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R A IZHET DL,

V1EI1EEET A
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V. ARICEATSIEE

5.

& PR Al A&
(1) BRERT—2/\95—o
BRI

(2) ERPREEIREALR
AL

(3) AERICERHER
AL

(4) HREERIEER
1) BIMEREEEER

17.1 AZER L 2B 3538

< FED AL R >

17.1.1 ENENIFERER
FER E ST FEME B B E S 2 M S, FEAT A R PETE R SR A O 10 4% 512 k0 +0 7088
N RDEDN R MBI B 187 6 (hT~ R — UHEERtE - 72 N7 7 =LA BERE 94
B, 77 2ARRE 9B H) Xt RIC, FEEM FChI~vR— Gt - 72 b7 7 = LA EE 1R
1~2 §E% 1 H 4 0] 2 8RB G Li2%, —EHERMA~OBITHREELT-LIZBEIC, <R
— VIR - T BN T 7 2V BABE XX T TR BT A NTEHT T 4 RS LIZE
X, _HEBR FCTOHERDRART0EARRELTARU MR EETOIMIT T T 2R EEL
LN~ R — VIR - 7 BN T/ 7 2 VB A R CAH BICED T2 (a7 T T RE .,
p=0.0001)%,

< IRk 1% DPEIRE >

17.1.3 ENE AR
B HIBR M OVl it 7y A B & 32 SR I 2 i 7L, SRR IR A 3RO T iR
328 il (N7~ N — Vet - 7B N 7 = UL E BERE 132 5], NI~ N — VIR ER IR 66 1,
TN T8 130 f) At RIC, ZHEEMR F TR — VR - T BN T 2 B
AEE 2 82, NI~ R —/UEERE 75mg X7 R TR /7 = 650mg A E A 5L Tm & &G
% 8] E TOIE A DL DRRTFN (B 514 DI A DUGEE 2 [HGER L ~ T2 R2UE D 5
EEBEC, 0.5~8 B E TR L 7= L& 00 BFEME) O FHMEIL, b~ R — L M -7
BT 7 U ERAEERE 177, NI~ R— UIERRERE 124, 72N 7= BE 133 THY,
TR — VIR - T2 T 7 UL A BERE LA HAIBE O A B NS L7z (Fisher
® LSD £, Wit p<0.0001), £7-, b~ — VG feIE - 7B 7 7 2 U B A BE R 51412
T HFETORR R ADOFREN 721 | UL T 12592 E TOREM) O H i35
30 S THY . FOBITER N EI UI- BEIC BT 52 SR E e R (2014 12U - D FEFEM
[P e | 3 & BE 12 EEA LA TR o H R 134 270 2> Thho7- 9,
BIVE B3R 1%, 57.6%(76/132 f3i]) Tdh-7=, F/2RIEM L. IR 39 4 (29.6%) . H.0» 18 4]
(13.6%) . TRERPED FU 12 41 (9.1%) | R 9 4] (6.8%) Tdh-7- 7,
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V. aRICEATHIER

Pl 1% OISR 31T S 85 2h
P& 5% 8 WEH] T OYFE A DU FE DR FN
FEHIRE fRHIT 145 P E H A Fisher
HE A 7= (/N FeR) LSD 7%
N~ R— VIR - 7 132 17.7 185
TI)T7 2 UBREEE 2 BE +7.91 (0.0;32.0)
124 12.5
S o N L
N~ N — ViR EEHE 75mg 66 1836 (0.0:29.5) p<0.0001
L 133 14.0
TN/ 7= 650mg 130 +8.07 (0.0:305) p<0.0001
2) RLfEHER
<FED AL TR >

17.1.2 ENE #5358k

A REPE R (R E . APERIETE, BIEY Y~ SHEBEMERE . HRE 2 %A | B IR
JA AP RR PR MR 2 E) IO BT 2 A L, FEAT oA R R BRI O 0 & 512X
D+ 7o IR R F OV 190 filZ %t G, NI~ R — Vst - 7 T 7 = U
AE LA 1~2 8% 1 A 4 [8], @ EHEKL CIEER F O 52 M 5Lzt &D VAS A
OIFEIEIL, A 220> 65.80mm (ZXFL T, 1AHH 28 i 121E 29.93mm (MK F L, EDH#,
RS 52 METIFT —EDHETHER LY,

BIVE S8 812813, 96.3%(183/190 f5l]) Tdh->7=, T/eRIVER I, .l 102 41 (53.7%) . [#Fi 74

111 (39.0%) | M@ 71 1] (37.4%) | y=EhMED Fu 51 1] (26.8%) | IR 38 i (20.0%) TéH o7z
)

(5) B -mREHIFER
AL

(6) AEMER
1) FERARERE(—REARERE FEEANERE CAELERAE), &
BERFERT —AR—RAAE, HERTRERABROAR
) v VNP

2) BRBEHELTEREFEOABTRIIEREL-FAE -ABROME
R L

(7) Dk
AR 42\
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VI. E3EHE(ICEAYTHEE

1. EHFPHICEEHLHELEMNITILEYE

RO R—AHERRYE o EVERGRERMEAK TN A LA R R KT 2T AU R
KFn#
TENTI T2 D TUNTENBER (AT 2 A, TN T 2 ABET VI=T L)

PIF AR (TAEY S FIFATIR =7 o FIR)
vV ar R (AU K FY)
T VUt F U (T a7 axy a7 F R L)
BNV R AR (F 7 7N e R)
HE  BHEOH LAY DR TR E T, ZHOEFIRLESRTHIL,

2. ZEIB{ER
(1) 1ERSRGL-1ERHF

18.1 fEHItEF

18.1.1 bF~F—iv
o Mz Az invitro SBROFE RS | T~ R—/UEHRR R TERAL, bo~vR—1 K
WIEMERHD ML O p -AEFARZEIRA~OFE G T NCRT R — kD VTR T
RO R =r OFBOALBE AL, SR IEAIC G 5% 2505 919,

18.12 7N/ T =V
ZyMe T invivo BEROFERNG, 7EN 7 = AT B FHAERR TEAL, N-AT
J-D-T ARG UEEZ TR O T AL A P B IRE N Ul — WL E R O EE
FHO =0 A EEN UMM D, ERIERICE ST 252600 P

12)
o

(2) EHERMITHHERIE

18.2 EiE1EA

1821 ¥~ ADTvF N FERIA LT ITBNT, N~ R — B L T2 T 7 2D
PERRR O GIX, 7AYHRar T ML ORGSR FERINCTA T 7 RS MHIT52
ENIRIBE SN Y,
iR E]\ﬁx_jbb\f IARKIOFE Fer0 70 SR VE R ITFERB S TR,

1822 7V aNUREHEIRT Y MIBWT, Mo~ R — LR (10mgkg) L 7R T/ 7=
(86.7mg/kg) D Of AR 1 5- Tl [F] B D& LM BB 512 Hb A~ T IR B K O]
PSR AR, N OSBRI M T v 7 = 7 s L7 W,

