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WZEED EHE L ORBRIE 238, IERER, AW rmF SRR 2 3 m L, 2012 42 (CFpk 24 42) 2 A
(CRGEAR AR A5 T, [ 6 HICRFBICE -T2,

D%, 2014 £ 6 AIC THESAZEE] KO THMEH A b L AREE] OBEE - 2HREOHE - &
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() AFFDE R
— A4 + A+ B S B+ T9E)

— k%
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s3m et F IR K FNA) (JAN)
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Paroxetine Hydrochloride Hydrate (JAN)
paroxetine (INN)
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e L
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<

0T

H
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7312 ¢ CloHyFNO, « HC1 + 1/2H,0
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(38, 4K) -3-[ (1, 3-Benzodioxol-5-yloxy) methyl]—4- (4-fluorophenyl) piperidine
monohydrochloride hemihydrate (JAN)

BR%. Ha. BS, L5585
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Na%ﬁ%yﬁffé?ji;%f@ 5 —
ZERUICTI 7 AT R EFE (m) JEE (mm) bt (ng)
E 7.1 3.2 179
ol 4 (o) m/\A
ND%??V%f%i?ji;wﬁgé 10 —
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Ru %t T b Lomg B4 MS022 PTP +— h
0 % F b 20mg TG MS023 PTP o —
4) & DY
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o G R &%) 100. 1* 96. 1*!
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PEIR - FERRAER *1 *1
AN — *] *1
PTP/#&56 6
" A BT (%) 98. 1~100. 8*! | 96. 6~98. 3*!
TR G R i % _5~97. 7" | 98.8~99. 0"
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/R A BT (%) 98. 1~100. 8*! | 96.2~99. 6*!
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AR 2 72 IEERER (40°C. T5%RH, 6% F) OFEHE., /Nt F U 8ELomg [BHG] L@ OH
il FICB W C3HEMZETH D Z Ll i,
SNa kb F U8E 20mg TAHIE] ©
REMRER | R | REEE | e mx
ERBRAARE | B THE
PEIR - FeRRAAER *1 *1
AN — *] *1
PTP/ &5 64 A -
BT (%) 94.9~101. 3*! | 94. 8~100. 2"
EERER RFETRE%) | 97.1~98. 4% . 4~08. 8"
R 40°CTE%RH TE B FR R E%) 98.4~98. 8
PR - iRk *1 *1
IR —E %1 %1
U/ 6% -
M (%) 94.9~101. 3*' | 94. 6~103. 0*!
EERE G2 %) | 97.1~98. 4% | 98.9~99. 1*
 PIEREREE TR M ORI (e L=,




Ra Xt F b 20mg [HHIG] (D3%)?

I e . (TS

HEMRER | RES TRAFTERE TRAFH HERIEE SR | RBE T

PR *] *1

FIRERRER iR - *3

60°C 3n A TR (%) 100. 1* 93. 6

fifi L (kgf) ™ 9 6

& i G RR %) 100. 0*! 98. 5"

VN %1 %1

MEERER KR E - *4

wEERER | 256°C90%RH pk 3nH W (%) 100. 1% 96. 1*!

T B (kgf)*2 9 7

& IR 8 %) 100. 0% 99. 8*!

VN %1 %1

FIRERRER iR B - *3

fﬁﬁﬁﬁﬁ; ]iigfi, EHME (%) 100. 1*! 97. 1%

fifi L (kgf) ™ 9 8

& i G RR %) 100. 0*! 97. 8*!

*1 : FIEAGERE THIBS L OGRBR k) I2EE L,
*2 . 5 M

*3 1 DT NNTIERE BN DA AR LT,
*4  ALITRRD LT EETH -7,

BRI A W72 I0EEER (40°C, T5%RH, 64 H) OFER., /oI 8g20mg TR 3@ o
Ll FICBW CHEMEZE TH D Z E Rl & iz,

REER VBB EORTE S
AR ANA

fthFl & DEEEEIL (MEIEFHIZEIL)

AR ANA

B
<VEHZENZ I 1T B (RIS K ORI >
SRu %t F o8E smg [BIG) 19
(TR AL 70 2 UK OB D 72 6D D EM F RS VR A R T 4 20T CERR 1345 A 31
AT EFRE R 783 7))

ARERRA - e X' T U 8E Smg [HIR)
FEAERLA - X% 2 LEE 10mg

AR

ARERE - B REHERERE O FE)

BRI 0 900mL, L : 37£0.5C

® B OpHl. 2 (BT TIE H ARG T O HRBRE 1 %)
@pH5.0 (GED7- McIlvaine OFEER)
@pH6. 8 (1 HiLIE A AR F 7 O¥E HFRERE 2 1))
@K

