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paroxetine (INN)
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1853 100 Al GRERE D)

ARG (100 IEI:EE) :
A EEVERLE O S EITE D 60% & O 85%fF
WZEBWT, uﬁﬁﬁﬁzﬁm1%{@&%7b%¥@§éﬁﬂ®¥i’w§ﬁ$i15%@%@&:
X% 2 B ofEs 422 L ETH B,

BV TIERAERGF O

VI HRD 85%LL LIT72 % & & | A O VIR HERDY 40% KO 85% AT UT i 4 7 2 BN

WZEBWWT, BREBRELH O PR H R DS R HERLA O SR M3 £ 15% OFPHIC H D 0>, T 2 B%k
OfEIX 2L ETH B,
SNa Xt T 8E bmg TR OB HZENIARBRIKICE W CHEREEICHEE L, EERA L F%ET
HbEHEINTZ,
AERED : pHl. 2 BRI : pH5. 0
(N RV 347 5008]HR) (N RoViE 4847 50[8]8zR)
120 120
100 - 100
;\3 80 ’O;Q\ 80
¥ 60 - 60
Ex| 2=43 x|
K 40 K 40
20 I 20
0 : : : ‘ : ‘ 06—
0 30 60 90 120 150 180 0 30 60 90 120 150 180 210 240
BERA(5) BERE(5)
BRI - pH6. 8 ABRIE@ - K
(X Rvik 454350[R]1#5) (VX RviE 4557 50[0]#E)
120 120
100 100
g 80 3 80
i%’r 60 1;2} 60
40 e 40
20 20
0 : : : : : : 0e : : : : : ‘
0 60 120 180 240 300 360 0 60 120 180 240 300 360
BRI BEREI(5)




ABRIEO

(/S RIViE 4557 100[E]#5)

120 ¢
100 |
80 |-
60 |-
40 |
20 |-

RHIE(%)

: pH6. 8

@ v F L EEbmg [HIE]

O XF U LEEIOmg (FEUERIA)

Q : HUERFAUC I 2 RSP RIS A
(n=12)

(RRERELA)

40 60

B (53)

20

V-1 /"OxtF iEdmg BA/G] DAHERICHEITIRFE
(REBREF RV RERFOTRHEROLLE)

KRNV-1 /80 %+ F U iEdng MB35 OBRHEBICHETHRF!E
(ABREH B CIRERK DT HEHED HEK)

TR A .
RER S /Qlﬂﬂ?t%“/fi . @@@ﬁﬁu w
5mg THIA | 2% 3 UEE 10mg HIE
EIfiEe PR B AR SV HEE %
pHL. 2 - £2=43 B
10 45 46. 1 49. 1 .
— PH5. 0 45 45 75. 0 84. 2 )
10 45 37.9 40. 9 N
pHb. 8 90 45 76. 8 87.2 Ha
K - f2=44 ke
PAN
AR T
(n=12)

v Xt F b 10mg [BRIR) 1
(M PE IR DA R SRR A R T A > ) (Pl 18 47 11 ) 24 FI PR A A6 1124004 7))

BRI

et F U8E 10mg [BATE

FEAERLA] - X% 2 LEE 10mg

AR ST
BRI
AR
AR

(E o
) S vE

HEBRO (50 [BlHR) . @ (50 [H#R) .

A R HRERE (X RLE)

900mL, R : 37+0.5C

DpH1. 2 CGH+HOE H AR T OE B 1 1)R)
@pH5. 0 (7= McIlvaine DFETEIK)

@pH6. 8 (1 HegIE A AR 7 OVEHREREE 2 1K)
@K

53 50 [EliR GREBRIKDO~@) . 353 100 [El#s GRERIK D)

AERIE® (100 [E]#i5) -

FRYERLA 75 16~30 4312 P4 85% UL R¥a 4 256 FRUERAI O TR H =03 60% M T 85% 1+

Ve 72 AMY 7 2 iz n T,

%57\7})\

FRBR L D S HH R DS EE YRR oD SRV HH R £ 15% O iR I
X 2 B ofEN 422 L ETH B,



ABRIEE@ (50 [A]#x) . @ (50 [A]H5) :
FEHERLHA 73 30 43 AL 1S 85% LA IR L7 Wi, BlE S 7o slBRig ) L2 5 W\ CREHERL o
SV HRD 85% LA BI85 & & | FEVERLA| OV DY 40% K O 85% I D 2 72 2 IR s
WZBWT, BREBRILA 0O P =R A FE YRR O LA 2R £ 15% OFAPHIC H 57>, X% £2 BA%K
DEIZ 42 ETH D,

NuaxeFUbE 10mg TG OB HZBRENISRBRICB W CHERMEIZE S L, EvERHS & 5l

LTWB Z ENER I N,

SHEREQD : pHL. 2 REREO : pHb. 0
(N RIViE 4843 50[0]#zR) (VX RoViE 4847 50[0]Hz)
120 120 -
100 o o ] 100 - _ ° e
g 80 ’g\?i 80
60 - ¥ 60 |-
H H
w40 - g 40 -
20 20
0 L L 1 1 1 J 0 L L L L L L L ]
0 30 60 90 120 150 180 0 30 60 90 120 150 180 210 240
BERA(5) B RA(5)
AEREO : phe. 8 RBRIE@ : K
(S RAE 155750[E]HR) (S BAE f55350[E]HR)
120 120
100 100
é& 80 '§ 80
B 60 ® 60
H H
g 40 w40
20 20
0 [ ] 1 1 L L L ] 0 [ 3 1 1 1 1 L ]
0 60 120 180 240 300 360 0 60 120 180 240 300 360
BERA(5) BR(5)

AREEO : pHe. 8

(IS Rvik f:53100[81#x) @ SO FUbEIOme (G GRERGUA
O SFULEEIOng (FEYERLAY)

o0 | O : IR AT 51T 2 B I e

80 (n=12)

60 -

120 r

A HE%)

40 r
20

BrfE(53)

FIV-2 /SO Xt F U8E10mg T8R4 DAHEICHITHEMUME
(RERBUFI R CIZHERF DO F 1R HED L E)
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RNV-2 /\OF 7 iE10mg T8 OBEHEEICEITHEBE
(GAERBH B RHERF D T B H RO )

ARG ;
. . - RIERA
10mg [BAVE) \ ¢ HxE
ElET MRk | BRI Rielioi s
15 4y 68. 6 64. 8 e A
pHI. 2 20 4y 81.5 79.4 e
10 4y 47.9 49. 1 e A
50 [Aldz -0 45 5y 79.3 84.2 s
5 s 10 4y 33. 2 40.9 Y
pH6. 90 /% 72.8 87.2 -
10 4% 52.3 66. 4 o
7k 30 4y 76. 6 88. 4 ks
B 10 4% 63. 4 67. 6 T
100 [F]#s pH6. 8 20 4y 76.7 83.9 A
(n=12)

Su Xt F U8 20mg [BAVE] 2
(T3 EIR L DOEYFHRI SRR A R4 > ) CFRR 18 4F 11 A 24 B AFSRAHA S 1124004 7))

SERRIAF] - S BT 8 20mg [TAATE
FEUERIA © /% 3L EE 20mg

AR
RERTVE - B REHRBRE (O Ruik)
BRI R : 900mL, JRFE : 37+0.5C
# B i OpHl. 2 (ETLEKIE B ARG OuHEERE 1K)
@pH4. 0 (D 7= Mcllvaine DREMEIK)
@pH6. 8 (1 HELIE A AR 7 O¥E HFRERE 2 1))
@7k
B H f4y 50 [BlER GRERIED~@) . f35y 100 [El45 GRERIK D)
B H
FEERLAI S 30 23 LANIT Y 85% LA RERH L2 W IG6E | BUE S 7o alBRie i 12 do v THEVERLA| o S
PIGRHIED 85% LA BIZ7e 2% & & | BEYERIF O E DY 40% KON 85% L D 2 7 2 KA1
W, REBRELA O SRR TSR A HE LA O SRR =R £ 15% OFPHIC & 5 70>, XUE f2 B O fEIx
2L ETHD,
PBRAE R
NuxeF UBE 20mg TR OBEHZEENISRBIRICR W CHERMEIZE G L, AEERLE & E
LTCW5B I ENMER I NI,

AR : pHIL. 2 BRI : pH4. 0
(X RViE 45:5350[0]45) (X FVik 455350[R]4x)
120
120
100 -
100
g 80 . p———————©
% 60 - § 80 r
{33 40 g 60 r
20 | g 40 |
0 ‘ ‘ ‘ ‘ ‘ ‘ 20
0 30 60 90 120 150 180 0 I I I I I I I )
B5RE(40) 0 30 60 90 120 150 180 210 240

K (5)
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ABRIEOS : pH6. 8
(VN RV 485750(0]#x)

120 r
100 r
80
60
40 -
20
0 ! ! : : :

5 (%)

0 60 120 180 240 300
Fef (53)

ABRIEOS : pH6. 8
(/N RViE f557100[E1#R)
120 ¢
100 |
80
60
40
20 -
0

(%)

360

40 50 60 70 80

I (53)

0 10 20 30

90

ABRIE® : K
(S RVEE 1557 50E1HR)

120
100
3 80
B 60
?3 40
20
0e ‘ ‘ ‘ ‘ ‘ ‘
0 60 120 180 240 300 360
BEREI(5)
@ BT UEE20mg TAATR) (RREBRELAD
O RFULEE20mg (BEUERLF))