(3) YEFASEERBSTE - F5EBSS
AL

16



VI. EMENREICREI HIREHE

1. mMAPREOHTR

1) &

2

AL

AR R

SR THERIN M hiRE

16.1 & pE
16.1.1 @Rk N Bkl

N~ R — VGRS - 7' N TR 7 2 VLA SE 1~3 88 (FF~ R — Vg

P T 375,75 LN 1125mg, 7RI /7= (APAP) &1L T 325, 650 2 1 975mg) % Hi

[ElfE A G- Uizl &, TG&IZ

W5 T | 7R —/L[ (£) -TRAM ] OV APAP [ <07 E

N EA, (£)-TRAM J Y APAP O MR FE 1362 AL 574480 1~2 e Je O 1 Iy
Z Crax ICEELT %, ZNVE UK 5~5.5 IR o O 3 IRFH D tue TR T L7z, M3EY D3
WyEh R TH E A R LT, F72. (£) -TRAM [T TIE R O-iATF LR~
— L[ (1) -MLlZfRE S AL, (2)-M1 O IE AR S 13 4% 51550 2 BERIC Crnax \CEEL 7214 #9
6.5 IR Dt IR F L7z, MAET (£) -TRAM K O8N () -M1 D515 BAMEARL (+) -1 J ON-)

~IR] D M B PR EEHERS K OB R/ < T A— 2 BRI T 19
TE) ARID GRS 1 Al

AR 28 THD,

N~ R— AR - 72 N7 7 = UG e 1~3 BEP A BRI G L7l & o M
(£)-TRAM, (£)-M1 K Y APAP OIEW)EHE /T A—H

w5 N~ R — Lt T Crnex tmax AUC., tu2
B i e miatt | gmD) | () | (geml) | (v
. 119.8 18 9382 51
(343) | (05-30) | (360.7) (0.8)
(+)- - 263.8 10 2004.3 5.6
TRAM (456) | (05~15) | (580.5) (1.0)
. 4245 13 32743 5.6
(146.1) | (1.0-30) | (1070.4) (1.1)
. 34.2 18 350.4 6.4
(106) | (0.5~3.0) (63.7) (0.9)
(+)- - 65.6 18 680.9 6.3
M1 (244) | (1.0~40) | (142.2) (0.9)
. 95.7 18 1083.8 6.3
(263) | (1.0~30) | (224.3) (0.9)
5.0 0.8 171 28

182
(202 | (0.5~15) (4.8)° (0.6)
B 9.2 10 38.9 3.3
APAP 2 62 (23)2 | (05~15) (12.4)® (0.9)
] 151 0.8 62.3 3.3
34" @32 | 0515 | @18n® | (10

(N=8, “E¥IE (SD.), tma; " IAE (1))
a: u g/mL

17




VI. EMENREICREI HIEHE

b: ng-h/mL

16.1.2 REHRE
R N BRI T~ R — U Rt - 72 b TR 7 U AEE LR 1 T 2 82 (T~ R—v
e 2T 37.5 X3 75mg, APAP LT 325 % 650mg) # 1 0 4 [a] (6 Hf=L) i ik
A5 (b~ — VIR -7 7 7= Bl G 8E 1 8E:5 A, M~ — V-7 &
NP7 B ARE 2 52:3 HIE) Lizd&, g (£)-TRAM KON (%) -M1 BT IERE D
B H-BiliAT: 48 IRFRIE TS, Frz Mg APAP IR B3R 1 i H-Bilha T4 24 IRfR1 £ CLlTE
HIRBBIZEL TRV, TR LN o7 19,

N R— VR - 7N 7 2 AEE 1A 1 T 2 884 1 B 410 (6 BEfEZ ) efl
BOEE (M~ R— g - 72 7 7 o Bl sE 1 68:5 HREL Mo~ R— LU a -
TN 7= EAEE 2 $E:3 HE) LictEDEEE#£omEET (1) -TRAM, (2)-M1
KON APAP O3 EhE ST A—H

;d_% Nase F‘“‘/Vﬁ@ﬁ' Crnax tmax AUC. Ra tu2
TN 7= EASE | (ng/mL) (h) (ng-h/mL) (h)
14 290.6 10 1141.2 13 6.6
(+)- (72.9) (0.5~1.5) (265.8) (05 | (1.0
TRAM 0 4 542.6 13 2355.8 13 6.5
(114.4) | (1.0~2.0) (533.3) (0.3) | (0.6)
14 78.5 13 325.2 0.9 7.4
(+)- (18.7) (0.5~6.0) (88.0) (01) | (1.4
M1 2 b 142.0 13 666.6 0.9 6.7
(29.3) (0.5~2.0) (103.8) (0.2) | (0.9
14 6.7 0.5 17.4b 1.0 4.3
APAP (1.6)2 | (0.5~1.0) (2.8) (01) | (27)
2 b 11.0 0.8 304 0.9 3.3
(29)2 | (0.5~15) (4.9)P (01) | (1.1)
(N=8, V- (SD.), tma; H A (FE[H))
a: ug/mL
b: ng-h/mL

Ra: S5 (LA 15 5% 0> AUC. I9JIELZ 550> AUC..)

16.1.3 B2 &Iz k5E

R AN BRI T~ R — VR - 7B b TR T =LA EE 2 $E (P~ R — VR L L C
75mg, APAP LLC 650mg) , 7~ R— Lifgth 2 7=/ (75mg) XL APAP 2 17 &/v
(650MQ) ZE N EINHERE O G LceE NI~ R — VR - 7B N7 7 = U Bl B %
BB L&D (3)-TRAM, (+)-M1 & N APAP OFMENRE T A—Z % NI~ N — ViR
KON APAP Z2Z N ENHMTHE G L L LFEBEOMEEZRL, (2)-TRAM, (£)-M1 K
APAP DO3EMENREIZ T ~ R — LRt M O APAP DA IZI A EIIFRD Lo 7=

15)

o
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VI. EMENREICREI HIREHE

16.1.4 AW RIEHERER
ey Ml G EEl =45 | LT Ay MG BEER 7 a A — N —iEIZ I ENE N L EBE (M <R
— VHEERHE 37.5mg KON BT 7 = 325mg) fdEEER A B - (n=23) | SHA A BRI 1
HLTChI~vR—= VKO TvhT 72 OISR REZRIEL, 5573 EhRE T A—
% (AUC, Cmax) (22T 90%(5E 8 X VA IS CREHIENT 21T > 72, DR, W hh log
(0.80) ~log (1.25) DHFIFHNTHY | Wi H| D AW 1) RS E A g S iz 19,

(1) FI=F—/VIHRRE FWBE T A—X

Rl ST A—4 BHEINT A—H
AUC0H24 Cmax Tmax tuz
(ng-hr/mL) (ng/mL) (hr) (hr)
N7 Z - Ml & B 918.7 112.1 1.72 5.7
=% +317.7 +29.7 +0.82 +1.1
_ . 934.9 114.7 1.79 5.9
b7 hEy NS +300.4 +26.0 +0.89 +14

(ng/mL)
140

120 r
100
80

60

Mg = — 7. 4 N BB

20

MAEF T~ R — R EOHER

40 H|

(Mean+S.D.,n=23)