B o 5y 50 [ElE GRERIED~®@) | 4845 100 [B]i5 GRERIKOD)



) B e
B O (50 [BlHE) . @ (50 [H#R) |

AERIE® (100 [E]#iz) -

FRYERLA 75 16~30 43124 85% LA R¥a 4 256 FRHERAI O TR H =03 60% M O 85% 1+
U & 72 0 73 2 BRSO T RRBRERFA 00 SR H SR S AR YRR 00 SR R £ 16 % O HEPHIC

HDHH, T 2 BB OEN 42 UL ETH B,
REE® (50 [HiR), @ (50 [A]#R) -

FRYERLRI 23 30 23 LAPNIZ 18 85% LL B H L2 g BUE & U7 RRBRIFE R L2 o W TR ERLA oD
PEIE R 85% LA EIC/ % & & | FRHERIAI O VTR HERDY 40% K O 85% UL D 2 7 2 B A

(b SIANEN
DOEIZ 42 ETH S,

AR LA 00 S8R H =R DM R VE R O S TR H =R £ 16% OFEPHIC & 5 7>, ST £2 %K

An v F o8 bng THHR] O HZEENISHABRKIC SO CHIEEREICES L, RERA L A% T

o EHESHT,
BRIED : pHI. 2
(X FViE 4553 50[0]4x)

120 r
100 r
80 r
60
40
20
0

f2=43

)

0 30 60 90 120 150 180
I (53)

RO : pH6. 8
(N RV 485550(0]#x)

120
100 |
80 |
60 |-
40

BHE%)

20

0 Il Il Il Il Il J
0 60 120 180 240 300 360

BefE(5)

ABRIEOS : pH6. 8
(N RVEE 847 100[E]#R)

120 r
100 r
80
60 -
40
20

B E%)

Bl (52)

ABRIE@ : pHb. 0
(X RE 8435000]8R)

120
100
80
60
40

B E(%)

0 30 60 90 120 150 180 210 240
B (53)

ARBRIR@ - K
(S Bvik f35350[E1HR)

120
100
g 80
60
H
w40
20
0 [} L L L L L I
0 60 120 180 240 300 360
BFfE(5)
-@ NuXtTFfEdmg (BRG] GRERELA)
O RF U LEEIOmg  (BEHERLFA])

Q : HIERSAIC I 5 RS R E I
(n=12)

HMNV-1 /NOFxtF fEdmg [BA/G] DBALZEBICEITLHRFE
(REBREF RV RERF O TBHEROLLE)

_9_



KRNV-1 /\OF 7 iEdng [B)8] OBFHEDICHE T HRFME
(GAERBLH| B VIR ZERF O F A HE D H )

TR LA .
B saxerog | PR
5mg r%{ﬁ‘j /\a?l//l/ﬁ 10mg *IJ/:F_
EILEe PRI EEEUER SEBR %
pH1. 2 - £2=43 A
10 4y 46. 1 49. 1 .
— pH5. 0 45 4y 75.0 84. 2 T
10 4y 37.9 40. 9 R
pHb. 8 90 45 76. 8 87.2 HE
X - £2=44 A
PAN
T R e C—
(n=12)

Ru e F b omg THIR) 1
(T B TE St D ARSI A 197 A ) PR 18 46 11 24 AAPSEATATR 1124004 5))

HERELA] . e XtF U8 10mg [HATS)
FEAERLA] - 28 2 JLEE 10mg

RBR S
R - BREHRERE O FE)
AR R - 900mL, IR : 37+0.5C
A B OpHl. 2 (FB+HkE AR T O HRERE 1 1K)
@pH5. 0 (D 7= McIlvaine DREMHEIRK)
@pH6. 8 (F+F.ohIE H A/ O HERERE 2 1K)
@7k
B H f4y 50 [BlER GRERIED~@) . f35y 100 [El45 GRERIK D)
) E H
ABEO (50 [Blfiz) . @ (50 [ml#R) . #REREEG (100 [A]#5) -
FEHERLA 73 16~30 73121 85% LA BT 24556, ARERIFI OB RS 60% M Y 85% 1+
T & 72 DM 70 2 REAIZ 38\ T, akER A D SR8 HH 28 SR HE R 0D SE R HH 2R = 15 % D i 1T
H BN, XIE 2 BN 42 L ETH B,
REEO (50 [EH5) . @ (50 [F#x)
FEAERLEI 23 30 43 ANIZ P4 85% LA EIEH L72aW A, BUE S 7= BRI R 12 3 TR MERLA
IR D 85% LA RIT72 D & & | FEHERAI OGRS 40% KON 85% L D 2 72 2 IR
BN T, BREBRRLA O A R D EEERIF O R FE L 15% OFEICH 50>, T £2 Bk
DEIX 42 L ETH D,
ARG B
RaXtF g 10mg TG OEHEEENIEAHRBRIICE W CHEEREICHE S U, EERE) &350
LTWb Z &R I NI,
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AEEO : pHl. 2 AERIED : pH5. 0