8} ORI AU 51T 2 B v
(n=12)

RV-3 /AOxtF U 5E20mg (BR8] OBFHEDICE T HEMUME
(FEBREAN R VRERFIOFIBFHEDLLE)

KRNV-3 /\OF 7 5E20mg TBE] OBEHEBEEICEITHEEME
(EHABREF R VRERFOFHBAHEDLLE)

BRI g
= N /A\‘{ 4 l
20mg [HIR] ' ¢ HE
[l Ak PRI P %
10 %y 34.7 39. 4 TN
pHI. 2 10 4> 90.7 86. 0 G
10 %y 42.8 39.8 PN
SEL P 180 5 88. 5 87.5 e
5 s 15 %y 41.1 34.7 o
pHE. 270 7> 82.8 85. 8 i
10 %y 49. 4 45.0 YN
K 90 /> 85.9 85. 5 B
3 5%y 41.7 39.0 YN
100 [al#is pHi6. 8 60 %y 83. 6 85. 6 A
(n=12)
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< A s A~ A PE >

Nkt T B bmg THRTR]

NuaxtTF U8 bng TBIE) (X, BARRBFEELERIZED bz \a Xt F o BEGE ORI
IZHEAE LTV Z LR ENTWD,

RERTE  BARIER T —GERBRE IEHERBRE O Rvk)
Y e

[Al8A55 « 4543 50 Rl

AR - v HEERES 1R, 900mL
TR HHRS © 45 RO H=EIT 80% L ETH 5,
RBRAE R ¢ 45 SR OEHERIT 99%~100% THh v . HKITEA L=, (n=6)

Na Xt F U8E 10mg [FHTE]
NafxtF U 1omg THVE] 11, BARERFEELERFICED b/ a v F U ERERE ORI
HEKICHEE L TWAZ ENHERSIN TN D,

REBAE  BARIEES  —RBRE EHRBRE OSRER)
ARG

[El§2%4 : 55y 50 [RIHR

AR - VA HEBRES 1, 900mL
VR HIBS © 45 OB =L 80% L L Th %,
SRR 5L ¢ 45 MO HERIT 94%~102% TH Y . HKIZ#EES L=, (n=6)

Ra T UBE 20mg [TBRIA)
NuxEFUpE 20mg [HR) 13, AARFERTEFELSRITED bivlo S a Xt F CHERIESE D%
HEICHEA L TND Z ARSI TV D,

RBRAE - BARIER S —EBRE EHERBRE (ONMvik)
ARG
[Al8AE% « 4543 50 (Rl
RBRTE - IR HRBREE 1k, 900mL
YA HHRS 45 PRIOEH=RIT 15% L ETH 5,
ABRAE R 45 RO ERIT 90%~99% TH v | BkIZHE G L7z, (n=6)

10. &5 - 2%

(N EBNDLBRGES - &, NEIERGES - 2RICET 51FH
LR

(2) %

(e X F B Smg[BIA )

PTP 1% 100 8 (10 $E X 10)
(RNuFtF 5 10mgTBHIR D)

PTP 433 100 £ (10 $£Xx10) 500 £ (10 HE X 50)
NTZ@EE R RVA) 300 B
(a2 F o 8E 20mg IR L)

PTP 4% 100 £ (10 5£X10) 500 && (10 4 X 50)
NZEEE (R RVA) 100 §E

Q) FREE
LR

_13_



b BEmDOME
PTP 214
PTP o — k : AUk =1, T I=U A
N R Ry 7Ly
SRR

1. BlERESNLIEMEE

YL

12. £l

Y LR
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V. BEICEEI HIEHE

1. HEEXITHE
OS2 - 5 DIKEE
ONn=ZyHEE
Oz EE
OHETREE
ONMER A FLABEE

2. PEXIIHRICEET HEE

5 %hee - DIRICBET HFE
(Ghae@)

5.1 H1H SHDEEIZLY, 24 U TOEE T, AREE, BRERDOY 27 3884 2% & o
ERHLTO, KAORGIZHIc-oTIE, VAZERXRXT7 4w "MEEETHT &, [1., 8.2,
8.3, 8.4, 8.5, 86, 9.1.1, 9.1.2, 15.1.2, 15.1.3 =H]

(HETLEERVIMEER FLAES)

5.2 HERLEE R OIMESR A N L ABEEOZWIL, DSM P Sy gk I A S EERIC
Fha L., BEEWT-THAIC0REETDHT L,

1) DSM : American Psychiatric Association CKEREMESS) @ Diagnostic and Statistical
Manual of Mental Disorders UWEHEABDZW « Fet~==27T )

3. RERURAE

() AZERUVHAEDMEER
(529 * 5 DKEE)
WEL. RAICIZ L H TEY %, SaxtF & LT 20~40mg 20595, #51%11H 10
~20mg LV BAME L, BFAIE LT 1M &I 1omg/ HFoMET 5, Ak, JERICEY 1 H 40mg
%R Z 7R O EPH CIE EHE T S,
(NZy O ER
WL RAIZIE L B L EYE#, SedkeFr~e LT 30mg ARG 5, 503 1 H 10mg
TS L, FRIE LT1EI L2 1omg/ Ao ET 5, ok, FERICEY 1 H 30mg 22
7RG O T S,
(RBEMHES)
WL RANZIE L B L EYE#, SedtFr~e LT 40ng 2R ARG 5, %503 1 H 20mg
LB L, FRHIE LT 1@ LI 1omg/ A ToMET 5, 2k, JERICEY 1 H 50mg Z#E 2
7o CoiE BT S
(HETRESR)
WE, RAZIE L H L EYE#, "uedtFr & LT 20mg 20532, #5131 F 10mg
FEAL., FRIE LT 1IEIT LT 10mg/ HEOMET S, 2B, ERICEY 1 H 40mg B 2
AR i G TN= 20 g B
(MEBRR KL REE)
WHERASIZ T H 1EY R SextF b LT 20mg 2 A&K54 5, %5103 1 [B] 10~20mg
LTV L, JFAIE LT IEIT LI 10mg/HToHET 5, 228, ERICEY 1 H 40mg 2B 2
72\ G R B .

2 AERVHEEDERTERE - 1B
BRI L

_15_



4. BERUVHAEICEET HEE

7. F% - ARICEET 3538

11 AR O G RIINER/NRE 725 k5. BF L ICHEICBE LN HRET S 2L,
7.2 FHIE LT, bmg #EIXBEXIITILFEOARIEHT L &,

5. BRERALIE

MEERT—2 /Ny 75—
ML

(2) ERPR SRR
AR L

(3) AR R RRHR
AR L

(4) RT3 5
1) EMRIERER
AR L

2) REWHB
AR L

(5) % - FRAEHIEER
MR L

(6) s RE {4
1) ERRBERE (—REARERE. HEERAERE. EARELREL) . WERSH®T
— 8 R—2HE. WERERERHABRONE
AR L

2) RBAZFHELELTERFPEDARXIEERL-AE - ABOBME
ARV

() Z Dttt
AR L
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\

EEHE(ICEY DIEHE

FHZCEEH HILEYMRITILEYE

BIRWE e b= OBV IARBERER Y

TNRFXH I~V A VBRI, BV T Y VBRI, = A 27T Ay o UREE
HE B0 H 5B DOREE - ZVIRFIL, B OEFIRLESRTLHZ L,

EEER

() YEFASRL - YEFAKF
SRu b F UHEBEIRRG2 e b= (5-HT) BV AAPLEERZ-R L, #RRRANO 5-HT
A B SE, KEROEEICX > T 5-HT, ZBED down-regulation Z#HHKTHZ &I12X V.
PO DER RO LZERMZR"T B2 615,

(2) ExhEE 4T 1T S ERAE
PO SEH R OMIARZER (wo2) @
SN Xt T UfE 20mg THTR) KOEYERA] (20mg §E) 12O\ T, 5 DfEM & BN AEH % Bt
L7z, 515 2ERIZ~ U 20 BRERERRICEK T 2 A8RM 2. STARLZ/ERIC DWW TIE ICR RMEE~
U ADH TG AEBNE LITERBRICBIT2BOEENT- T T A EOHMAE L LT L7,
i U 2, B L, T Ehinx v F ol LCREBERRTIT 1, 3. 10, 30mg/kg, T
AR LT TIX 0.3, 1. 3. 10mg/kg DB TRAKYG Lz, BBEARICBWVT, &
RIFNT A BARAF AR 28/ L. W 10, 30mg/kg TS G8F & bl U A E 208
BT (p<0. 05, Steel B EIIRTE), F/o, V7 AEBOELITHRBRCTH., WAL H
BIKFOICEVRB SN 7 ZAEOKERD S, WTnd 3. 10mg/kg TIHEHRH#F & g L T
BEENED LT (p<0.05, Steel FILHELIHTE) o

I I *

*

* . *
1 3 10

1 3 10 30
REERH ALSE o oo e

—_

00

~
[,
1

T EhEEE (B)
3
|

N
(4,
1

ROFEFLELTOREE
30 (mg/kg, p.o.)

(n=15)
*:p<0. 05 VREER 5HE & DL (Steel R L & LR E)
K7 T DI, B T AN O KBRSl
RVI-1 HEREF S S VIZERBR DI IOREBRERRICE TE50R

_17_



25

Eod

ﬁzo . %

X

N 15 - .