—e— 75ty MEREALI=%)
O b5 Lty FEEEEE

Mean=S.D., n=23

12

0 24
5% OB (hr)
(2) TNy FpERe T A—X

M ST A—4 BB INT A—H
AUCoﬁlz Cmax Tmax t:lJZ
(ng-hr/mL) (ng/mL) (hr) (hr)
N7 7ty MR A BE 14972 4552 111 2.9
=% +2893 +1512 +0.79 +0.3
_ . 14814 4360 1.18 2.8
b7 A MO +2752 +1431 +0.72 +0.4

(Mean+S.D.,n=23)
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VI. EMENREICREI HIEH

AT BT 7 2 PR EOHER

(ng/mL)
6000 r

5000 | T —e— 7Tty MEERERI=%

—O— FS Lty NEASE

-
o
&
(=

Mean=S.D., n=23

FREE\ 1\ N BREE
(%]
L}
o
L

2000
1000
0o . . . .
0 3 6 9 12
S OB (hr)

ML TNT AUC, Crax 00737 A— 515, BEBRE OREIR . (RIED TRIIEIEC - BRI S55 0
KRN L TRARD RN S5,

() =i
MR

(4) BE-GtAEOEE

16.2.1 BEIZLDE
R NI~ R — Vit - 7 e s 7 7 2o A 8E 3 82 (P ~R— LV IHERE LT
112.5mg, APAP LLC 975mg) Z mifiE T B K OVZEMEIRF I 2N Z AV R O i G- LT s &

(£)-TRAM, (£)-M1 KO APAP O3B EIC B FH I LOBUE R B IR0 beh o7z 7
HEANT—5),

) AAlOAGRSHZ 1 ERm AR 2 SETHD,

O F S oD 5 28
VI Z2M(ER LoEES) ICBET2EE 7. HEERI0OEEZS R
2. EURERP/NTA—S
(1) fEBirAE
R ERL
(2 BILEEEH

AEDRHRL

20



VI. EMENREICREI HIREHE

(3) HREETEH
BB RL

4 DIVFPS320RX
PR L

(5) FMEHE
BB RL

(6) T D
AR 020

3. BEMGREaL—av) @i
(1) FEHFrAE
xEE R L

(2) NSA—ZEHER
LRI

4. TRIN
MR

5. 4
(1) 0% - B8 P9 EE
AT -5 2D

(2) In&-AsiEREFYEE T
VILZ2M (fEH EORES) \CET2HE 6. FEOHEREATHIEZCETIER BOF
i@ DIHZ S

(3 EA~DBITH
VIL.Z&M (R EOBRES) \CET2HEE 6. HEOHEREATIRFCHTIER (6%
FUiR ) DIHZZ

(4) BEBR~DFIT
LR
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VI. EMENREICREI HIEHE

(5) EDthDIBE~NDBITIE
BB RL

(6) MRBEAMEE

16.3 434
ERIERE (AR (2)-TRAM (0.2~10 1 g/mL) & T8 APAP(280 1 g/mL) %) 20%((in vitro)
18).19)

6. X
(1) REERELE URBHREE

16.4 3
(£)-TRAM [T F I T CYP2D6 (2 L0TEMEEHY) () -MLIZRE S D, £2, Do
PRI IE . Tl T CYP3A4 (25D N-BiATF AL, 7 v 7 a gt s Kk Ozt A T
%, APAP O £ EHRIRIT . IFlRCcCoZ v rar fgins | FilEfa s Oz CYP1A2,
CYP2EL }Of CYP3A4 [2k5 N-TEF/-p-_U V% ) A ~OEAL K OF DT VB TFF
B THD 202,

(2 RHICEAETIBR(CYPE)DHFHEFER
7~ K—/1((+)-TRAM) :CYP2D6, CYP3A4
7T /7 =2 (APAP) :CYP1A2, CYP2EL, CYP3A4
VI EHERRIZBIT2IHA 6. & (1) REEAL R O S M

3) YIEEENROFERUVEZDEE
L

(4) REVOFEOFERVEEL FELE
R~ R—/L ((2)-TRAM) JEHERHY (+) -M1

7. HEit

16.5 e
fEEERE N BRI T~ R — VR - 7B b TR 7 2 VLA BE 1~3 S8 2 HLERR 0 R 5 KT
"o R— R 7 RT3 7 o WA EE 1A 1 T 2 584 1 B 4B (6 BRI L) IKAE RS
A5 L7-2%, (£)-TRAM, (¥)-M1 KT APAP o B IR drdlie = (B[] : B 5-4% 48 IR,
A B 5-1% 48 i) 1, Fn ek 5 &0 18.2~20.3%, 9.4~14.8% ) (* 25~3.3%
THY, WEBR ORERGICLLHEIIRD LN -T2 19,
) AR OGRS 1 Bl m H &L 2 58 ThHD,

8. FIUAR—E—ICETSIEH
U E L
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VI. EMENREICREI HIREHE

9. BNFICKAKREE
FF= R — VB HTICIZE A EBRES 2,

10. HFEDERERIVBE

16.6 BEDEELFTLERE

16.6.1 ffi%rEREE

(1) Fo=F—n
JFREZS BE 12 B v~ R — VIR IR 1 7 2L 50mg 24k O 5- L= L& EEER A S ik L
TIFEF TR =D Crax S O AUCIZBE IZHEML , tuz 13K 2.6 FICHER LT 2 (SME
NT—4), [9.32 ]

(2 7N T2
FERERERS & B (B ~ TR 2229 B, &5 B 127 BR 72 /72 1000mg %% D& 5L
Tmex AEBERR A S L CHIAER T BT 72D AUCeH 13559 1.7 (FHEA0L |t 1359 2 I
MER L= 2 UrE AT —4), [9.3.2 ]

16.6.2 BHErEREE

(1) FF~F—n
B RERE SR (LT F =227 A 80mLimin L F) 21 il o~ R — L EEEE 100mg
PR G Lzl MR~ R =L D typ o NAUC IR A DF ik KT 1.5
BER O 2HEThHo1= P GEAT—4), [9.21 ]

(2 7N )T
SRERE E RS (VLT F =220 77 A:30mL/min LU ) 13 illZ 7R3 /7 = 1000mg
ARG LIEE, &G 8~24 BEMHOMIET 7B T 720D typ TR (4.9
) LEed L€ 117 BERICAER L, AUCg2an H 0 1.9 fFHINL 72 27 BLE AT —%) [9.21 &
AR

11. Z0fh
BRIl
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VI. 22 (EARALDOEESF) ICEATSHEAR

1

2.

3.