(X FVik 4553 50[8]4x) (S Bvik 353 50[E]4R)
120 120 [
100 |- o o o 100 - . o .
g 80 g 80
60 # 60
H H
g 40 - g 40 |
20 20
0 L L L L L I} 0 L L L L L L L J
0O 30 60 9 120 150 180 0 30 60 90 120 150 180 210 240
KefE(5) K5
ARERIK@ : pH6. 8 ABRIH@ : K
(VR RE f3:53500R16R) (/S RV fE4535008]48R)
120 120
100 100
g 80 g 80
® 60 60
H =2
@ 40 @ 40
20 20
0 [ ] L L L L L I 0 [ 3 L L L L L I
0 60 120 180 240 300 360 0 60 120 180 240 300 360
K5 BrfE(5)

BRI @ pH6. 8

S RV 345100[0ER) @ ot FUEEIomg [BAVA] GREREUAD
O XX LEEIOmg  (FEUERIE)

| O : BRI 2 B S

w0 | (n=12)

60

120 r

BHE%)

40 r
20

BEfE(53)

RV-2 /AOxtFU8E0ng TBA)8] OBFHEDICE T MU
(REREAN R VRERFIOF9FHEDOLLE)
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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
FEHERIA /% 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
FEVERLAI S 30 23 LANIT Y 85% LA RERH L7aWIG6E | BUE S 7o alBRie i 12 3o THEVERLA o S
PIGRHED 85% LA BIZ7e 2 & & | BEYERIF O E DY 40% KON 85% (L D 2 7 2 K18
W, RBRELA O SRR TSR A HE LA O SRR =R £ 15% OFPHIC & 5 70>, XUE f2 B O fEIx
2L ETHD,
PBRAE R
NuxeF URE 20mg [HR) OBEHZEENISRBRICR W CHERMEIZE S L, AEERLE & E
LTCW5B I ENMER I N,

FREREO : pHI. 2 BRI : pH4. 0
(X RVik 45:5350[0]4x) (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
EHBREF R VRERFOFHAHEDOLLE)

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,

BRI 1%
BRI

EIL g
PBRIK
TR B
ABRAEA

CAAREET —fRERERIE WHRBRIE (8 FLik)

fiF4y 50 [Al#i5

WRHFBREE 19K, 900mL

45 43R DR HHRIT 80% LA ETH 5,

45 Sy OVEHHEIT 99%~100% TH 0 . BUSKICHEA L7z, (n=6)

Na Xt F U8E 10mg [BHIE]
NafxtF U 1omg THVE] 11, BARERFEELERFICED b/ Na v F IR ORI
HEICHEE L TWAD Z ENHERSIN TN D,

BTk

R

[l R
BRI
Ve B
AR

AASRT  —ixakBRis  mHaBRiE (8 Fvik)

54y 50 [Aliis

PR ERBREE 1k, 900mL

45 3 O HRIL 80% LU 1 TH 5,

45 3 ORI 94%~102% TH Y . BAKITHEES L7z, (n=6)

|t F UBE 20mg [BHIA)
NuxFUpE 20mg [HR) 13, AARFERTEFELSRITED bivlo a5t F CHERIERE 0%
HEICHEA L TND Z ARSI TN D,

kB 7 1k
BRI

I} 77y g

BRI

P HI
AR R

10. &5 - 2%

CAARERT —EBRIE ARG (8 RLik)

4y 50 [AldiA

D RS 1R, 900mL

45 Sy ORHRIT 5% L ETH 5,

45 3P DR HEIT 90%~99% CTH v . HkIZH#EA L2, (n=6)

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

(2) a%

(Ra Xt F B bmg[BAIR )

PTP &% 100 $£ (10 &£ X 10)
N7 (R RVA) 100 §E
(NuXxteF 8 10mg BRG]

PTP 433 100 £ (10 $£Xx10) 500 £ (10 HE X 50)
N7 (R RVA) 300 8

NaxtTF 8 20mg TBHIG )