"R

XY * .

£107 *

HU

2 51

-

L

0 -
ROFEFLELTOREE

- 0.3 1 3 10 0.3 1 3 10 (mg/kg’ p.o.)
' R AO%€F 8 [89A)

(n=8~10)
*:p<0. 05 VAR ERE L DOl (Steel L E LI T)
KT DTIGNEFEEE, T AN O R IT P E
HVI-2 SHERMFNE K UBERF DT IORASRAEENE LITERERICS TR

(3) fE FASETUNER - LIRS
AR L
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VI. EYEREICEAY SEB

1. MPREDOHR

(1) SR LM I b A
LR L

Q) ERKRABR CHESIAOPRE
< AW IR SRR >
(TR ESE T D EWFH R EMERBR T A KT A TN T BB 487 B CERL 9 4F 12 A 22 H
). —EME ARARE 1124004 B CERE 18 4F 11 A 24 HAD))

Nt F o8 bmg [BTR) 28EL /ST LEE 10mg 188 (XXt F & LT 10mg)., /SaxtF
VHE 10mg [BAIR] 1 8EE ST LEE 10mg 1 88 (Nmex&F & LT 10mg), XiZ/tafxtF 6
20mg THAVE)] 1 8L /X% LEE 20mg 1 88 (e F 2 LT 20mg) %, 7 A4 —_"—ikizk
D EREEC AT AR R O G L iR N e e F RE A HIE Lz, 15D 7o 3K pEhie S
Z A—% (AUC, Cmax) (22T 90% (5 HE X A THEGHIENT 21T - 7o/ 3L, Wi iud 1og(0. 80)
~1log(1.25) ODFPANTH 1 . ZNEIUAI O LY FH RSN iR S iz 19,

(ng/mL)

4
—s— MHMOF+F ESmel HE x 2

e 285 2 LBE1Omg
3 i (Mean+SD.. n=31)

WEVh O S EEE
[3%]

1
e ]
0 , —a—_§ .
24 36 48 T2
=] {(hr)
EVI-1 5mg e 5RO MmMFFR/ QX F VEEHT
(ng/mL)
4 —

o O FLF rE10mgl HiE]
ceeeee ;f-ﬂﬁﬁfﬂrﬁlﬂmg
{Mean+5.D.. n=32)

EEEv b o S RES

1
0 ila HHHHHH L"""‘_“_;‘ -
0 36 48 T2
iR (hr)

RVI-2 10mg SeiX SO mIFF/ 00Xt F U EEHD
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—e— MO F+F E20mel iG]
o 2NE T IVEE20mg
(Mean+SD.. n=31)

24 36 48 72
¥ (hr)
RIVI-3 20mg $%13 5 B D MsEch/ SO %+ F o M EHTS

RVI-1 EYEFRE/NFA—F

e HIENT A—H BB INT A—H

o AUCt Cmax Tmax T,/

ik (ng * hr/mL) (ng/mlL) (hr) (hr)
SNa bt F UbE bmg THITG] X2 31 23.03+34.75 | 1.42+1.61 | 3.2+2.1 | 12.5+2.0
233% 2 UEE 10mg 31 22.92+32.41 | 1.51+1.86 | 3.9+2.3 | 13.4+2.5
SNa ¥t F U8E 10mg [HHIA] 32 24.09+30.33 | 1.54+1.42 | 4.0+2.3 | 12.3+1.7
233% 2 UEE 10mg 32 24.97+33.66 | 1.55+1.67 | 3.7+2.2 | 11.9+1.7
NI U 8E 20mg [BAYE ) 31 | 144.41+172.12| 7.71+6.35 | 5.1+2.0 | 14.0+4.9
233 2 UEE 20mg 31 |144.07+182.90| 7.27+6.30 | 5.7+1.4 | 14.4+5.2
Mean=S. D.

I3 EEAE ONT AUC, Cmax D/ T A — 203, HBRE O, (KIEOTRIBIEL - B % OB S
ICE > TR DN H D,

(3) thzgssk
LB L

4)BE - ftREOEE
MR L
LIFOWEND 5,
BHEROPEY
RERERR AT 20mg & ZERE IR SR 1% HLRIRR O 3% SR O SEY BN EER) /N T A — X IZEITBO LT,
BEOEBIRNEZEZOND GEAT—%),

CigsiE 30)-2- %
D7 =/ /7N)LEZ—)L
T/ ES—L100mg & 1 H 1[0 14 HERERE L, 14 H BICAH 30mg & BB A& S
e, MAEF Ra T D AUC KON T, ), IXZEI T 25 KO 38% A,
@7z=hrAV
Trx= A2 300mg & 1 H 1\ 14 ARIEES L, 14 HBIZARA 30mg 2 H[AIRE 0 # 50F, if
HEf S m Xt F D AUC KON T, ), 1ZZVE IV 50 J U8 38% I8, A4 30mg 2 1 A 1[5 14 A
MIKEEG L 14 HEIZZ == A > 300mg % B[R D& 5K, 7 == b1 @D AUC 1T 12%
5 R
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@V AFT v

A 30mg 2 1 H 18] 28 HFIE#HRE L, 5 22~28 HAIZY AF T 300mg & 1 H 3 [AI1E
OF G, EEIRBEICER T B30 1 F R B 1308 #5110 12K 50% 590,
@YX

VHEF L 0.26mg & 1A LA 28 HFBCEES L, #5 15~42 B BIZAHA 30mg & 1 H 1 [\IKE
DFR#GRe, EFIRREICISIT 2 VA% L0 O AUC 1E, SrF e F U Ot LY 15%HD,
®F Ot D FEH

TS )=, DTERA ULT Y, PIAXT L AT RARUIT V3 —L E OFEH
BT om T OEYBRICEBIA LN N T, Eo N axd e FUET LT 7 U v,
TYVRTTIRERT 2= " DOIMIFEZ R T FEERIZHELZ RITI 0o 7- (invitro),

VI 7. #H E/ER ) OTEESM,
BEYNRER/INT A —4

() R A&
F— A 2 MEHT (8 T VIR AFH 72 FEAT)

(2) WUIEE TE L
M E R L

(3) SR
LB L

WHYTFUR
LB L

(5) AT
LB L

(6) ZDith
M ER L

BEH REaL—L3v) @

() Rt 77k
REERR L

QTG A=A EFHER
BRI L

% UR
YR L
<BE. Ty b>
Mo fESRE R S 22 F U, BB XL OKIBTHI 65% LA EXNRIN ST & DMERH S 17,
VXiil
(1) % — A Ba P9 @ adE
B R L
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(2) % — A AEREFT BB
PR ER R L
VI 6. (5) 44w DOIESM

Q) Fit~DFITHE
BRLHICBATT 2 2 LG Sh T s,
[V 6. (6) B2¥Lm ) DIEHZM

(4) B~ DT
AR L

(5) T DD~ DFBITHE
YR L
1. ER 53 Hic 5 2
LT O®ENRH %,
Invitro Tt MIMKIZ VC Rk 1 & T ERE 2 IS L7 REO mER 3Bl 31X 51% 2L BT, ek
BATHRFRD iz,

(6) MITFPEAKEEE
A2V 2D
UTFOWENH D Y,
b MR S 2T 2D 100 XX 400ng,/ml & RINEFOMEE 2 R 7 fEERIZZENZFENR 95 &
WM93% (in vitroikEr),

6. H

() X B BB L B AR R
HEERR L
UTFOHERSHDH 17,
FREFEBAL - FT ik
RIS - R e 2 F I3 T A T U oAb &5 T CRBE M 2 R ORI B S
%, Zra U BRAIE. BIOWBAELE o THRtE L,

Q)R- ET 2EEFR CYPEH) OHrFiE. FEFR
T & LIRS CYP2D6 CREI SN D, 7=, CYP2D6 DIHEEM % & o,

Q) VEEBAMEDEERVUZDEE
M ER e L
VELEES R EZ T D GMNEADOT—%) LOoWENRH D 7,

B RBYDEEOEERVEMSL., FELSE
v MFIZa Y —2LEHW invitroiBRIZE VD . AFID CYP2D6 (%13 5 LEARRITHEBULE T
BV, sparteine DPAKFLIGEFEE L L2 Ki fEIF 0. 15uM TH-72 ¥

7. it
BB R OV 1R
BRI L
UTO®ERD S 17,
PEIERAL « JRAP IS & OVl
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Bt =R

HEER L

TR 3 Bl MC BRI IR N 1 T2 30mg & HEIRE O 5 LR D i REIE, &% 5% 168 Kb
PINIZE S EOR 64% B RAITIEE A SRE & LU CTHEIES 3L, FHPICIEH 35% 235 it X 7= (4F
EANDT—4) LORENH D Y,

8. FZIVARKR—E—IZEHT B1EH

BN -3 YA

9. BMZHIZLBAKRER
MR L

10, BEDEEZXEITHEE
MR L
LUFOBENRD 5,
Ol T

BERERSERY (VLT F =7 U T T AME 30nL/ A . AP EE O R L O AUC O
KPRD LN GREAT—#) 2,

ONFHRErE E B E
JTHERERS E BB I ITHERE IR T O E IS U T 20 XIi% 30mg 2 1 H 18] 14 B BIER O & 51, 1
HEPEEE D 5 T, , DIER K ONAUC O ARRD Sz GMEAF—%) 2,

