &, BERMERMEIO U 27 B3Nt 28200 d 5,

GENAEIEMEER)

9.1.15 ZREY UIHE GEXTHA FHEHEXERFIICKIMBRIEOFER) XIETOBRERDH
HEE
AFZHNT, @Rlo7 8 b7 72 MAIEHCTEHERTGABET LS, TAEY
Wi BT ZF OBEEROHLBETIE, 7T T/ 70?1 HH72 0 O KA EITX 300mg L
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TeT2ZLEENTVER, AFNZ L ETICTE NI ) 720 % 326mg AL TWS, 7
A UMGEORIEIC T e A 7T oD U AREERNES LTV D EEX L, ERNE
(L XIIHFRERTBENLRH D, [1.3 B3]

(2) EHkpelEERE

9.2 BHREEERE
9.2.1 BEEDHLEEHDIVIZOBEEDHLHEE

BhHREOWRE, BEMRBOLEREZZET 5L, ERPEEXEIHEEZRI BTN DL, £
Tz, VI PR R L. (ER R ORITER 2SS 282 nnidH 5. [16.6.2 2]

Q) FHrEEE2E

9.3 FTHEREEE RE

9.3.1 EELREEDNDHIEHE

BHE LW L, BERERE EDIBENLLRD S, [2.6 2]

9.3.2 HEZEDHIEEHIVIZTOREIENHIE8E (EELCHEZEDHIEEER)
FFREREDN AL T 2B 2NN D D, £, @I h i ENER: L. EH R OREWER A R 55
b b, [16.6.1 2]

M) ETEREZ=H T 5F
BEEN TR

(5) 4E8%

9.5 1F4F

9.5. 1 I MUTIEHR L TV D AfREMED & B & hicid, 1R L oA WRENGRMEE LRl 2 &l &
NAGAEIZOREETHZ L,

7~ F—= VI3 RE M 2 @i U, AR VISR R AR B RO AT ) ONBSRSEME, I ONT B IR
KR OFENRE SN TWD, Fo, BWERT, M7~ N UISREERK., B A
WOEFICEELZ KTTZ ERRE STV S,

9.5.2 HIRBMOLME~DTE F T ) 72 OFGICEVIBIRICEHIREIGEEZ L 2T 0D
D

9.5.3 7 7R/ 7 = U HEREEM O T v b CHRIBICEREOEBIIRE IUHEZE 292 &3k &
nTnWs,

OF:ERG

9.6 ZELIF
BEAZRTSEDLZ L, P T~ F—id, AR ~BATT L 2 LA ST D,

(DR

9.7 INRZ
9.7.1 12 B®ERFBD/NR

BH LW &, WAMCBO T, 12 AR O/NE T 28 L EE R IPRINH O U 2 7 AE0n
EDOWEND D, [2.1 5]
9.7.2 12Ul ED/NR

12 W LA D/ NS+ 2 A R OV B 2 FREE & U7 BB S L T,
9.7.3 BB, FAEMERBETREEEXIEEGCHEEEZET SN

BB Lz &, EERMEEMEIO ) 27 NEINT 28N H 5,
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(8) &

9.8 ZE
BEDREZBZELARND
PRIEDSEBAE LRIEA & 5 bhed .

BEEICEGT 2L, AEEENMITLTNDZ %L,

(A

7. MEEAR
10. #BE1EH
kT~ F— L%, FEIT CYP2D6 TN CYP3A4 12 L » TRE &S 5,
(W EREZESEZDER
10.1 GFREER (BFRALGWLI L)
HeFNA F BRI - HE1E Gk B - fERIE 1
MAO BH.FE A SRENZFBW T, Er b= RERAAIRNCAER AR S, £z,
LX) SRR EOBEEL, BBk, FEEN, BITF. [Pt Rr b= RNERET
(=7 t—) BRI, RIFRELE, IA4|5:B26N05,
THFY A VERE ru—3x A TR #&teh
(77 h) AR R (BORAVITED, [,
BT 4 RAIVERE g PR, 5RE) | MR R R (ME
(=77 4F) W) K OV R ()£
[2.3 /] ) OEEZRREIWEH A HE