PTP @ 100 & (10 ££X10) 500 &£ (10 &E X 50)
NZAEE (R RVA) 100 $E
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Q) FREE
RN

4) BEDOME
PTP 214
PTP o — k : AUk =1, T I=U A
AV NN R = B P
SHE R

1. AREHR SN LEHMTE
A% L0
12. it

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 H1o SHDEEIZL Y, 24 U TOEE T, AREE, BRENDOY 27 38804 2% & o
ERH LD, KEORGICHI-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 ABEEOZWHIL, DSM P Sy 2w I A S EERIC
Fha L., BEEWZTHAIC0AEETHT L,

732) DSM : American Psychiatric Association CKEEMESSE) @ 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
% 2 70\ OEIPH CE BT 5,
(NZy O ER
WL RAIZIE L B L EYE#, SedkeF e LT 30mg 2 ARG 5, 503 1 H 10mg
s L, FRIE LT1EI LI 1omg/ BT ET 5, ok, JERICEY 1 H 30mg 22
QY )i MG TN L A S
(GRIBMEE)
WL RAIZIE L B L EYER, SedtFr e LT 0ng 2R ARG 5, &503 1 E 20mg
Lot L, FRIE LT 1@ LI 1omg/ A ToMET 5, 2k, JERICEY 1 H 50mg 2
7o NP CoiE BT S
(HEFRESE)
WE. AT H L EYAEE, SaxtF e LT 20mg 2RO%5+%, #5031 5 10mg
SEAL., FRIE LT 1IEIT LT 10mg/ BT OMET S, 2B, ERICEY 1 H 40mg B 2
QAN (N NG NER: b A A
(MEEBRR KL REE)
WHECRASIZ LB 1EYR%. SextF L LT 20mg 2/ A0&K54 5, %5103 1 [B] 10~20mg
LV L, JFAIE LT LIEIT LI 10mg/HToET 5, 228, ERICEY 1 H 40mg B 2
QAN Y T N b R

Q) AERVHEEDERTERE - 1B
BRI L
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4. BERUVHAEICEET HEE

7. F% - ARICEET 3538

11 AR O 5 RIINER/NRE 725 k5. BF L ICHEICBE LD HRET S 2L,
7.2 FHIE LT, bmg #EIXEXIITIEFEOARIEHT L 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) B - AR
MR L

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

2) RBEFHELELTERFEDARXILERL-AE - ABOME
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 - SVIRFIL, B ORMNLELZSZRT L L,

EEER

() YEFASRL - YEFAKF
SRu b F UHEBEIRRG2 e b= (5-HT) BV AAPLEERZ-R L, #RRRANO 5-HT
WA FH S, KEROEEICX > T 5-HT, 2 BED down-regulation Z#HHKT 52 &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 2ERIT~ U 20 RBRERERRICEK T 2 8K 2. STARLZ/ERIC O\ TIL ICR RMEME~
T ADH T AEBNE LITERBRICBIT 2B EENT- T T A EOHMAE L LT L 7=,
i U 2, B L, TnEhinxtF ol LCREBERRTIZ 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 EIERTE), F/2, V7 AEBOELITHRBRCTH. WAL H
BIKFOICEVRB SN 7 AEOKERD S, WTnd 3, 10mg/kg THEEHRH#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
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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 B E LI T)
KT DIGNEFEEE, T AN ORHRR T P E
HVI-2 SHERMFNE K UVBERF DT IORAASRAEENE 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 L LT 10mg)., /SaxtF
UHE 10mg TBAIR] 1 8EE ST LEE 10mg 1 88 (Nm¥&F & LT 10mg), XiZ/tafxtF 6
20mg THAVE)] 1 8L /X% LEE 20mg 1 88 (e XEF 2 LT 20mg) %, 7 A4 —_"—ikizk
D EREE A AR R OB G L TR N e e F RE A IE Lz, 15D 7o K pEhie X
Z A —% (AUC, Cmax) (22T 90% (5 HE X A THEGHIENT 21T - 7o/ 3L, Wi ivd 1og(0. 80)
~1log(1.25) ODFPANTH 1 . ZNZIUHAI O LY FH RS D 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 EBOMmMFHR/ O X F VEEHTE
(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 feiX SO mIEF/ 00Xt F U REEHD
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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)
SNaFtF 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
SNaFtF 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 A 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, ), IXZNEI T 25 KO 38% 4,
@7z=hrAV
Trx= A2 300mg & 1 H 1\ 14 ARIEES L, 14 HBIZARA 30mg 2 H[EIR 1 # 50F, if
HEf S m Xt F D AUC KT, ), 1ZZFVE IV 50 S OF 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 AF VY