@il

T R i i (65~80 %) |2 20mg % BAL[AI% 11 15 515 0D i B Hh R FE8 1 3% 540 6 IR 7% 1 Cmax 7. 3ng/mL,
T, 1% 18 H5RH 2,

1. Z0ih

FE L
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Z&e EALOIESF) (CEYSHIER

ZERNBEFDER

for gt
&8

BOYTEREL 1~18 ROKS DORUEETBEEMRE LTS EARABRARICENTHEIME
NERTEEN>EDHE. T, BRICETHIVRINEBEMTSHEDHBELHAHDT, K
Bl 18 mMRBOKS DRIEEFTEEICKRS T ARICITECZREICKRFAT S &,

[6.1. 8.4, 9.1.2, 9.7.2, 15.1.2 1]

—_

SREEZTDEH

ER (ROBEIZEIBELEWNI &)

2.1 AFI ORI xt LimBUE OBEERE O & 2 BE

2.2 MAO BRERIZ £ 5-H & 2 W e G- ikt 2 BN OB [10.1, 11.1. 1 B8]
2.3 VY NEREHTOBEE [10. 1 ]

MAEXIFRICEET X &£ TDEH
(V. 2. SRS R BIE T B B 25T 5T L,

RZERUREICEEYT FE L TOEH
(V.4 IR O RICBIE T 5 k) 2505 L,

EELGERIE L ZTDER

8. EELREARNEER
(Zheeki@)

8.1 IRK., ®FWERHLDLNDZ ENHDHDT, HENEDERS G Z £ D ik 2 B ET 2 B
I HoERSED 2 8, 2o OIERITERBEBREIICZ < ATV D,

8.2 S DEREETHEFIIMESENDHY ., AREROBZENRH LD T, ZO L5 REHIX
B H BRI 5 NG B2 AT T 5 BICITEE OREROIREDO L 2 EER BET D
Z&,

B DO - 9 IRIELIAN TAAIDME G & 72 DM BB W TH AREROBZENAH Y |
IHIZHDH - I DREBEMNILALHLDOT, ZOLIREBEFICHERERBELRZNB LK
H59235z2&, [5.1, 8.3, 8.4, 85, 86, 9.1.1, 9.1.2, 15.1.2, 15.1. 3 &]

8.3 72, ke, WE, N=v 7 RE. AR, SREE, BoE. BORVE, BEIME, T U T /b
MUEBEIAR, B BRERL Db ZERREINTWD, Fio, RRBERIZH LTI
RS, ZIUH OREIR - FTEN A Sk LIIERNIC B W T, R B OB T H RS, B,
fFETANME SN TND, BEORBROWEOZL A EERBIE T BT, Zhb
DFERDOIENBE I N5, REELZHEEET, RAICBEL, TIET 57 LY 7.
WEZITH>Z L, [5.1, 8.2, 8.4, 8.5, 8.6, 9.1.1, 9.1.2, 9.1.3, 9.1.4, 15.1.2, 15.1.3
Z ]

8.4 HHERAN (FFIZK D DWMERELE) IZBWT, AFIRGPICHZATE (B&EZ, BEAe
) OV ZA7BNEL 2D AREERREINTWDZD, ZNbDOBEFICESGTHHAICITER
BT Hs 2L, [1., 5.1, 8.2, 83, 85,86, 9.1.1, 9.1.2, 15.1.2, 15. 1.3 ]

8.5 AZRBMTOWMERMZM <D, BREBERDRD b D BE AT T 2855121, 1RGO
T A AR/ NRICE v n 2k, [6.1, 8.2, 8.3, 8.4, 8.6, 9.1.1, 9.1.2, 15.1.2, 15.1.3
Z ]

8.6 FIEHICHASIES AZMK, HE, BB, 5SS OTEI O b & O BB L
HHLID Y AT FIZONWT o E TV, ERE BEIOEREZIRY A5 X082 L,
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[5.1. 8.2, 8.3, 8.4, 85, 9.1.1, 9.1.2, 9.1.3, 9.1.4, 15.1.2, 15.1.3 ]

8.7 HG ik (FRZZBAROHIE) IEEICEL Y, DFEV, MEREE G5RE. BRya v 7
BT, HRSE) | RMEIRFESE (BE2L2Ede), A%, B, BE, EERESE. EK. Rk, 5L,
. SR, THIERH LI ERH D, EROL IEERGHILEZEALUANICS b,
BIENOHERETH Y, 2 B TERIRT I8, BFICL o UIEETH o720, F7o, FIEE
TIZ2, 3 AULEDPNEHAELH D, ZNFE TITHELNEEN ST NS OERITHRYIKTT
WEDHLDOTIERNWEEZLN TS, [156.1. 1 ]

AFNOWE TGP IEICEE LT, UToSICEET S &,

RO BE G IR ERET A Z b, W AEPIET AT, BEOIRREE R0 b HOER U3 s A
DT TIRAICET D Z &,

PRI T AL Smg BEDE L BB TS 2 &

- BRI E FIRRICH 2 S W SR BL L 72358120k, BEXIT T ks A&l TS
EEREAL, L0ECHICEET DL EEamatd b2 &,

- A ORI CTARIORAAZ T IET S 2 DR 0WE D FoRiRERREA2 T2, £, AR
LD ERRoDFEN, HREEEDIERDBETHZ N LH7-0, BHFICLTHERINT
EBYVICRHT L9 ETHZ L,

(329 - 2 DKER)

8.8 Ko DW=t Y — NiE, MMM EOYIFIEIR Th 2 FIREMENH Y . HL O DA TR L
et BRSO R L EL AR T EN—HNIZA BN TN D, o T, MBMERE % i
IR+ 52 L,

MEBR FLREE)

8.9 MMEHZR A ML ARFBEIZBWNTIE, JEROBIBE 3B L, AAZEBREEL LN
£ 9. EHRNCAAO R EARGEDO BRI ONWTHET 2 Z &,

6. BENERZHI HEEHICHIT IR

() EHHE - IEEZEDOHLHESE

9.1 GHHE - EEEREDHLEE
9.1.1 BS>DOREE

s, BRI ObNDHZ NS, [6.1, 8.2, 8.3, 8.4, 8.5, 8.6, 9.1.2, 15.1.2,
15.1. 3 M)
9.1.2 BRSEXIIBERLHOBREFNOHLEE. BRSEOHLIESE

BASE, BREM O DbNLLZ ERHDH, [1., 5.1, 8.2, 8.3, 8.4, 8.5, 8.6, 9.1. 1,
15.1.2, 15.1.3 &&]
9.1.3 HNOFBEHEEXIIMERAENDRRDOHLHEE

FEHER 2B IS5 2 08355, [8.3, 8.6, 9.1.4 5]
9.1.4 HEIMASVHEEELZETLEE

FEHERZ BB S5 2 0355, [8.3, 8.6, 9.1.3 2]
9.1.5 TALADBEEDHLEE

TADAVRBIERHONDZ ERB D,
9.1.6 HZANEEE

BENS bbb Z &R D,
9.1.7T HIDBRMEZEHHEEIZHAL TSI ESE, HIMERXIIEOEZRRDOH SEE
FEJ& R Ok . (BB IaE) & ShTnsd, [10.2 ]
9.1.8 0T HRERXIFZZDERERNDHLHEE. DMEEXIZTOREEOHLHESE

QT FRIER 2R ZT8FNNH D,
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Q) FHkpelEERE

9.3 FrikRElEE RS
9.3.1 FEEDHHEE

MEEEN FHT 22 0855, [16.6.2 BH]

() £IEREZERT DF
HIESh TV

(5) 1E47

9.5 114w

ﬂﬁX@ﬂ%LTDéﬁ%@®%éﬁﬁKm\%ﬁiﬁﬁﬁﬁﬁﬁﬁﬁ%iﬁékﬁméﬂé
BEDOBAFOEE 2T D2 L, £l KA HITHERAHA LCS A1, &Gk
ﬁﬁ%ﬁi%%k%%éhé%ﬁﬁ%ﬂ\&5%$E?5#\ﬁ*ﬁﬁ%%M¢é_&o

S0 T WA OEFEICRB T, IR | = EICAA & 3 G S 7o e tE s e L7 E R T

SEREE . FROLMEREE (OEXILEFRXRESE) OV R8Nl 2055 1 5
OFAETIE., —FEMCB T 2HAEROLMERET ORAERIIN 5 THLHDOITK L, SaF
v FUREE H#@%%ifﬁm IR 2% EMEINTVD

5.2 FEIRARINC AR 2 42 5- ST LetE s HIpE L7 A R ds T Pl Sk, 777

—B, LM, TAMNARRIEIE, IRk, S BRI T X3t KT, K2 Gk,
Frfe7enz & R, EAR, FEL (RARIR, WFLEE . WEeE, KBS ORERDR H & bl &
DWMENRHY | ZhbDL IXHFERSL ULHER 24 R £ TICRBLL TW e, 2B, ZbH
DKL, FERIE D D W ITIEMBETSER & L TG SN HGa b H D,