EERNBLEENER

1 &%

11 AFNCEVEELFEERERTIBLNRHDILICEREL, TN/ 720?01 B
B2 1500mg (AA 4 88) B T m A E CTEHE G255 8103, EHMICITERE LR
THRE EEHRICEETHE, [86 HR]

1.2 AFEIFR— N ITERNT 7 20 %8 O KR (— A ERLE &) LOfFAIC
I BEEBESICERIRBENLEHDIENS, TNHORFN DG ZB AL, [13.1, 13.2

ZR]

ERABRLETDOER

2. B2 (ROBE TR ELUanZY)

(Zhre3Lim)

2.1 12 ARl D/NE[9.7.1 ]

2.2 Tba—)b BENRFA, SR A, A A AR SR Al S ARSI LD A T R [ A
RN B OWFR N 2 B LS 2 B2 nid 5, |

2.3 B/ TIUE{LEESE (MAO) FREAI (L XU RIS, 70XV A VIR Y7 1 IR A
JVRBHR) 2 B o B AT G- IR 14 B DINO B [10.1 B

2.4 FNAT 2 M A 5 P O BE TR IR THEFLINO B [10.1 &)

2.5 IRRICED H 7B BRI TORWTALABE UERPE(LTH28Z1 0165, 1[9.11
Z ]

26 EELITEEOHLEE [HERLFREZLLBZNNDD, 1[931 S

2.7 ARFND RS LBBIEOMEEROH 5B E[9.15 B H]

(Bt D¥ESR)

2.8 TAEY U R (FEAT mA R TH 2% 8 AN L D0 ERAIEOFEFR) XL OBEEREDH 5 A
FH [T AV MG B ORI T 0 RL T T VAR EER BB G L CnDEE 26D, ]
[9.1.11 & 7]

MEEX (EHRICEET HTFELENER
(V. IBRICBE2HE 2. ZIRESUIBRICEE S HER I 22,

4. RERUVAEICEETHIREEZNEM

(V. BRICBEI2HE 4 HERCHRICEETERI 22 MH,
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VI. 22 (EARALDEESF) ICEATSHIEAE

5. EEGEXRKIELENER

8. HELREARER

8.1 AFNE, 1 FgFIChT~R— VIRt (37.5mg) K N7 &R 727 =2 (325mg) & & T el &7l
THY, NI~ =T BT 7 2 BT ORIWERDR BT 58N HLHT80  WEIIA
HoOMEREE+22L,

82 WMICIVIMIKGFLELDZENHLHD T, BEE /01247 EEHICE G T528,
[11.1.4 ]

8.3 HE.D, &M, HELEDIER N BHHDONDLIENHDLDT, BIEE +0ITAT VO, Bl - g5
THRMEELCTHIEFIOOF A% | BRI T 2%REL TRE TRIDO DA B BT 5728, i
U7 LB A THZ L,

8.4 IRA. OEV, Bl kN DT ENHHD T, AP G- ho B 1213 B B H O #EiE % G
B2 OB DB EICE FI TR NIRRT 528, 728, Bkl RIc I A #hE o
STBIBIRESI TN D,

8.5 JMYIEER RBMEL T2RBENNRHDLDOT, BlEs+ 0128,

8.6 EEMRIEENERTIBZNNHLOTHEETLHIE, THRNTI/ 7200 1 AREDN
1500mg (AF| 4 §8) Z 89 s H & CREIR 53 255 1 2EMBI TR AL TV, &
FHOREEHDBET 28, BHRETRELEME G T 555 12> TUXEHRIHT
BEREMRAEAITOZENEELY, Flo, mABE TR G T25 62813 ICBEEOREEZ 5
(BT 528, [1.1, 11.1.9 B ]

8.7 BHRANC I AR TR R TIdel | sHERIE THAZLICHETHZL,

7

6. BREDEREZAILBEBICHIIER
(1) EHHE-BIEEFOHLES

9.1 AOHE -BEEREDHLEE
(Zheedtim)
911 TADAFEDERBEUERENIZNODOREERDOHLEE , HHVITERRIEDHEIRK
T (BEHAME . RBERFE ., TAa— VI OBERER . FARMRIYESE) 2 F 15
BE (BRI +ORBEBIEIN TRV TAPABEZERL)
ARENBE G IR E H ATl SRR IEEF R T HIENHH, [25 S
9.1.2 FERMEIRRBICHDBE
SR T Pl v S R g W S
9.1.3 I BEHEEDHLEE
FEDLNHIRCEHENE D _FJA kT B Fn0d5,
9.1.4 EYOEAXITEDIRTERDOHHEBE
BREREROZ TR T, EHIRNC IR TR G528, IKEMEEZ AT,
9.1.5 FEFAREFAN K LIRBUE DEEEREDH D BFE (A D pR /7 12t LR BUE o BEF

BEDH DB ZERS)
(2.7 ]
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VI. 22 (EARALDOEESF) ICEATSHEAR

(2)

9.1.6 vayZiRBIZHDHEBE
PEBRA AW A R 3D B T3 D,

9.1.7 M LMEE UIZDBEREREDHLBE
FERDS B L TR AR T B2 N1 d 5,

9.1.8 MEDEF XIIZDEEEROHHHEBE
FERDS B L TR AR T B2 N1 d 5,

9.1.9 HifEmDH5HEE
/MRS RERR N ZDZENH D,

9.1.10 LMHERERFOHDHEBE
SER DAL T DA BN E T B EN 05D,

9111 REXMEDHDLHBEE
TERDNE(LT2RBENNDD, (28 BE]

9.1.12 TAa— LS EHEKE
JFEE NSO T <05, [10.2 /]

9.1.13 @R - ERFBRE-FBRBERIZIBZINIF I RE ., BAKEROHDBE
FREENHHHINCT LD,

9.1.14 18 %AW DAL, FAZEM: IR R BN E IR A X EB R MR B EF T58%
B B U7pND b, EEEARIEILHNE] OV R BNt A B E 05,

GER AR TE)

9.1.15 TRV VM5B GERAT uA NHEE REVFANC L 50 BERIEOFHER) XiXZ DBEFEED

bHoEBE

AKENZ T EBIOT 28T 7 2 AR W H &R EE BT 528, TAEY A
BUIZOBEROHHEE T, 7N/ 7200 1 RHT-DOH KA &EIX 300mg LA
TEFAHILEINTWAD, AHFNT 1 gEHICT BT/ 7% 325mg &AL T\, 74
VUG BORIEIZ T aAR T TP AL EEA NG L T DEB X B, JER )

ETHFE AT BENLHD, [7.3 B

BHEEERE

9.2 BHEEERE

921 BEEDHIBEHDVIIZDEEROHIBEE
BEEORE, HE5EROEELZZETDH L, JERPEA UIFREETBENANRS
Do Fiz, BV R EES G L, (EH L ORIER N HEET 2 B8Z 05, (1662 &
]

(3) FrHtRElEEE A

9.3 e ERE

931 EERITFEEDHLBE
B H LI b, BERIRIFELDBTN DD, [26 BE]

9.32 HEEDHLBEDHDVIZDEERDOHLEBE (EELRIFEEDHSBEZER)
FFHSBE N AL T DB TN DD, £, VL PR EE 2 B U 7E ) M ONRIE A3 589
LEENRDHD, [16.6.1 ]