SNTWA, MAO PREHR % &5
o BE TG RIE% 14 H
DUNOBEIZITESE LN
Lo Fo AFIF G- FIEZIZ MAO
FHEAI O G2 BthT 28551

1%, 2~3 HIF ORI ZZET 5 Z
EMEFE LW,

TR T = R HEMUER Z B 2T B ENNb|u AT A RZFE~DOFAH
(Y >rnm) b, F1-. SERIEANEIT A |EICK D,
[2.4 2] BENADRH 5,
FNA T = MR A B GO
BEIHE G IR 1 BEEUN
DBFITITHEEG LN &,
Q) BERFE L ZNDER
10.2 BtREE (BFRICEETH 2 L)
FEHI4 F BRAEIR - $5E 1A T - SRR+
T A A REESEH 2 A58 [l 1 DK T S0 I W 0 ) 0D B 5 - | R Ak BV R 23 RN L2 1
PR AR A ) 41 KTBENLD D, BMENDEEXLND,
T x ) FT VRIS
TR B 7

ZBRRPLD DA

o b= AEAEK

B E b= FHERDY
IAZPHEEA] (SSRI) %%
YU R

T b= SEGERE (BEEL, TR, FEEN
FET. EEVRRH, RO RETE, I A
7a—X A THI%E) RbHbbivdE
TR d D, o, KERIEOfERRME
FHERIELIBENEH D,

FINBNCAER S R S, F 72,
RO e b= N
HEEZBND,

U3 U ROIERIRAY, AT
MAO PHEVEAIZ L V. FEINAgIC
TEFR AR S, F72, s
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ot b= RNERTLH LS
A bbb,

AFNTF A== LA
WK Fs (AF L7
—)

T b= SEGERE (BEEL, T, FEEN
VT, EENRER, SO RV TUE, A
Ja—X A FHE) b bbbk
ENDH 5,

AFNTFH == LA AKFD
Mo )7 I U LEERLEE
Rk vtr b= 1EHM M
b,

70 S g
7 x /)N )LEH—)L

b7~ F— Ll T EME T LIE
M3 PEETS % rIREMED B 2 6

TS DK OISR Y
fEARICEL Y, FT~ K=

Trx= v Fo. TS OEF ORI CIX|@MetEsns, £, 7k k
YR JFREEEENFEESN. TE VT I | T I 7= o b iFEka o
R Vg Tz REMICE AEEEZE LSRN -T2 F - p RV F )
AV=T TR FTLBRDBEOMEND D, A I ~ORFBEE SIS,

Toa— (ki)
[9.1.12 &:H4]

FERIH N AE T DBENNH D,
Flo. TN a— L EEFIRENT & b
T 7xzrERHALEEZAFAR
EEEILIZEORENRD D,

MIBICER R R s s & &
2 HD,

TV a— )LEEIZ L S CYP2EL
OFEHEIZEY, TN T
b EEERFO V-7 &
FN—p-XF A s

ALY

DRBMMEE SN D,
F=Ur HAICEAPERT 28D H 5, HFAY
7~ U v R AR A i 2 £k 5 7 e ke e R o JE | B R B
LTy REO 7~V Rk A OEH %
BT Ld 5,
vaxv AR BN LT & OB BRI

FoH o o UEERE
IKFI)

ARFAN O SR 2B S &5 BT
VAR SRR

AFOFRICK T LR =
ERIfl s s &EE BN
60

TTVINT 4~
WL

ARAN DSR2 855 S DB Th
Wb, o, iIBERZE - TH%
s,

RKEPVERT D u-F4A K
ZRROE ST A=A N THD
728,

TF=NT ATV —

IV AT R

T N7 I T O R
TIarBENLH D,

TF =T AT VAT
CRBTFLT7E T T =D
TN a G E RS D &
BEABND,

ITF =)V ANT I — LD TFE
ENRERTHIBZENALRH D,

V- WA ENAEE S S
TR NT VA=V OREBE &
ETLEHEZBND,

=
H

Bl{EH

11. 8l4EH

ROBWERDRHHOND Z ENHDHDT, BEEELTHITATV, BREDEO LN HEITITKRS
Ziik L, @ERNEZ T 2 &,
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(D EXGZEIMER & HER