.5, 3 WA DEFHEIC BN T, EIRTICAR 2 G @R e b= FIRVAZLEA 2 &5

STz MEDS HPE U 7 AR A 8 O T AR GBI MG & L ESE D U R 7 B3N L 7= & ol
HoH 10, ZDHb 1 OOFETIE, IR 34 WUKEIC A EN -8 A RIS % B R VB IE M i
EMLESERAED U 27 L, HERH OB G Tl 2.4 (95%EHEIXM 1. 2-4. 3) . FFIE 5] & 0%
HOEETIL3. 6 (95%5HEXM 1.2-8.3) ThH-o7= ?,

(6) 2L

9.6 2R

TBIE O ER ORAREOF R EZEZEE L., IO TP IEZBEd 5 2 &, A
DBEIZAAF] 10~40mg % 1 H 18] 8 HFELA EXER DL L2, #5208 19033 H~%
ITLE2 (BMEAT—4),
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9. 7.1 /IR ZRkt5 & U BERBRBRITFEM L TRV, EHIH 5 L3 E~DEEIZ SN TIE
MatEhTunany,

9.7.2 ¥EAN T L7z T~18 kDK D D PEREFBEE DSM-1IV IZHB T 508 2xReE Lizr7
AR R OERRRBRICIB D TARBIOFNEN B TE R T EORERH D, £z, T~18 1%
DK D OfF RS, MIAMEREE, R RLEERT E MR L LR A£G LR, 2%
b o7 T RBED 2 5L EOBE THE SNIZAEFRIIUTOLEBY THoT-, [1. BH]
C RFIE G RAEGR, RER, VT, EENRZ, R, WM, FEALE (rx, KoL,
B, BESIE, BEEXE) ok, BEASE., BREABRIZEIZ 12~18 DK I D kS A
FHC, Flo, BGE (WM, BT, B0 ) I XFEICTHREMERE T 12 A o BE T
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9.8 SErE
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[11. 1.5, 16.6.3 4]
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10. fAE{EF
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]

() HRAZEESEZEDEH

10.1 EREE (BFRALBWLI L)

T4 & BRRIER - H1E 1k BEFY - fEBRR 1
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77 47F) Fio, KFlOE G 1% 2 EH
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e R QT ZE . DEVEAREKAR (torsade| B E Y K (2mg) & OPFHIZ L D .
[2.3 ] de pointes Z&ie) HOEER|EEY NOMPPEEN EH Lz
DRME R ORERN S bbb |2 ERHEIN TS, AREIHM
LBRENDRD D, JHEig D S G EESR CYP2D6 %
FAET s Ik EEBELZLN
2
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i (AF LT —)

INHOEYE AT DERIZIE
BEE+DIIT9 2 L,

A4 5 FEPRAE IR - & 1A FEFF « faliN 1
tu h=MEREFETHEA o h=ViERESEORe F=fEICEe b= EAREET
RER Y T A NERIWZ L BIERDRH b b |5 BZ0hn b5,
BNt = HRYIAR|Z EBH D,

AFNTF A == MK
WX MAO FREERZEB T 572
O, e F=AEHBHERI N
)

7 x )T T VRS A
)T 2

Y ARY Ry
[11.1.2 ]

b OFURE A & O OIS
O EMERENH HbILD B
TNDD D,

b DA O R S HE R &
Ao, mEHER, HERSMEIERE O
FEINHE SN TV D,

A5 Hl

U TTF U R
VU TTF D R
7T VIR

N

—BR
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e

CNSEFOIERRHER SN D
BEWRDHD, AXTTIL
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T, OFREGIC L0 #EFE RO
2 U AR OREIRDS Hl ST
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PUAZEERA
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7 VA = REERRYE

B —EHT A
FEo—/L~v LA Ut

N HEBOERANER SIS
BENKZH D,

A S e > 3R Wy 4% 3 s 5
CYP2D6 #PHETHZ &1L b,
BEIC L > T2 5 A o 1
HIREN EA T 28200 H
2o

N7 2 FVr oI &
V., LT = F T o E
DK 6 RN U722 & A &
nTn5,

VAXY Foeoffficky,
U ANRY R R ONEERE O
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EEE STV S,
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2
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HFRHICEZY T FEXEFOM
FRENEALZLEOREND
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A F 25 BT i o 3K W) (% B 5
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E26N05,

REXL T ol T U

ZEX VT = OGS
NoHBLENDRDH D,
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NI LT DWEDRD D,
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1. 8l
ROBWERRHHOND ZENHDHDT, BEELTHIATV, REDBED LN EGEITITRS
I 57 EWEY R LE 2T O 2 L,

(D EXGEMER & HER

11.1 EXGEIMERA
11.1.1 20 b= U fEREE (BEARH)

R, fEE B SEEL. SR, KT, A7 v XA BT, BRIE, HR. REERS S
PNLIBENRDH D, Er b= AEAFE L OOFHRFICHEIT D AEEENE < R 570D, FRZHE
BET5Z L, BEBRDOONIHEICIL, 55 PIEL, KoMieEOLEEHL L HI2HY)
TAVEZEITH Z &, [2.2, 10.1, 10.2 &P]
11.1.2 BUAEEE BEARP)

HEENIRER, SR OFRIRAI, WE TR EE, SR, MEOLE), FEITENEI L, FII5] EhE 3
BN OENDHEAEND D, TUEMHHRAE OFRAKFICHSbND ZENEN-D, FCEETS
b, BENRRDONIGEICIE, UL ORI OG22 1E L, (KRG EL, KoM
DOEFEEL & HITHYRAEZ(T S 2 &, ARERBRFIZIT, AiEROHEMCMmE CK o E5F7-23
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Z M
11.1.3 &E& (0. 1%A£75) . $8E. 8. TAE (WTHHHEEARH)
M1.4 hHEMHRKRIFEFEFASE (Toxic Epidermal Necrolysis : TEN) . FEJ§ %5 R BR fE 1% 8%

(Stevens—Johnson SEfREE) . ZMAIBE (W 4L BHEAH)
11.1.5 mFIRAILE DR EE 7 WAEIREE (SIADH) (BHEEARH)

FIZEIEIZBNT, KT MY U AMGE, EEERH LIS Z ENHEINTND, BEN
BOLNTHEITIE, BEEFIE L, KOBROSI REEY 2L EZITH 2 L, [9.8 &E]
11.1.6 EEGIFHEEEES (WEARH)

JFARA, FEE, R, BEERL LD Z ENH D, LEIDE U CTHBEREZTVL, A
WRRD ONTHEICIE, EEFILT 2 HFEMEY)RAELEITH 2 L,
11.1.7 HEERARAE (BHE )

AR, A&, K B, MR ORFIF ey FERHERS bR -SAaIci, &5 4%
U, BYRAEEITO Z &, £, HEEHRAEEIC X 2 BEBEEORIEICERT S Z &,

11.1.8 gk (2.4%) . m/MRED (0.1%) . RMmBKED . BEFMIKE (OF0LHEAR)
MERAEFEDOBEEZ T3 1ATV. BEPRBD SNGEIZId G2 Pk L, WY R0 217 9
N

1.1.9 73274 53F%F— (BERY)
TFT7 4 7% — (BB, MEMRE, HRNES) DHobhd I b5,
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SRR

Z DA,
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RERN, MyEL Y v LA EH, RE
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1L iE

B At AR, A
PEpE CRIEF= i, A #255)
1) NREHEESORS, M/ NEFORMESMER-ETHY . ERAES 2 L%
VY, TR RRB AR B B LIIC B L300,

1 2) MAMEEEEE 2R E LI AT TORKRERIZIS T 95 Fi 6 B (6.3%) (ZHHFIELE
S OMERRRE R 380 LT,

R ERRICRITTE

REI LTV
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13. BERE

13.1 IR
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PTP GlZEDIEANT PTP > — F 2LV ML TR T2 X 98T 52 &, PTP v — FOFRERIZ &
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15. 1.1 AW, 1 H&E 10mg 972 1 A HIFE CliE L 20mg T 1 @A e Gk L k9 5 i
L % FEhin U 7o BRI 22 2651 L 72 fE SR . RO S 3 P LR ICBI R SN A EFROBE
1% 30%, 7T BREHL 200CTH o7z, & HIC 10mg £ CRERT 2 WiEiE &2 i L7- 7~18 DR
FDRGORER TIIAA] 32%, 77 2 HREE24%Th o7, [8.7 5]

15.1.2 ¥ALCHEH SN =K D DRMEREFELE O MIREEZ AT 2RE 2 5L Lz, AF%2 &8
BoHt o SR OEH 7 Z & A REE KRB OMETERIZHB W T, 24 LT OBE TIL, BER
BRHBZEXOBIO ) A7 PP ARG TT 7R I L CTE -T2, 728, 25 W%
U EOBFIZB T2 HZGESCHREXOREO Y 27 O EHIFED 5T, 65 mll Eickn
TIEEDOY 27 083 Lz, [1., 5.1, 8.2, 8.3, 8.4, 8.5, 8.6, 9. 1.1, 9.1.2 ]

15.1.3 WAL CHf SN REMERZ /T HOMANBE 23R L Uiz, RKFIOT 7 & R R ERA R
OREHER LV, KO OFBEREOERZIZBNT, 77 B R L i L CARAIR GO A
B DOFRBUHE D FEHFHICH RIS E o T2 (RAIF 58 3455 fil 11 il (0.32%) . 77 &R
AE 1978 5l 1 41 (0. 05%) ), 7235, ARAIF GHETOME DL 1L 18~30 D HEE ThH o7, [5. 1,
8.2, 8.3, 8.4, 8.5, 8.6, 9.1.1, 9.1.2 BH]