AH| 30mg & 1 A 110l 28 AMKERE L, 5 22~28 AHIZT AF V2 300mg % 1 A 3 [BIKIE
DFRBeGRE, EFRARRBIZIS1T 2731 202 F 2 RO 53 s IR 509 8401,
@yax

VHF L 0.26mg & 1A LA 28 ARG L, #5 15~42 B BIZAHA 30mg & 1 H 1 [\E
DFAEG-RE, ERARBICHB T 2 V% 2 O AUC 1L, St F v offfic kY 15%D,
®©% DAt FEHl

TRTT )= PTENRL LT Y VAXRT L AFNRAIT v a— OB
BHT AAud T ORYBRICEEIAON R ol Rl Aux e F L EUALT 7 U
TIUNR DT I RROT == b OMIES TR RITHEL RF S 2h o7z (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 fESR R S 22 F U, AMBEB XL OKIB TR 65% LA ENRIN 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
BRLHICBITT 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
BATHFRD iz,

(6) MITFPEAKEEE
A2V 2D
UTFO®ENH 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,
HEIERAL « JRAP IS & OVl
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Bt =R

HUEER 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

ERERSERY (VLT F =7 U T T AE 30nL/ A T, AP EE O R L O AUC O
KPFRO N GREANT—#) 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 % B[R 11 15 5515 0D i B H R FE8 1 3% 544 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-F & 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,

RZERUVREICEEYT FE L TOEH
(V.4 IR O RICBhET 5 EE) 2505 2 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&,
2B DO - D DWRRBLSN TARBI DML & 72 DRAPRBICE W T BEAENOBENRH 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, i, WE, N=v 7 RE. AR, SREE, BoE. BORVE, BEIME, T U T /b
MUEBEIAR, B BRERL Db ZERREIN TS, Fio, RRBERIZH LTI
RS, TS OJEIR - FTEN A Sk LIIERNIC BV T, R OB T AR SE, 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 &b 2, [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, WA, BB, 5SS O1TEI O b & O B 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 AULED»NBHAELH D, ZNFE TITHLNEERN ST NS OIERITHRYIKTT
WEDHLDOTIERNWEEZLN TS, [156.1. 1 ]

AFNOWE TGP IEICEE LT, UToSICEET D&,

s IROBE G IR ERET A Z b, B AEPIET AT, BEOIRREE R0 b HOER U3 s A
DT TIRAICET D Z &,

PRI T AL Smg BEDE L BB T H 2 L
- BRI G IR 2 SR W SR BL L 723558120k, BEXIT T Iksio A&l TS
EEREAL, L0ECHICEET DI EEamatd b2 &,

A ORI CTARIORAAZ T IET S DR 0WE D FaRRERREA2 T 2L, 2. AR
LD ERRoDFEW, HREEEDIERDBETHZERH L0, BHFICLTHERINT
EBVICRHT L9 ETHZ L,

(529 - 2 DKER)

8.8 Ko DW=t Y — NiE, MMM EOYIFIEIR Th 2 FIREMERH Y . H1 5 DA TR L
et BRSO R L EL AR T EN—HNIZA BN TN D, o T, MBMEREE % i
IR+ 52 L,

(MEBR FLREE)

8.9 MMEHZR A ML ARFBEIZBWNTIE, JEROBBE +3ITBIZE L, AAZEBREEL LN
£ 9. EHRICAA OB EARGEDOBELRIZOWTHET 2 2 &,

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 DLbNLZ 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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EEE
BEEEDHIEE
ERFTBZERH B, [16.6.1 5]

Q) FHkpelEERE

9.3 BFHaer=
9.3.1 FFE=E

A
SBHE
j—-

I R EE S 5 LnbBD, [16.6.2 B

v

M EGEEeE AT 5F
FRE STV R

(5) 1E47

9.5 114w

PRI SUFHEYR LT 2 ATRENE D & 5 MR, Tai Lo Rtk etz ERl 5 SHlrsh s
G OBARORG ZRGT 5 2 &, Fio, ARG HITEIRDHIA L7255 61203, &5k
REANTRIE L2 LW S D B ELISMT, h 2kt o, fURRRE RS D 2 &,

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

JERFEH . FROLmAE RRE (DEXTLETRIEE) OV 27538l 2055 1 2
DA TIE, —fREMICB T 28 E RO LMEREF ORAERITN 9 THDLDIKHL, ~uF
T F CREREEFORAERITK 2L HE SN TND,

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

—B, SR, CTADARRREE, IRk, fEERIK T UL, KK TUE, K o&, S,
Frgery7pr & WBAR, AR, REN, AR, WRLEE. EH, RiEEORER DS H b bz &
DWER DY . 2D DL ATHPFEER ULHER 24 FFH £ TIZRILL T\, /B, b
DOFERIE, FiAE RIS D WITRWBEBER & L CHRE ShTEHA b H 5.