1.1 EXLEMEAR
M1 vavy, 7r7245F— (HELRH)
PR REE, WS, ME R, FHRBERSLDNLDLZ ERE D,
11.1.2 =8 (0.2%)
11.1.3 EFEEK (0.2%)
1.1, 4 kEFMHE (BEERH)
FEWE R, Wik, KL O ERIURERE D Z R D, ARAEIOH 1 T ERE
BT, Wl R, MpRamE, RIRGE, EENEZ . R, HBER, S= v 7 RIE LR,
BRI, HWRAEOBIIEENELD Z ENH D, [8.2 5]
11.1.5 hHEMREIRFERMAA (Toxic Epidermal Necrolysis : TEN) . FK [ #h IR BR 4iF 1% 2%
(Stevens—Johnson fE&RE) . RMENRMERTHREE (FHEAH)
11.1.6 FAEMME (BEAR)
Wk, UL PREE, FEEL Ml O BN O DA, BT HIE X B, BER €T,
BEY— N —FORELEMT L L, BEPROOLNTEAICEESGETIEL, BIBRERLV
EUAIOBGEOMY) RNEEITH T &,
11.1.7 MEHEX. SHEEET (EHERH)
11.1.8 IEREDFR (BHELRH)
11.1.9 BIERF . FFREEREE. 88 (BELRH)
BIFENF . AST. ALT, v -GTP @ RHEA M5 IFHRElEE, SERH LN D Z b5, [8.6
2]
11.1.10 FEHIBREAGE (BHEAHY)
11,111 rEoR N (BEEEARH)
11.1.12 EJFIMEBBUEREREE (BEAR)
WWIELR & LCRE, BB AL, TITIFERERS, U o TR, BfEREI, AFmeers
%, B OoRERHBIZE A2 ) BREOEERBFUERA L bbb Z E3bH b, B, B b
AILRAT A VA 6 (HIV-6) ZED T A NV ADFIEHALEZED) Z &%, BETIEE LIS,
FEEN, ITHERERE E S ORER DR S 5 WVITEELT 5 2 ERNH LD THEET L Z &,

(2) ZDnE1ERA
11.2 ZDOHDEI{ER
o/ 1 1%L = o) s -
5%LL E 5o et 1% A5 1 AN
JRYIE M VAl R
JiE
ME LY >3k 2 1M
s
R M O BAAR S| IR TN I %53
JiE

FEt AHRAE Nz, L5 PHEL. ZEE. B
PR, s, B
NIE, 9D, 3K
WELR. A R T
VA, EE RE

BE, A%
PR I AR (25.9%) . )| RE i ER R LE T EEN R, Bk,
PEH F U (18.9%) . PR, SEECR. |k, EEhkE

GIEPE BOEE R, |F
i ARBEEEE),
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10.

4 FEPRRRIREL, A
SRR
AR PR T S e, T
H R ORK i p HAPR, B,
[El#ERMED F
Lo ElES EENR, ARIR
I A R EIfE, 1ZTYH I, NP
JiiINE
FELER. BB KON R DR W 7
A P
T R B (41.4%) ., WRAEE|RESE. R, ON|WORMERIESS. O |HE NS, HVRE
(26.2 % ) . fH |2, DR, HEE, FBkEE,
(21.2%), BARPIE fERE, BE RRAT NS RIv N
51 1 3 P R o
HSYEA LA i
JHFRESE R B TR REM A
B G K OB TR | 5 FEIE B, ZIE. W
s T
B OVR S P PSR IR TNT IR, R|IZR
£l
A EBEE K O 5| B Y. MBEk, F&| Mgk, D) 0% 57, MaJm. e,
R TRk R B\ E SE, HEIE I i i A
B AR R AT RE WA | P AFEREREEE . A
CPK Hghn, ifn AR | EREHE N, ~%F
FHEI, M ~U 7 e e, R
7V R8I, [RERARME, W
MY LE 7 LT F =B
e RIS, |, fh R o
PR R o BRI (BN, N A
. fi s L7
=P, R
Fesgin, ek e
Ay HRBENN
BE, PEk O LR - HATK
EoIHE