15. 1.4 I 50 Ll B &3P RICE S LA OEFRHEICS T, BRWERr h=2FERY A
HPAEF L N =BR R0 0 SH 2 Gl o DAl 2R SNBET, B0V AN ERLEZE
DHEND 5,

15. 1.5 s C oM SN 7B R IZ IV T, AAIZ SRRt r b= FRHY A ZBRE A DK
TR LS, ZRRICHEL 525 R r G S Tn s,

(2) EFEERERERICE D C 1B#R
BIE STV
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JERRPREABR B9 4 1EH

I ER

(1) ENFEEHER
VI S FEEICBE T 2T | OHEZM

(2) e EEEHER
BRI L

(3) E D> FEEHER
REERR L

HEaER

(1) Rz 55 4HER
<mtEBR (wv2) >

R ¥ F BE 20mg VG 2 3t F L LT 30,100 O 300mg/kg D & T~ v A (ICR,
5k, 1RE3IL) ICENENHEROKBE L, 2o EsEEs R LT,

ZORER, 300mg/kg BHHETHEANLEGH 1 HIZHIT T, 2/3 fIOFRTHEO iz, —i
AEETIX, 300mg/kg & G-HE TR G4 3 REMLAREIC B S EB) LAE, Sfiirt, PRI
TR A SN, &E5% 1 BHD 7 HOERH EFTERFEIIRO -T2, IKEIT,
300mg/kg F GHECTHR G 3 BT RRO b, &G54 7 BIIXEE Lz, 5% 7 B
R, 300mg/kg # 5B THIMROBMENTRD HILTZA, 5% 3 HOEKRERDICHE D kMK

ft&BR BN,

30 X TN 100mg/kg #EEGRETIE,. WTNOBREICEWTHZBLITRD bR o Tz,
LL k. 300mg/kg $¢ 57 C B & EB) TLHEC S ISP ZE O WM O FT R3FE D v, 2/3 BIlOFETE 13 A
HALT=AS, 30mg/kg &N 100mg/kg ¥ 51 Tl

(2) RS HEHR
LB L

Q) El==MHER
BRI L

@) AR ER
BRI L

B) EEFRESF MR
BRI L

(6) BRI
DR L

(7) Z DO FHFEN
AR L
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EEMFEICEAYT HEEB

HE X5

® A Xk T 5 Smgl B JISE A5 R
Xt T U 10mg A [ IE- iy AV ST
a2 T UHE 20mg A | PRI AL B
) FE-EMEOMGFEICIVERT L

HERSY 730 v F R KT A

AxhEAM

AR : 34

BEIRETDITE
SRR

kW EDFEE
FRE STV R0

BERITEHM

BEREELTA R <)
<FvoLey el
Z OO BEETEM A

FI—F% - FME
[l — sy 3R« /326 S LEE Bmg, /3% T LEE 10mg o O3 3 LEE 20mg
2 B LRI I v~ AV, BV NI ) UHERE, =23 2075 Ay o TR

EREEFAB

1990 4F 12 A 2

(TXI. 2. =DM OB#EEE ) OIEEMR)

HERTARRDFABRUVARES, EMELRFEFAH. RchBEAR

Hr7E4 BOENGTAGREA R KRR HEAMEENEEA R | IRFERAAFEA B

NaxtF obEbng [BHVG] | 201242 H 15 A 22400AMX00296000 | 20124F6 H 22 H 2012426 A 22 H

N xtF U5 10mg THRTR) | 2012422 H 15 A 22400AMX00297000 | 20124F6 H 22 H 201246 A 22 H

S\ Xt TF UFE 20mg THRTR) | 201242 H 15 A 22400AMX00298000 | 20124F6 H 22 H 201246 A 22 H

MBEX (IENERENM. AERUVAZEZERTENEDERAARUVZOAR

ZhAE « WKL OHE - HEO —HZ T AR (2014 6 H 13 H)
BMEoghEE - RO - AR AL EE

BMsnHE - HEO -

WL, RACIZ I B LRSS &%, SuaxtF b LT 20mg 2R N5+ %, %5016 10mg kY
BtA L., JFAIE LCI#E T LI 10mg/ BT OMET S, 728, EWRICED 1 H 40 mg 2B 2720 #
DH G BT D
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BNES=zhae - 21RO - SME#Z A b L R EE

BMEh-HE - HEO

WL RRACIZ I B LR &H%, SaxtF b LT 20mg 2R NO#54%, #5131 10~20mg
EOBsL, FAE LT LI LI 10mg/ H SO ET 5, 2, JERICED 1 H 40mg 2 2 72
VN Ol B R D

10. BEERRE. BB RAREABRUZTOAR
YL
11. BEEHM
YL
12. #=ZEHMSIRICET 51FH
AHNT, FEEBIFICB T 2 HIRITED HILTVRY,
13. £#@Ea—F
P — JE A= 57 A8 SEAG K e S L7 NERa— K
f—4 (Er4) U o — HOT (9#7) & & (%)
o X T R Y SmgdE 1179041F3010 622473700
e BEREES =2 — K e MERa—R
e (12— k) 121338601 ()
Rt F o bEbng THIE] 1179041F3230 622133801

A6 H 3 H 5 AR BE SR 60 5 MM ORM GEEiELE) O—MEAWIES M) ICXDEE

. JEA T TN | ERERE S o — N - o L7 MERAE

W5E44 e . . HOT (9#1) &= | . _ .

I E S = — R Y] =z— k) AT Afa—R
Re ¥t F U8E 10mg [HATE ] 1179041F1300 1179041F1300 121339301 622133901
Rt TF 8 20mg [HATE) 1179041F2307 1179041F2307 121340901 622134001

14, RER#GHT LOER
RANIRHEHIN L OB RERR T 5.
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XI. X#k

1. 5B

1) Use of stems in the selection of International Nonproprietary Names (INN) for pharmaceutical

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

14)

15)
16)
17)
18)
19)
20)
21)
22)

substances 2024 (Stem Book 2024) (World Health Organization)

B \YOE AASE R 5 RS L JPDT 2021 (BRA4ETIE D)

-\ IF B R3S

Sua Xt T UFE bmg [BVG] OZEMEICET 286 ((ENEELD [D000685]

Xt T FE bmg [BVG] OwWEERERIZEET 28R ((ENEEL) [D000686]

SNuXxtF U8 10mg THR] OLEMRICET &R (&R [D000679]

Su Xt T UFE 10mg TR OwilRBRICB T 2 &8 (FENEERH [D000680]

a8 20mg TR OREMICET &R FNERH [D000682]

NuaxeF UbE 20mg THVR) OwESHERICE T 28R (&R [D000683]

Nm Xk F UBE bmg THE] OBHRERICET &R ((ENEEE) [D000687]

ek F UFE 10mg TR OFEHRBRICET 286 (&R [D000681]

Sm T bE 20mg [BG) OVEHRERICET 2% 8 (FNERL) [D000684]

e %t F U BE bmg- 10mg-20mg TAATR ] OF M (H AR s ) (B84 5 &k ((ENE R
[D000073]

AN S FAB B E > AT A <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2025/7/28 7 7 & R)

RINEAR fil : 2 & B8 49(3) 283-287 (2012)

PWH B il : BRARIEER 43(2) 57-64 (2012)

P3RS IR R EAE REE [3E0B] BAIR 2 124-143 (BRAZHCI1E D)

Crewe HK, et al. : Br. J. Clin. Pharmacol. 1992 ; 34 : 262-265 (PMID:1389951)

Chambers CD, et al. : N Engl J Med. 2006 ; 354 : 579-587 (PMID:16467545)

Kdllén B, et al. : Pharmacoepidemiol Drug Saf. 2008 ; 17 : 801-806 (PMID:18314924)

Ohman R, et al. : J Clin Psychiatry. 1999 ; 60 : 519-523 (PMID:10485633)

NuaxtF UbE 20mg G OROKGIZ LD~ T 2% Hv 5 BRI G- 530 (FENEED
[D000688]

2. TDDSE
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XO. &5

1.