.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, EIR 34 WUREIC A EN -5 A I I 1 % B VB IE v 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

EEEOFSELORAREOFIEMEEZBE L, RO X IP L2 mard 52 &, =il
DBEIZAAF] 10~40mg % 1 H 18] 8 HFELA EXER DL L2, #5208 19033 H~%
ITLE2 (BMEAT—4),
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(DR

9.7 IhNR

9. 7.1 /IR 2Rt 5 & U BERBRBRITFEM L TRV, EHIH G L3 E~DEEIZ SN TIT
MatEhTunany,

9.7.2 ¥EAN T L7z T~18 kDK D D PEREFBEE DSM-1IV IZHB T 508 2xReE Lizr7
AR R OERRRBICB D TARBIO A NN TEX R EORERH D, £z, T~18 %
DK D OfF RS, MIAMEREE, R RLEERT E MR L LR A£G LR, 2%
b o7 7B RBED 2 5L EOBE THE SNEZAEFRIIUTOLEBY THoT-, [1. B]
ORI G RAEGR, RER, VT, EERRZ, R, WM, FEAeE (rx, KoL,
B, BRSIE, BREXE) ok, BESE., BREABRIZEIZ 12~18 DK I D kS A
FHC, Flo, BGE (WM, BT, B0 ) I XFEICTHREMERE T 12 w0 BE Tl
gaint,

- ARFNEE T SO IR - APRRREL O F W, B, HEIARE (RS, [RoZdl), BESE.
RSN -

iy

(8) En#&

9.8 SErE

MmPEEN FHIT2BZU0H 5720, +HICHEE LR ORESTAZ L, 2. FLRRAL
EUARBEE DWIEWERE (SIADH) ., HIMLOGRMENE L RDIBENNH DO THEETDH I &,
[11. 1.5, 16.6.3 4]

7. tHE{EH

10. fAE{EF

ARAFNX, F & L THICHIEES CYP2D6 TR SN D, F7=. CYP2D6 DIHEEMA % Lo, [16.4 &
]

() HRAZEESEZEDEH

10.1 EREE (BFRALBWLI L)

T4 & BRRIER - H1E 1k BEFY - fEBRR 1
MAO BH. 5 Al e F=RERERELAH LD (N Er = RENEED &
LX) UERE (=) | 2 Enb b, EzHhTW5D,
FHXY R VEEEE (7P MAO FHER 2L T H 5\ T
L7 h) H.rpiktg 2 HE LN O B2
P74 F I RAVAERE (=5 LenZ L,
77 47F) Fio, KFlOE G 1% 2 EH
(2.2, 11.1.1 ] LANIZ MAO BRFEAI DT G- % B 4h
L2z &,
e R QT ZE . DEVEAREKAR (torsade| B E Y K (2mg) & OPFHIZ L D .
[2.3 ] de pointes #&ie) HOEER|EEY NOMPPEEN LH Lz
DRIE RORIERN S bbb |2 ERHEINTWD, AREIM
LBRENDRD D, JHEig D S G SR CYP2D6 %
FAET s Ik EEBELZLN
2
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QHRFELZEDEH

10.2 EREE (BIRISEES S

&)

AN

BRAER - HEE Tk

B - fEpRIA T

tr b= AEHE AT D EA
PREEY T L
BRI b= HRLD AL
[HERe=S i
NP ENES S
A N T H L any iR
s
tr h=CRiEEmE (L-R~Y
ANV S R
V7 N7 7 U5 A RAI
(e
k7~ = ViR
e S A 73
Vx> U KR
tAfa A XY VU (St
John’ s Wort, &>k« U3
—r R TU— 1) ERRMNE
[11. 1.1 &M]

AFNTFF == MEK
iy (AFLro7n—)

o b= EEREDOER F=
NERIZ K BIERDR 6ot d
ZERDH D,

o OEY AT DERITI
Bl 0T H 2 b,

MHEIZEE b= AEHRE R
LBENDRD D,

AFNTFF == L KFD
ik MAO FHEEHREZG T 57
O, 'ur b= AEHABRERIN
)