SRRBERRICRIZTZE

TR L

BERS

13. BERE
13.1 fEIR

60

13.2 A&

N7 = F— Ol B 5 KD EE MR, PG, Bk, BhE, RS, MFIETH

TN ) 7x20OREREIZEY, HEEoBZEWnH D, £/, T2 T I /) 7200
BB ER TN - B D OEENRE Z o7 L OBERD D, BB GIC X D ERIERIT.
BHIGREE, BN E, BL, EE, B, A, BITETHH, [1.2 2]

BAALE L LT, KROBEATER L., RIS U B L BB OB AT 2 &y
kT = F—/L O EE G512 X 2 Ml S O ER B DN D HEIIE, Fukx Y U RERRE
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11.

12.

ENH LN, ERIELZFRTIBENL DD, o, b T~ R—UIBITICT LD ITEA LR
EINR,

TN 72 DOBEREIZLDERBPEDNDGEEIZIE., TETFAVRAT A v OFE%
BETHZ L, [1.23H]

BALDOEE

4. FRLEDIE

14.1 EXRFEHDOEE

14.1.1 PTP 2D IEANL PTP > — Mol H L TIRAT 2 L 58352 &, PTP »— FDFA
FRIC XD, BEOELAERN BRI~ L, EIZITEA2B 2 L CHtRRIRA S0 EE R A DHE
BRI ENnH D,

14.1.2 /NEROFOmD R WINCRE T H L2 EET 52 L,

ZTDMDEE

(DERRERICE D IER

15 1 nu *1%%‘-%0 ( Tﬁ#&

15.1.1 72 7 72 OFEUEEY (=T8T ) ORMIKRGICLY, MAaRRELED
TZENDD,

15.1.2 BHR L OISO BELZRHE LI 2 A, FELEY (7 kF ) #AZEM - K
BICHEM (] BIRA & 1. 5~2Tkg, MRAIMIM 4~30 ) L TWEARZ WL DOWERH D,

15.1.3 FERT m A FPEHREURA 2 B G STV D &MEicisn T, — R RIERFERO b
L DWEND D,

15. 1. 4 BIEAIZ CYP2D6 DIEMEN BB TH H Z & 3HBH L T\ b 3 (Ultra—rapid Metabolizer)
Tix, b7 F—= L OIERRE O M AREN EA U, MERIHEORIEHN BRI LT 72
LBENWDH D,

(2) JEBREREERICE D < 1BHR
15.2 JERRIREERICE D FH

15.2.1 b &m (7 =T t®F ) ORM - REREG LB ER T, EREREENEO b L
DWENRD D,
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JERRPREABR B9 4 1EH

. R ER

(1) EhREAER
VI S HREI B 5 IHE ) DEHSM

(2) R HRIBHER
AR L

(3) 2 DIt IR
PG L

. =R

(1) BE % 5 HHHER
AR L

(2) RIS B
AR L

(3) BIEHMRB
AR L

(4) B A RSB
DR L

OEEZ 2
DR L

(6) AT RIB S ER
RUER R L

() Z DD HEE
AR L
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it LIRS
KIE DY LE 8.1 Pregnancy
(2023 455 H) 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 0.5-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

F—A ST VT DOHFE

(An Ausralian categorisation of risk of drug use in pregnancy)

Paracetomol/Tramadol c*

* https://ww. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines—pregnancy-database
(023/10/6 727 & A)

|

A=A T VT DA

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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(2023 4£ 5 A) 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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