26




VI. 22 (EARALDEESF) ICEATSHIEAE

(4) HHEREEE T HE
REIN TR
(5) ELF
9.5 {4
9.5.1 Il X ITIFHR L COD A REMED &5 e MEI X, 1BIFE LA IRIEN G E b la] 5 &)
Wi SNAEBAIZOHEE 53528, Mo~ R— TR P 2@ U 54 R I (R
By (RBOMRAE B OSBSRIE e | W QNG IR P8 © R USEREDS A ST,
Fo, BIERR T, NI~ R — VISR BT, B b O AE RO AEFITE B I T 2en
WEIN TS,
9.5.2 IEHRFB D L ME~DT B NTI )72 O G IZ IV RICERE IGEEZ R T80
60
95.3 7N T = ATIEIRE IO T NIRRT EE OB IRE I 2 3 2 Enis &
LTUND,
(6) $BELIR

9.6 FZ¥LIF
BHAERTSHDZE, TR — Ui, R ~BAT T A2 HESILTVA,

(7) MNRE

9.7 /NRE%Z
9.7.1 12 EARIED/INR
B HLINZ &, MR T, 12RO/ N TR 2 & T EE M IH DY AT A3
WEDHENDHD, [21 BH]
9.7.2 12 ED/NR
12 i LL B /NRITR 28 2390 e V2 et 2 Fe i U T2 R R BRI 3 3 L Ty,
9.7.3 JENE . PAZEMIEIRFFEMELEFERE X T ERRMERZE T5/NR
B UIpNZ b, EERMERINEIOVAZ NI 28E b5,

(8) minE

0.8 BMEHE
EE DR IEA B LA S DA I 5 53 52 b, AEFRAEME T LT B2 A<, (R H-
EEASEBIE LRIE 2 Db,

27




VI. 22 (EARALDOEESF) ICEATSHEAR

7. fHE{EA

ro<~R—LiL, EiC

CYP2D6 }; T} CYP3A4 I L > TR EIESNS,

(1) HtREEEEDER

10.1 BFAZES (BRALRVWILY)
FEFN 4 B PRI, - 5 1 7 1 BT - Rk
MAO FH.E A SRENZIBWT, Erbh=dE R (85 | ARIIAYIC/E R 2SR S
LRV Bl TOBE, FEEN VT EBEVCHR. AT | v, Ee L iR o &
(=7E—) HETUE, IA7e—XX TS 25 | rh=UREET5E5 2
FHXV L ALV To PRI AR R (ERITE), [EHE, 5 | 6hb,
(7YL7h) fg SRR, BEYR) | PR AR SR (RER M)
PT4FIRAVERE | ROV R (R ILE & IfiLE) o &
(=7747) ERRWER A S TS, MAO FH
[2.3 &[] EH A G R oBE 3R G g
14 HUNOBFIITRE LN,
Fio, ARG IREIC MAO B A
OG- EBRMGT H5E1TIE, 2~3 BE
DHIREE 7= Té_&bxtﬁiu \,
FNAT =R HEDUER T Z T B nidhD, £, | p AEFARZEHZIEA~D
U /nm EIRIER DG 2821 H5, AR EICLS,
[24 HHE] FNAT 2 AR AP 5 D BE X
TG IE% 1 EBELANOBEIZIE
BE LN,

(2 HHREELEDER

10.2 BFREER PFRICEET5ZL)

BT b= TR
A Z B (SSRI) %

SO B T A7 m—X
2. THIZ) RbbbAEB%+

EHI4 % e AR « $E 1 5 1 TP - R K
A A AR ESFHA AR BB DA T SO RE A | AR R RN E AR 2SRRI
FRRX A A ) A1) DOFRE KT BENDR DD, | BHRINDHEZZDILD,

T2 )F TV REHA

P AR BE A
=EBRRPO DA Erbh=ERERE (BEEL, W | AHINAICE R SRS L, &
toh=AER 3K B, BN ST EENVRH, | 7oL PR RO B = 3 E

T HEBEZBND,

JESDIN

N#bD, Eo, KT (ED
b A I RS DI LN
=3

VRV UROIEZERIREY, AW
MAO [HEERICEY, s8I
WZAEHD RS, 7,
MO h=r NERETDHE
EZHND,

i

28




VI. 22 (EARALDEESF) ICEATSHIEAE

A4 55

B AEAR - HE B T 15

B&FF - fubRIA+

AFNTFF == KA
KT (AF L7 —)

b= (BHEL.
B, FEBN JETT . G E) I
P R TLEE, IS4/ —X
A, RIS BB IBE
Nd 5,

AT VT A== N e K0
MOE T IV LEER B EAE
FIZEEah=AEH R RS
"o,

HNR B
T/ NVEE— L
At N %
ZUIR

V77 e
AV=T TR

F7 =R — L [l 12 BE HMEK
TUAEHDNEETS 5 Al gEMEDS
H5,

Flo, TNHDOFEH O R WhE
& CIIATFBE R N5
S, TN 7 ARG
ML EELZATLTL
RHEOWMEDBHD,

IO KN O R EER T
HERIZEY, MR —1 Dk
HMEEsND,

o, TN T2 DT
MZ> N-7 2 FL-p-)
XA ~DOEH AR
no,

7 va—)L (fRiH)
[9.1.12 =R ]

R AN EI AT DB Z N H
50

F-. TLa— L L BEIRE
NTERTI )7 FARAL
7L AR EEREILZED
WERHD,

FMESCAE RN RS DE%E
25D,

T va—)VERIZED CYP2EL
DFEICLY, TR T2
NOFEMEEZRES N-TEFL-
P- X )AL ~OREHI
fEEEND,

F=Ur FIEACAER DR T 58% | #EFF A1
nnsHs,
7~V RG] HfZfES 7 aha v R | A
INT 7V DIERZED 7~ SR Pk i
HOVERE R T DL b
Do
D= E S VAU ETNRHL-L | AR
DOHENRDHD,
FoFx o vha G RRE K | AR OERIEREZRITSES | AFlOFRRICE bR =0
Fnig BENRHD, ERBZIHESNDEE BN
%,

TITVINT 4 AFNOEFAER 2T SED | KFPER T D -A 4 AR
NRUB BENWRHDH, -, IBRIE | SBEOEH T T =ANTHD
EERTRBENL1HD, 728,

TF =NV ANTVA =)V | TR 72 DI PERE | = F =)L ATV 4 — VTR
oA A METT2BZENRHD, B TAT BT ) T2 DY

nNras R EERETHES
265,

TF =NV RARNT U F— LD
M REN LR T58E01
BHD,

T NI )7zt F =
ANT A — )L DA A BH
EFHEEZOND,

29




VI. 22 (EARALDOEESF) ICEATSHEAR

8. EI{EH

ROBIWERRDHDONDIENRHHO T, Bz 145147V REDPROON S AR 5%
kL, WU LEZITOZ L,

(1) EXGEMERENHLER

1.1 EXEWEA

1111 vayZ TFI747%— (HEERH)
W RIS Wiy S TN, SRR E 0 HO0ONDLZEN B D,

11.1.2 &5 (0.2%)

11.1.3 EfiE %k (0.2%)

11.1.4 fRAFME (B AR)
B Wl R L2 TRHME . RS BT R O\ IRBIRAE DM E U A Z e B ARFKI D H 1E ST
BBV T, B0k, A2, iE e, ARG, EENE % | IR, HIBER, S=u 2%
VB, L5, SEIRCTE . S DIRSIEMENAELDHZENH D, [8.2 B ]