T x ) FT VRS AIRA
T 2 FT

b ORI & OPF RIS
FVEMEREN D DbNLDE
TNDDH %,

iy

TIMUTFY S
IV TTFY L
A 7T I R

B

Edr

pAmI e 2B O FEA O 1R 28 B i S

[11.1.2 2] A i HERSMNEIERE D
REPHESNTND,

=BERIL S A INLEADERNHIRE NS

Bthhidb, (I77I0L
AAN D FW AR BAE B IZ B
T, P& G L0 #EF RO
2 U AERORER D Wl ST
AR

PUAIEARHA
FuRT = ) R
7 LA = REERIE

B e T )
FExu—)L~v LA et

INERADERPHEE SN D
BTOWRH D,

A F S B e D 28 0 1% 3 B B
CYP2D6 Z#fHET D Z LIz LV,
BEIC L > T2 6 3RA o i
HIREN EATOIBZENLL D
Do

N7 =2 F VoI
D, L7 2 F VDM RE
DK 6 (EHIN L7 2 & AN &
nTn5,

YAXY FreoffHIcEy .,
U A2AARY R R OEERHEY O
MR EE AN 1.4 fE8m L7 =
ERHEIN TS,
AITTIEDOHEHICEY,
AIFTI D ANC K LT G
WML7=Z ERHRE LT
Do

A Moo — Ui a e

A N aa—)L & KHOGEH B
HlZ XY, EEOMEK T2 H
HEEhTna,

A H A gk > 3K Wy 1% 3 5 F
CYP2D6 #PHET 2 Z LIk b,
ARTrBE—LD (S ~EKEY
(B) DT, ,NENZINK 2.1
KON 2.5 &, AUC NENFENHK B
KO8 N L7 2 s &
ncTns,

7 M EX BT RS

Ik Y 7 FEXEF oM

A A 25 BT gk o> 3E 4y R 3T I 3R
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FREN LR LT OREDRH
RF

CYP2D6 #[HETHZ iz L b &
EZHID,

REXVT oy TR

REXTT = OERNEE S
nNoBENDH 5,

PRI KV FBIC L BT Y R
TN LTZE OWMEND D,

A F S B e D 38 0 1% 3 B B
CYP2D6 Z#fHET D Z L2k b,
REFX T = DIEEREY O
MHRENBVTHEBENNH
Do

X = UHiEREE KT

AHIOIVER MRS D BTN

T D DEEF O RT FEM A R

AFV H 5, FLEERIC L0 . AF o4
[16.7.3 =fH] ENRERETOHIBZENRD D,
Tr= AV AKFNOVEF DI T 5 B 2 4 & D EEH| D MR 3iEE =

T ) NV EH—L
FNRN=E

R SV
[16.7.1, 16.7.2 Zf&]

B,

FHEAEMIC LY Ao i
EMETT 2820055,

RAT UL FEALT LT A
AKFd e U~ o pt R

ARANOIEABETT DB L n
D,

TEHBEFIEAHTH D28, KA
T FeneEl) hrend
OO F RIS A D i H i BE 2359
60% > Uiz = & s ST
W5,

UNT 7YY A

U7 7 U OEMNER S

KAl E OMAAETTRD 5T

[16.7.5 & M] LERENRH D, WIRWAS BT D SHITIEM
DOERNE SN TN D,

D= TAF T OERNETE SN D RNV T, AKH &G

[16.7.4 B ] BEOURH D, LB IX T DM EED

KRR TN D,

111 117 2/ o g K S B 1
AT O A RERRER. 7
AV, ORI YA
A

H SR O D & 5 A
7= ) FT VRS IR
Hl, FEERBUBRREA, —BR
RPL O OHI%E
[9.1.7 B&]

A 238580 D B s &
Do

IhbOHEAZHMT D LI
KRR HEREND Z L3
Ao,

T ILa—
(BKiE)
[16.7.5 4]

ARAFIRA FIE, Bz 8T 5 2
EMEFELL,

KAl OMAAMERITRD 5T
WRWDN, A OHT D SFI TR

DG STV D,
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Bl

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
HOoNDZENEL, Elo, IATREVREMNE I BEREOKRTAALND Z 03B D, [10.2
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 LN HEICIE, EEPILT 2 HEMEY) RNELEITH Z 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%) . RMBKED . BEMIKE (W90 LHEAR)
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 eib b,
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10.