FHNAETORERTRR

WA CORFRPUILL T O LB ThHh D, (2025 47 A BIE)

=4 WR5E4

P NES| PAXIL 1E 7>
) EFEMEICOWTIE, T4 B ZABRO R WEENRGEL TV 5,

AFNCHB T HHE - ARIEILTFOLBY THY | I TORRIRI & 1T R 5,
6. Az A=

(329" - 3 DKEE)

WHEL, RAICIE I B LEYE#%, SadteF b LT20~40mg /% 08545, #5013 1E 10~
20mg XV BHAE L, FHIE LT 1T &1 1omg/ BT OB ET 5, 72k, ERICED 1 B 40mg Z
27RO o R S

(NZy I EE

B RAIZIZ T A L RS R%, SefxkF e LT 30mg ik ARE54 25, %503 11 10mg £V
BRtA L. JFHIE LT 1 I &I 1omg/ H D &ET 5, 728, JERICEY 1 H 30mg 2 X 720 El
[ERGTENER: 1 A

(GRIBMEE)

WE. RAZIZ LB 1EYEH%, SaxtF s LT4mg 2% N%5E59 5, #5013 1[5 20mg LY
Bt L, JFRATE LC1 BT LI 1omg/ BT OHET S, 28, ERICTED 1 H 50mg 22 700 i
P Ca BT D

(HEFRESE)

WE. RAZIZ LR LIRS %, SaxtF e LT 20mg 2% N0%E595, #5013 1H 10mg LY
BIfG L., AL LT 1B LI 1omg/HTOMET A, 28, ERICEY 1 H 40mg 2B 2 7008
[ERGENES: 1 e

(MEBR FLREE)

WE. RACIE T H LAY R%, SextF b LT 20mg 2 0&%5 45, %5031 A 10~20mg
FUBAtAL., JFAIE LT 1#Z LI 10mg/ BTS2, 2B, JERICEY 1 A 40mg 2Hx 7
NP C i BT D
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2. BN E T HBRKRIIEER
(1) B9 A¥EMEHR (FDA, A — A N Z U 7 53%H)

AINZBIT D EOE R EAT HEEICETHEE 9.5 4w 9.6 3w OHEOLHEHITILLFD

EBVTHY, KEORMIE, A=A T U T LIRS,

I . B ENEREZFAIHEEBICHTHER

9.5 T4
IRl SATAENR LTV D ATREME D & 2 e MR, 1R LB N4 RE 5 &flr S 256
WCOBRRBNOEGZBRMGT 52 &, £, REIEGFICHERSH L7256 120%, &5 TR
b Ll X DG AEDSMNE, B EFIET D0, REBEEEE-TDHZ L,

9.5. 1 VAL OFEFEFAEIZIB T, AR 1 = PEHICAR &2 & 5 ST o2 e U 7= BirE R cide R
B RS OMAEREE (ODEILEPRXEE) OV A BREMLL, 20955 1 2OHET
I, —EMIC BT 28 AR OO0 E R EE ORERITH 19 THLIOIZ L, NextF gk
REDFARITH 2% HE SN TV D,

9.5. 2 WEHRARIIC AR &2 5 S i=etEp e U= BB VIS BT FEI M) 0 F7 ) —E8 |
SRR CAMARRRIE, R, FERIN N XTI, KT, K & BliMPE, Fgind7s
DL, FEIR, EER, FEN (NAE, EELEEE, R, RIESOERS S S bz L OWMERH Y |
INBHDL ITHEEES T HESE 24 BRIE TICRBE LTV, B, Zh bR, #HAER
R D B WITEYBEBER & L TIESHEZEA LD D,

9.5. 3 VAN OEFEREIZB O T UHHRTICAA 2 E TR e b= R AL ERZ &5 Sh-
e P L7z B A VI BV TR E VGEREME I B L ERED Y 2 7 SN LTz & OWERH B 1%, =
DHH 1 OOPETIE, FFIE 34 LRI AN =B AR T B FiA B EM S L EER A U
A7 HiE, HRFH OB GCTIE 2.4 (95%EHEXME 1. 2-4. 3) . IEIRFI R OB O 5-Cld 3.6 (95%
EMEXE 1.2-8.3) Tho7= 2,

9.6 3L

BEEOFRER OHAREOFIREELZE L, BAOME XTI 2B 5 2 &, FimoEE
[CAH] 10~40mg % 1 H 101 8 HREILL EXERO#E Ui, &G EBOK 13t~ Lz 2
BEANT—4),

HH g LA

KEOEAFFCE | 8 USE IN SPECIFIC POPULATIONS

(2024 #£ 11 H) | 8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnhancy exposure registry that monitors pregnancy outcomes in women
exposed to antidepressants, including PAXIL, during pregnancy. Healthcare providers
are encouraged to advise patients to register by calling the National Pregnancy
Registry for Antidepressants 1-866-961-2388 or visiting online at
https://womensmentalhealth. org/clinical-and-researchprograms/pregnancyregistry/
antidepressants/.

Risk Summary

Based on data from published observational studies, exposure to SSRIs, particularly
in the month before delivery, has been associated with a less than 2—fold increase
in the risk of postpartum hemorrhage.

Paxil is associated with a less than 2-fold increase in cardiovascular malformations
when administered to a pregnant woman during the first trimester. While individual
epidemiological studies on the association between paroxetine use and cardiac
malformations have reported inconsistent findings, some meta—analyses of
epidemiological studies have identified an increased risk of cardiovascular
malformations (see Data). There are risks of persistent pulmonary hypertension of
the newborn (PPHN) (see Data) and/or poor neonatal adaptation with exposure to
selective serotonin reuptake inhibitors (SSRIs), including PAXIL during pregnancy.
There also are risks associated with untreated depression in pregnancy (see Clinical
Considerations). For women who intend to become pregnant or who are in their first
trimester of pregnancy, paroxetine should be initiated only after consideration of
the other available treatment options.
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No evidence of treatment related malformations was observed in animal reproduction
studies, when paroxetine was administered during the period of organogenesis at
doses up to bOmg/kg/day in rats and 6mg/kg/day in rabbits. These doses are
approximately 8 (rat) and less than 2 (rabbit) times the maximum recommended human
dose (MRHD - 60mg) on an mg/m® basis. When paroxetine was administered to female
rats during the last trimester of gestation and continued through lactation, there
was an increase in the number of pup deaths during the first four days of lactation.
This effect occurred at a dose of 1 mg/kg/day which is less than the MRHD on an mg/m?
basis (See Data).

The background risks of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies have a background risk of birth defect
loss, or other adverse outcomes. In the US 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

Disease-associated maternal and/or embryofetal risk

Women who discontinue antidepressants during pregnancy are more likely to experience
a relapse of major depression than women who continue antidepressants. This finding
is from a prospective, longitudinal study of 201 preghant women with a history of
major depressive disorder who were euthymic and taking antidepressants at the
beginning of pregnancy. Consider the risk of untreated depression when discontinuing
or changing treatment with antidepressant medication during pregnancy and the
postpartum.

Maternal Adverse Reactions
Use of PAXIL in the month before delivery may be associated with an increased risk
of postpartum hemorrhage.

Fetal/Neonatal adverse reactions

Neonates exposed to PAXIL and other SSRIs late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube
feeding. Such complications can arise immediately upon delivery. Reported clinical
findings have included respiratory distress, cyanosis, apnea, seizures, temperature
instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia

hyperreflexia, tremors, jitteriness, irritability, and constant crying. These
findings are consistent with either a direct toxic effect of SSRIs or possibly a
drug iscontinuation syndrome. It should be noted that, in some cases, the clinical
picture is consistent with serotonin syndrome

Data

Human Data

Published epidemiological studies on the association between first trimester
paroxetine use and cardiovascular malformations have reported inconsistent results;
however, meta—analyses of population—based cohort studies published between 1996
- 2017 indicate a less than 2-fold increased risk for overall cardiovascular
malformations. Specific cardiac malformations identified in two meta—analyses
include an approximately 2 to 2. 5—fold increased risk for right ventricular outflow
tract defects. One meta—analysis also identified an increased risk (less than
2-fold) for bulbus cordis anomalies and anomalies of cardiac septal closure, and
an increased risk for atrial septal defect (pooled OR 2.38, 95% CI 1.14-4.97)
Important limitations of the studies included in these meta—analyses include
potential confounding by indication, depression severity, and potential exposure
misclassification.

Exposure to SSRIs, particularly later in pregnhancy, may have an increased risk for
PPHN. PPHN occurs in 1-2 per 1000 live births in the general population and is
associated with substantial neonatal morbidity and mortality

Animal Data

Reproduction studies were performed at doses up to 50mg/kg/day in rats and 6mg/kg/day
in rabbits administered during organogenesis. These doses are approximately 8 (rat)
and less than 2 (rabbit) times the maximum recommended human dose (MRHD - 60mg) on
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an mg/m’> basis. These studies have revealed no evidence of developmental effects
However, in rats, there was an increase in pup deaths during the first 4 days of
lactation when dosing occurred during the last trimester of gestation and continued
throughout lactation. This effect occurred at a dose of

Img/kg/day which is less than the MRHD on an mg/m? basis. The no effect dose for
rat pup mortality was not determined. The cause of these deaths is not known

8.2 Lactation

Risk Summary

Data from the published literature report the presence of paroxetine in human milk
(see Data). There are reports of agitation, irritability, poor feeding and poor
weight gain in infants exposed to paroxetine through breast milk (see Clinical
Considerations). There are no data on the effect of paroxetine on milk production.
The developmental and health benefits of breastfeeding should be considered along
with the mother’ s clinical need for Paxil and any potential adverse effects on the
breastfed child from Paxil or from underlying maternal condition.