11.1.5 1355 M % i 58 58 iR iE (Toxic Epidermal Necrolysis: TEN) . FZ J& kb B R fiE {5 B

(Stevens-Johnson SE&RE) . 2N FEMER B MERFAE BEEAHH)

11.1.6 MEMEMR (BEEAH)
NGk, IR DR FE BN TS O BE A NERO B AT, T ER X AR s
CT. MiE~— I —HDOMRELZEMTHZE, BENRBOONIGEICITEGE2F L, F
B EARNVE B OB EOE )R AEEZTHIT L,

11.1.7 MEHEBR, SHEBREE (FERH)

11.1.8 B EFRIEOFHEFH BHE AR H)

11.1.9 BIERFK. FFEEREREE ., FE (B R)
BISEF 25, AST, ALT, v -GTP @ _EFZEZ I IFRERERE S, FERHODONAZENH D,
(8.6 &]

11.1.10 SERIERIEAME (B AHT)

11.1.10 R A (B R A~ )

11.1.12 JEAIMERBOERE BRE (S5 A7)
WIHERE L THRIE | BN AHDAL, TITHFHRERE S, Vo EilElR, B mERBEIN, 4riaEk
% BA L ORER LA O R MO EE B BUER DR H LN ERHD, 728, b
RV RAT A VA 6 (HHV-6) DT AV AD FHEMEALZE Z e 2L F b IR % 5
5| B SRR E S OIER DS RO DN TEBIEL T2 ENBLO THEETDHIL,

(2 £nfnEI{ERA

1.2 ZOORIEA

1%L E .
05 10/ Y 75 E \E
5%LA L - AT b R
A= e

30



VI £t (ERALDE

=z
(=]
N

F)ICEHTHIEE

RPN AONISS A 1.
IR
R L O BRR 5 I g AR i A
= JiE
FEpE AHRAE Rz, LR PEEL. ZENE | MR
WA, =, BEAJE,
20N, FEWELH, A
VIRT A, R K
WEE AR
Rt RS | fHEAR S Bk TLE R | BN R, B &
(25.9%) . PLRR . SHICRE . VR | RERTE., EEIRE
FEpE BB E IR
BHE Al B E ) | 5
(18.9%) . 4 J e RREL .
FIEpE GEbE)
MR B N e | e
H L Ok b FARPRE, B
= EIL R EEIN
N s i AHENR, BR
i 78 pE I, 1ETY B | R ST PR I
£
R E N TN R DR | W
T ORI 55
B E HELL) FE 9 . NI, | WRMERE R, O | Wk RS, BYRE
(414%), | DK, O | BR., HIBEE,
Mgk P WL AL AR | ME SR . H TR
(262%). | B, A& B s, AV T
5K b ERYHAE A H
(21.2%) .
ERNISR?
JRRE SRR | 1% RE
R
IGJR T | 2580 | BB . £ 1T
R JiE ., 1T
R e OVIR i B PER B TITIVR R | 2R
EHEERLO | B Mg, & PR AN PR, MDY | T, M A, B
5 R pTkkTE B FEEN | E, B JIE B o
e
B R A REW D M| GFEEEREGE N, B

f1 CPK #4h0,
/R 3% H

i ERECHE N, ~E
7 ae g SR

31




VI. 22 (EARALDOEESF) ICEATSHEAR

. AR 7 E A, s
URUREEI, | 7F =80, M
e ey | B Ry gER N, i
A, PR | AN BCEREEN, afn R
Bk, IR 7 | 2L T F =8,
R bR I H R R B N, AF
HRER B 43 # N
s, HE & HR ] - A TE
OMLiE & OHiE

9. BREKRRERBRICRITIZE
A EDRHRL

10. BEHRE

13. IBERE

13.1 fER
v R— L O B G LD EERERIT, PER N, IR, B, EERIE, I TH
N
THENTI )72 DREREIZEIY, HENOBEFNRGD, F-. TENT I/ 7o Ol &
P LA B O DBESEN L Z T L OWE R B D, BB 5 LD EERIE, H
PR EUE . BACRER, B, IRM:, BEUE, & A, BITEThHD, [1.2 B

13.2 ALiE
ERAMLE L LT, KUBZ R L RIS U PR S B SR O F FLA1THZ L,
N7 R —/L O B 5T DR ENH S DFER D o D5 A 12, T ey BN Rhe
GanboMm, ERIEEZFRTHBENDL DS, -, NI~ —/WTBHTICIIZEA R
EINRN,
TN T 2 O ER G IZEDIERDBEDONDG BT, TETF A AT D%
BRETHIE, [12 ZH]

n. EAEOZEE

14. FWH EOER

14.1 FERIZMAROEER

14.1.1 PTPEZEDIEANLPTP > — bW HL TR 2551585528, PTPY —hDOFAK
2k BEOSLATRS RIEREEA~FIAL, FIIXR LA B I CHEBRIR R S0 EE RSO
FEZDPHTHIEN DD,

32




VI. 22 (EARALDEESF) ICEATSHIEAE

14.1.2 /NEOFOJENR TR E T 550 E 528,

12. TDHDFE
(1) EREREEAICE SRR

15.1 ERARMEAIZE-SE#R

1511 7N T7 2 OFEEULE Y (T 2T ) ORI GICIY, maE R AT
ZENDD,

15.1.2 & &K QSRS O B 2 TE L2 A, UL &Y (7 =) F ) JAFIEE1 -
REHEFH (BB ARH & 1.5~27kg, IRA B 4~30 42) L QW2 ARZNEDHEDRH
50

15.1.3 FERT A R R 80 H1 2 BRI G- ST D e tEIciB W T, —Rei7e KA
HNTZEDOWEDN DD,

15.1.4 Ex#JIZ CYP2D6 DIEMEN B ThHHZ e L T 5 B FH (Ultrarapid
Metabolizer) Tix, F7~RF— /L OIEMEAEH P O M IR AL’ % O RIEH
MFRBLLCT LD BENDHD,

(2) FEERERHBRICE OER

15.2 FERRARABRIZESIHER
15.2.1 FPML &M (T =Tt F ) ORM - RER G LB R T, G5 ANFEO b
EDOWENDD,

33



X. JEEGREREAERICEE I SR E

1. ZEIESER
(1) ZEZhIMEBAER
(VI R4 AIEE | B

(2) REMREHAER
AL

(3) ZDHhDFEEHAER
LR

2. =R
(1) BEEESEEHER
MR L

(2) REHEFEHR
AL

(3) BiEHMEAR
AL

(4) HARRIERER
AL

(5) E£EHREFEFER
AL

(6) BFTRIBEER
AL

(7) ZDHOFHEHE
AL



X. BEMNERICETSHIER

1. BHR5
B P S UVE V=P SRh
) EE-EREOL T ZIIVE 528
HihES o NN — U ERRE B3R
TN Tz Bl
2. AhEART
34F

3. ERNRETORE
HIRIRIF

4. BFEWEDEE
REIN TR

5. BEMITEHM
BEMTEIRLTAR AV
<FVoLEY e EY)
B A A . AV
NIy MR A EEN =45 2L ST~
(X &% 2. ZOMOBEEE OHS M

6. B—HR7-F%hE
OrT~RN— G727 =

[Fl—psy @ MAEyIOELGHE

O~ R —/LHE R

[A—psy @ R7~—/L®%E 100, b7~ —/L®°0D #E 25mg-50mg

[FEIE S D T A=)V EBIVERRBREE KT AT L A R KT 2T A
3w SAILY)

O7&rT/ 7z

[F—psy @ m—/L®8E 200-300-500, 7RI T =2 DSA0%! =F ), T b SO
/2 /i 50mg- 100mg+200mg, 717 —/L@4AF] 100+ 200400, 7 T3/ 7 =2 %
Bl &3 D8 — i A R 38 A 2

[EEAIE S . TAEN AT TaTvzy vradeF UL AT 2 AR

35



X. BEMNEHRICETSHIER

7. EREEEARAB
2001 4= 8 H 15 H CkH)

8. HERFTERAFABRUERRES, FMELNHBEAR, RFETFMIBEAR

HR5E44 SR EAAEAEA HRRTE 5 MM A [RFEBALAHE A B
VAN
201848 A 15 H 23000AMX00741000 | 2018412 A 14 H 2018412 A 14 H
Bl A gl =45 )

9. EERITHREM, RERVABREFEMEFENEABRUVEOARE

AZH LR

10 BEERE, BREREAREABRUZONE

AZH LR

1. BEEHH
BA=1BANA

12. HEHFEFIRICET 518
ARENTIE AT G SR 99 545+ = (Fhk 14 45 3 H 18 A1) 1015 M3 LRRANR
FHITWDEIR M ITIFRE S LR,

13. £FE3—F
JE A S5l
. (ERIIEEE =t 3 LYt 7 MR LR
ks A BE I ) HOT (1IB#1) &% | .
. (YI=—F) VAT Lfa—R
3R —R
PTP100 &&
1265293010101
(10 &€ X 10)
PTP500 £& 1149117F1250 1149117F1250 622652901
1265293010102
(10 &€ X 50)
3F 300 BE 1265293010201

14. REEHRFTEDEE
RENIIRR S EOBRER L THD,

36



XI. Xk

1. BIAXE

1)
2)
3
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)

15)
16)
17)
18)

19)
20)
21)

22)
23)
24)

25)

26)

27)
28)

=AU 2 e M OIaeERR) 12 B3 2 & Bk (FEN R}

=ARBRRR S 2 (R AE) (2B &k REPNE R

=ARBRRR S A 22 (50 TR (2B D R (REPN R

=AU A M B T R REN R

NS AR SR (F7 A2 ML A58 : 2011 4F- 4 F 22 H &R, HEEEEHIEE 2.7.6.6)

R PIR I 25T (7 Ay ML G $E: 2011 47 4 A 22 HAGR, HEEE BT 2.5.4.6)
[EPN A /AR RRER (h7 2ty MG A 6E: 2011 4F 4 H 22 H &R, HEEEEHEE 2.7.6.19)

PN AR (b7 Aty MiId A 8E: 2011 4F 4 H 22 A &R, HFEEEHEE 2.7.6.17)
RaffaRB, et a.:JPharmacol Exp Ther. 1992; 260: 275-285

RaffaRB:Am JMed. 1996; 101 (suppl 1A) : 40S-46S

Bjorkman R, et a.: Pain. 1994; 57: 259-264

Pelissier T, et a.: J Pharmacol Exp Ther. 1996; 278: 8-14

TalaridaRJ, et al.: Life Sciences. 1996; 58: PL-23-PL-28

TV an MR Ty MBI DN v R — VIR R O BT 7 = R ST L D8
FlER (b7 2y MEC A $E : 2011 4F 4 H 22 AR, HEH @RS 2.6.2.2.3.2)

FENE | AR (h7 28y Ml A 82 : 2011 4F 4 A 22 AR, B & EHEE 2.7.6.3)
AR A AR R R MR B o R (REPN R

WAV | AR BR (h7 Aty NECAEE 1 2011 4F 4 H 22 A&, & EHEE 2.7.6.2)
RN~ R—LOE AR GRORBE (7 Aty Mid G #E:2011 4F 4 A 22 HKFR, HIGH & RHME2E
2.7.2.2.1)

Gazzard BG, et a. : J Pharm Pharmacol. 1973; 25: 964-967

7~ R = ORBORF (7 Ly Ml A 6E: 2011 4F 4 H 22 H&GR, HaE @S 2.7.2.2.1)
M~ — L ONREIBERE OB (ot MG §E: 2011 4 4 A 22 HAGE, HEFEEHIEZE
27.2.2.1)

Thummel KE, et a.: Biochem Pharmacol. 1993; 45: 1563-1569

Raucy JL, et a.: Arch Biochem Biophys. 1989; 271: 270-283

Goodman & Gilman's the pharmacological basis of therapeutics. 11th ed., The McGraw-Hill
Companies, 2006; 693-695

I~ R =V OEYENREI T D NIRINE K O RTE LR (FF7 2t ML & §iE : 2011.4.22 7KGE.
HEE & B 2.7.2.3.3)

Zapater P, et a.: Ailment Pharmacol Ther. 2004; 20: 29-36

Prescott LF, et a.: Eur J Clin Pharmacol. 1989; 36: 291-297

=ARRERR S R R G BT OB B (RN )

37



XI1. Xk

2. ZDhnSETHR
LR

38



Xll. &ZE&H

1. FHNAETOHRTRKR
ARFNTHESS TIEFR B ZIL TR,

M. NIV — VR R T B TR 7 2 ER A BRI L LIRS TIRGES LTV D,
(2024 4= 6 H B 5D

2. BIMCEITBERER X IRTER
LI

39



XIO. &

R - RERICBRL TR REIMZE TS (CH > TDSEHER

AREOR BRI T AR  ARBEITARE Z T TRV E ISR T DN E £10D, B
EEDRHENLL CQUORONAEDL B ENTERY, HETHRMIN WD T IE TROLNERE
FHELLUTHRERL TS, ERIEFEE DK E AR5 ETCOSZEFRTHY, I LEDA]
HBERTHO TR,

(D)

(2)

ne
V. BFNCBE2HE 6. BAIOKBEM T TOREM. SUMTORENE DHESR

fRiR-BEAERUEEREF1—J OEAN

(B A 1]

< HR R R > 20

TAARR = DEANAREREIY | TA AR —HNIZEEREZOEE 1 AN TEAN %
FRUTHEAZRZ 55°COi%s 20mL 2RV | fRideD&ELL T 5 R BERMELZ, 501%7T
AR —% T 90 B 15 TEEAHAL , AR - IO A BIE LTz, 5 D RICHIEL W
A E6IT 5 kER . [FEROBAEE T o7z, 10 S RAE L CTHAE IRB L2V A T, 2
DFEER LU, FREELZRWGE | BiTo 72 8e A LEA 3OO Eb3 g cHlevwTa—7
AT L | AR DB AT T,

< J@uE PR >28)