Clinical Considerations
Infants exposed to PAXIL should be monitored for agitation, irritability, poor
feeding and poor weight gain

Data

Published literature suggests the presence of paroxetine in human milk with relative
infant doses ranging between 0.4% to 2.2%, and a milk/plasma ratio of <1. No
significant amounts were detected in the plasma of infants after breastfeeding

8.3 Females and Males of Reproductive Potential

Infertility

Male

Based on findings from clinical studies, paroxetine may affect sperm quality which
may impair fertility; it is not known if this effect is reversible

F—A 7 VT D5 ik
An Australian categorisation of risk of drug use in pregnancy D

<https://ww. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines—pregnancy-database >

(2025/7/28 7 7 & R)

2% OB

A=A +Z VU7 D45%E (An Australian categories for prescribing medicines in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage
Thesedrugs may also have adverse pharmacological effects. Accompanying texts should
beconsulted for further details

(2) /NRFEIZHET D1
KIZB T 2BEROCFEDOE RE AT HEECHTLEE 19.7 /NEE ) OHORHIILLTO LB
DTHY ., KEOHMNIGE LT/ D,

1. B
. = R

BHATEELE T~18 BROKXS DORUEBEEZEZTRE LTI EARMBHRERICEVTHEHES
HRETELGMN2EDHE, T, BRICEITDIVRINENT L LENHELHHD T, FH %
18 BMARBOKD DRMEFEEREICRETHRICITBESEEEICRIAT S &,
(6.1, 8.4, 9.1.2, 9.7.2, 15.1.2 B8]
9. RENEREHIHBEHICHTHIR

9.7 INRZE
9.7.1 /NRSEZ2%I% L U-BRRBRITFEM L T, ERHEEIC LD E~DEEIC O TR
TV,

9.7.2 WA CENE LTz T~18 DK 2 DIRtEREERE DSM-1IV 2B 508 x5l L7
RABOERRBICB W TARBOBF NN HER TERhol2tOWMERH D, £/, T~18 DK
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I ONNPEREE, HUAVERETE | A RLEEERE 23R & LI BIRER 2 B3 Lo/ S, 2%2h Eo

T T ERHED 2 5L EOBE THE SNTZAEFRIILUTO LB Tholo, [1. 2]

C ARFE T BAGEOR, IRER. T, EEhME. JoE. B, BFEAeE (L. KROEHE). B
5, BR&E. BREXNE) 2, BESE. BRERIZFEIC 12~18 MO K ) D kRS BE
T, E, BE (BB, BT, B0 E) XEICHEIB MR XX 12 R O B THIEE
ST,

< ARFCEF TP IR - sRREL O F W, EK FEAZE (RS, ROEH), BRSE.
HREEXE) . 8

HH RLEN A
KE DU SCE WARNING: SUICIDAL THOUGHTS AND BEHAVIORS
(2024 %2 11 ) See full prescribing information for complete boxed warning.

Increased the risk of suicidal thoughts and behaviors in pediatric and young
adult patients taking antidepressants. Closely monitor all
antidepressant-treated patients for clinical worsening and for emergence of
suicidal thoughts and behaviors. PAXIL is not approved for use in pediatric
patients.

8.4 Pediatric Use

The safety and effectiveness of PAXIL in pediatric patients have not been
established. Effectiveness was not demonstrated in three placebo—controlled
trials in 752 PAXIL-treated pediatric patients with MDD.

Antidepressants increase the risk of suicidal thoughts and behaviors in pediatric
patients. Decreased appetite and weight loss have been observed in association
with the use of SSRIs.

In placebo—controlled clinical trials conducted with pediatric patients, the
following adverse reactions were reported in at least 2% of pediatric patients
treated with PAXIL and occurred at a rate at least twice that for pediatric patients
receiving placebo: emotional lability (including self-harm, suicidal thoughts,
attempted suicide, crying, and mood fluctuations), hostility, decreased appetite,
tremor, sweating, hyperkinesia, and agitation.

Adverse reactions upon discontinuation of treatment with PAXIL in the pediatric
clinical trials that included a taper phase regimen, which occurred in at least
2% of patients and at a rate at least twice that of placebo, were: emotional lability
(including suicidal ideation, suicide attempt, mood changes, and tearfulness),
nervousness, dizziness, nausea, and abdominal pain.
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XII. {§&

1. FA - IREZZFICR L THRERFIMZT S (SHT-> TOSEFER

AREOIERICET AR AEICITARBEZ T TORWNEICET AERS S TN 5, REBFESEN
L L CWRVWHNELEENTEBY, HLETHRBIN TV IR FETEON-ERE2FFEL L
TR LTCWD, EREFENBEERER BT 2 ETOSEFRTHY, MLEOREEZRTHO
TiE7Zeu,

Pe AR - TR 8 0 D IR e AR T BN BT 2 WA R T A V2T 5 Q&AIZHOWT(Z D 3)
(FFoCEE 9 6 AfY  JEAEIGHBIE IR - S RIS - BRI )

(1) ¥
St F U BE Smg ¢ 10mg « 20mg [BAYR] O OLEMEIZ, LFD LY THoT,
7B, NuaXtF 8 20mg [HR] OMIRBEOLREMHIZONTIE, NaXxtF 8 1omg THE]
DBt DREMEDFEREZBIRO = L, NRaXvF 8 20mg [BVE]) 1%, /2 XtF 5 10mg (87
1R ARG R ORI O LAY LUy,

Nu v F g bng IR ORg O EN

P e AT
PRAFSeAF TRAFIRE HAH Ppre, ‘ 05 ] ‘ ]
HRWE SRR E OBMAFED ST,
R 60°C fEE s TR (%) 1.36 0.78 0.77
(%) 99. 30 106. 26 104. 56
. HRYE SRR E OEINIEED Se o7z,
T 9222§H s HERR R (%) 1.36 2.03 2.19
(%) 99. 30 97.01 96. 58
L e Eesilily
IRfeARAE PRI A BH #h ‘ 60 5 lux-hr ‘ 120 5 lux-hr
10001ux Higw'E B E OEMERD S o Tz,
ot (AEHEEAT ) HEEAE TR (%) 1.36 1.26 1.22
#125°C & (%) 99. 30 98. 22 96. 54
SNa Xt T U8 10mg THR) Ok 0L ENE
% - a PRAFHAR
f?'ﬁﬁ*ﬁ: f?'ﬁﬁﬂl Rg IHH B HA T ‘ 0.5 5 ‘ L A
R HRWE ORI TED ST,
R 60°C Lk HEERE (%) 1.21 0.79 0.80
(%) 97.98 105. 31 103. 57
. HRYE SRR E OBEIMIEED She o7z,
T 9222§H s TR (%) 1.21 2.00 2.12
i (%) 97.98 97. 12 95. 70
e PRTT I
IRAeARAE PRI A BH #h ‘ 60 5 lux-hr ‘ 120 5 lux-hr
10001ux HHxmE HERRE OEINMBFED iz,
ot (AT T) Lk Tz (%) 1.21 1. 30 1. 45
#125°C G (%) 97.98 96. 88 97.87




(2) fiE - BAMRUBRERSEF1—JT0REBMN
1) FAASEM: R OVRERIK ORE 5T = — 7 Ok
[FE5r714]
- AR R
T AP —NIEEAIZ 1 AL, 55 COIRE 20mL 2 W\ WY | 5 rikE L7z, 5 ki
T4 AN —% 90 FE 15 EAEREA L, AREE - B ORI ZBIEE LT, BIELRWIEEIT, HiC
5 iER ., FEOBRIEE 1T 72,
s K K %

HREEIRIERER CEH LN IBEIK 2T 4 AP —T 8Fr. OREREF 2 — 7T OHEAREL VY 2
~3mL/FPDOEE CHEA L, Witk A2#E L -,

[FRBR AR
8 5 RTEIC K 2 AR - IR O 8Fr. F =2 — 7R IUIL L T D LB Th o7,
Bdn i ik

NRaXtF oEEsmg BTG | 520 BANICHAEE - B L. 8Fr & HBF = — 7 2 Hi8 %0 DK TH

SEE S
NuaxeF UEEIOmgBIR) | SO LINICHEE - BB L, SFr RERET o —7 Z @il 2 DK THHG
NuaxeTF o5E20mg [BIR) | O LINICHEE - BB L, SFr RERET o —7 Z @il 2 DK THHG

2) W% DL EN

IREE DZEMEDSWT, BLTFORERFIETHEN L7,
(357 1E]
5mg HEIE 4 BE. 10mg HEIX 2 HE. 20mg HEIT 1 BE&2 VT, MG BREIEIC LV BT Z % L,
WIRHIZ BT 2 RKBBNOREN. (G8) ZMGET 5, 728, 1~8CKW 15~25CORFSM,
TR 24 BERRAET B

[FERAS 5]
15~25CIRIFICBIT 2 a8 (%)
pCt Oh 3h 6h 8h 24h
o3 % F L bEsmg [HIVE ) 97.5 97.7 91.3 99.0 97.5
a ¥t F U bELOmg THIE ] 100. 0 97.7 98.7 99. 6 97.9
3 ¥t F o 5E20mg THIE 99. 4 98. 6 98.9 99. 3 98. 8

I~8CIRFICBIT 2 E5® (%)

pCt Oh 3h 6h 8h 24h
ja Xt F L bEbmg [HIVE] 97.5 99. 1 99. 6 100. 2 99. 4
Ra X F UbEOmg [HIE) 100. 0 96. 5 100. 6 99.0 98.5
2R X F U bE20mg [HE) 99. 4 98. 1 98. 6 99.3 99.9
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2. ZOMOREEEM
BTG : a2 F b (U] 2 BRI 5 B~ (FH0)

ROXBFEmE % HMHI D BEEA

BRERAP R
web cTaopsE BRFF EEH s

FHEENETICHE ST,
ROShiEE%E
BRALTLEZL,

NOFEF /85w, NOFEF/R10me%4 NOFEF/820ms w4,

@ LBEDETMD ICRALTTE L,

OBCHEH TREDZEVLHBVNT FELLRICPILETDEER - HHRL:
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