AR BB CIEONIIBRIBIRE . TAA Y — DR E T 2—7 OEANLVK 2~3 mL/
BORETEALL, Fa2—713 350 2 Z/KFIZL, IEANE 30ecm O@EmSIZty iz,
AR BFLDF 2—7ITHEAL, P B LT, FATEARZIZ 20 mL DIKERWEDY, AL
TFa—T WNEBEIRE, FEAZRN T 2 — 7 NICHEDFRFL QO ic R L e L
77

CHE F v ]
k=2 e ALY
W1 | 10 s PANICAREE - B L | 8Fr.F =— 7 A it
W2 | BERIOT—T 4 EREETIUT, 10 43 AP HREE B L, 8Fr.F o — 7 Z il
A | RE R GITE SR

40



XIO. &

(iR

a—Tq7
N 7k (55°C) JiliE SN R PERER HIE
(55°C)

557t | 1055tk | 547t% | 10 /34

NIy ML G §EN =5

_ ) X X X O | EWRAFL DT | T 2
(T4 DT —TF 4T EE)

O FERRREEET- I TIFEAZRIZ O ELY il fE
X - % 5- IR e
A EER DT U SE AR F 7 1 miE L2 7 R I

2. FOOEEEX
(1) B S T Ty Nl A b =4 2RI SN A BRES A~
(F) ()

FHCLTRSL,

= b Y = | et o - . BAENTEELTRGCEERT S0 MANBERAL. RREATES.
FPS0yF BeS i =T s AT h 3BESAA EPE AR =l 5 EORAORSE SR EAL TS (FORMIFERY —1LE

T E
COSBRERSI<HAENASSRNTT ., . = -
7 1-, Ill 1a V. 1, L, z, L,
FITE=EFTERTE/ T EVD . MAENAS 28 2u 2n 2u 2u 2n
F57) 200FHRAHESENLESETT 1= 1= Tu 1= = 1= 1a 1=
= = ‘-_ 5 4 /h /2l /ll '/Zl “ xll /2l /ll {2l
BOEMCNSLALADRAEACHSLHIET e T T T e I e (1
OT.ARVERTHRESS 012, EHE- BRI 7| 72| “2s| “2s| “2a O ™ e ™ ™ ™
FREEAL TV B EESERSESBICT R W, (1=, [a, |i= T, (1=, |, |i=
Thk 2 & et Z | “2a| “2u| “2a| “2e 7| “2a| “2u| “2a| “2e
PRI /7 RHEORERCABERT-SENATLS T T Tis w T T Tos
CEHBIET. THOEBL. SNSBVCEHBNIE < | 72m| “2e| ‘28| “2e 7| 72| “2u| “2u| “2s
EHEECIEMSCCERIEL. s 1= Rl = T = = 1=
- = | ‘20| “2u| “2a| ‘2w | “2u| “2u| “2a| ‘2@
= 1 1= 1a 1= 1= 1= 1a 1=
EREOIR & “2s 2| “2m 2u % “2a| “2u| “2a 2
BAOWE
O W1 B16. 1 BABEA T BECHTE RS- MEET TN, S
O] MR 4L E S H T AL, Fre
O @262, 1 ESREHA THALGLTIEL,
C DR SEEITRSY, e o COBEERARCHIE. LUTOEIGRERFHES BT,
O RSN BAHERICTISE RO BRRA TSN AL ROEMI BHERICDOWT e I o b S e = o
ABMELEDH TRA TS, BRIC 2B 1 MERES VS SERLTIAEL, EHE LR RMBOERIC - TRAL TG,
O BoTS<BAREAEI. HMES RN BBC L,
0O BBRBETESOL, PLI=—LCEUBHERFEeT<RVET.
0O asoRBTHAERLELELTIEEN,
0 18Ry ERET. RS S T SHAE, BNOCFRBREE B TR,
5 — Lot 8 BE-0EL
B DTSR TFHRERATISLLEBYURT, GeEELOInNERMTE EH'PBE&‘%‘S?@!?
Neacics y CEGBUET, SRR TR
[
O MROEOBAGLE S RELTIREL, - Sanms
O EYEX. AR RNER TRELTRAL, | = -
p
0O SRAAR-rHSRRELSVTRRL TS, p== 5
O oA SIF ST EBHITRITTES, i "‘,' .

@) =mumtRaL

41



XIO. &

(2)GS1=1—F
GSL=—F
W7t eI e HAAL A A B0 2 FLAL
RS PTP100 #& (10 $& < 10) | (01) 14987387591952 | (01) 04987387330417
ey
M— PTP500 i (10 $£ X50) | (01) 14987387592058 | (01) 04987387330417
e AT
" /37 300 i (01) 14987387592157 | (01) 04987387330424

42




(@) =EaEKRESK

RREEFXEEIL2-3-1

TCTIF2409D



	Ⅰ．概要に関する項目
	1. 開発の経緯
	2. 製品の治療学的特性
	3. 製品の製剤学的特性
	4. 適正使用に関して周知すべき特性
	5. 承認条件及び流通・使用上の制限事項
	6. ＲＭＰの概要

	Ⅱ.名称に関する項目
	1. 販売名
	2. 一般名
	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名，別名，略号，記号番号

	Ⅲ．有効成分に関する項目
	1. 物理化学的性質
	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法，定量法

	Ⅳ．製剤に関する項目
	1. 剤形
	2. 製剤の組成
	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	11. 別途提供される資材類
	12. その他

	Ⅴ．治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	4. 用法及び用量に関連する注意
	5. 臨床成績

	Ⅵ．薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用

	Ⅶ．薬物動態に関する項目
	1. 血中濃度の推移
	2. 薬物速度論的パラメータ
	3. 母集団（ポピュレーション）解析
	4. 吸収
	5. 分布
	6. 代謝
	7. 排泄
	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	11. その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1. 警告内容とその理由
	2. 禁忌内容とその理由
	3. 効能又は効果に関連する注意とその理由
	4. 用法及び用量に関連する注意とその理由
	5. 重要な基本的注意とその理由
	6. 特定の背景を有する患者に関する注意
	7. 相互作用
	8. 副作用
	9. 臨床検査結果に及ぼす影響
	10. 過量投与
	11. 適用上の注意
	12. その他の注意

	Ⅸ．非臨床試験に関する項目
	1. 薬理試験
	2. 毒性試験

	Ⅹ．管理的事項に関する項目
	1. 規制区分
	2. 有効期間
	3. 包装状態での貯法
	4. 取扱い上の注意
	5. 患者向け資材
	6. 同一成分・同効薬
	7. 国際誕生年月日
	8. 製造販売承認年月日及び承認番号，薬価基準収載年月日，販売開始年月日
	9. 効能又は効果追加，用法及び用量変更追加等の年月日及びその内容
	10. 再審査結果，再評価結果公表年月日及びその内容
	11. 再審査期間
	12. 投薬期間制限に関する情報
	13. 各種コード
	14. 保険給付上の注意

	Ⅺ．文献
	1. 引用文献
	2. その他の参考文献

	Ⅻ．参考資料
	1. 主な外国での発売状況
	2. 海外における臨床支援情報

	ⅩⅢ．備考
	1. 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2. その他の関連資料