(2) ZDHDEIER

11.2 Z0tnEEA
TR\ B

B ER

10%Lh 10%A i

ETY . BESE, BT,

BT

e 8%,
FEEL,
AR (23.6%) . O F (T, AR, R, mhfEE, FnR| b, Bk,
A POk, MRS, RAERR, $EASMN L A R L ALy
# BlEE, H<O, TAHYOTEY | S RJEGRE
RN, BEE (B2 ah).
=S, KRR, BEE

R, AR, M. e, WEnk,
T, JHEAR
DMETUHE, — i\ mE 5 ST
&, eSS, SR

FIB, O FE, KIS, MAE MR, AR EoE
ALBEESE 2

HifEkiE 2, ~E 7 a e g, ~
~ ~7 U MEBEINIIERD, AR
B B M (2 TR, SREE,
H R i 55)

SR A f A % (ALT, AST. v
-GTP, LDH, Al-P, BE U L E D
5, v vl ) —F U GEE)
BUN L5, JRICHE (DRifnEk, FifER) |

i

<

Fx
4

R e

HibEs

%
=

I EUE

117t

WREHA. PERNEE, JREA. IR

B, BB,

SRR

Z DA,

PERSRE L W (BB AR, B fEELE)
EDCRF, ML AT a—L k&
RERN, MyEL Y v LA EH, RE

wmrmZ T
1L iE

B At AR, A
PEpE CRIEF= i, A #255)
£ 1) NREHESORS, M/ NEFORESMER-ETHY . SN ES 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
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W ERGRICAHBND ERIERIE, 11 BWEHOBEIZH T DIEROM, FEEN, REEEFHIHE & O
RNLEETH D, BEOH )00 b TOFHFHIE L P LcGa1s, S DEXOE
KRNI ENHD,

_32_



11.

12.

BALOEE

14 BHLDFE
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ZTDMDEE
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15.1 BRERERIZE D < ER

15. 1.1 AW, 1 H&E 10mg 972 1 JE M HIFE CliE L 20mg C 1 @R 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 & At REE KRB OMERERICHB W T, 24 LT OBE TIL, BER
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U EOBFIZB T2 HZGESCHREXORBEO Y 27 O EHIFED 5T, 65 @il 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
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YL
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XI. X#k

1. 5B

1)

14)

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

The use of stems in the selection of International Nonproprietary Names(INN) for
pharmaceutical substances 2018 (Stem Book 2018) (World Health Organization)

S \SOE A ARSE R 5 R AL JPDT 2021 (BRAAETIE D)

B /\E A ARFKJF F7<https://www. mhlw. go. jp/stf/seisakunitsuite/bunya/0000066530. html>
(2023/3/16 7 7 & A)

Ra T U8Ebmg (VR OZEMICET 28R ((ENEED [D000685])

S Xt F U8E bmg THIVE)] OWEERBRICET 28k (RNERH [D000686]

NaxtF U 1omg TR OREMEICET 28R (HNEED [D000679]

Sa Xt T UFE 10mg TR OwilRBRICBE T 2 & 8 FENERD [D000680]

Nua X UbE 20mg TG OLEMICET &R GEWNEELD [D000682]

Xt T UFE 20mg THHTR) OWilERBRICBIT 2 &8 (FENER [D000683]

S Xt T UHE bmg THVE] OFHRERIZEET 28R (& EL) [D000687]

Sa Xt T U8E 1omg [HITG) OEHRBRICET 28k (:NEED [D000681]

Xt T UFE 20mg THTR) OWHERERICBE T 2 &6 ((ENEED [D000684]

| %t F U BE bmg 10mg-20mg THATR ] OF M (H ARFER 7 ) (B84 2 &k ((ENE R
[D000073]

AN FEG R E > 2 T & <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2024/3/15 7 7 & R)

RILEAR fil : 25 & 49(3) 283-287 (2012)

P EAT il o ERPRFEEE 43(2) 57-64 (2012)

PR S IR AE AR [3E00]] JBAHIR 2 124-143 (BRAZHCI1ES)

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)

Kallén 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)

SNuFXEF OB 20mg R ORAOKEIZ L D1~ 7 2% v 5 Bila# 53 R (&R
[D000688]

2. FDithnsE 3wk
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1.

FTHNETOHRTIRR
WS CORBIRIITILUTOLE BV TH S, (2024 4 3 AEALE)

ESEA 584
pNES PAXIL 137>
E) EESEIZOWTIE., 94 B ABRO R WEENREFE LTV,

AFNCB T HHE - ARIEILUTFOLBY THY ., WS TORRIRI & 1TR2 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
(IRZyv I BE)
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
[ERGENER: 1 R
(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 1 EYRE%, SaxkF s 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
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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 HHEEICET5EE 9.5 ) 9.6 Filiw) OHEOLHIHITILLFD

EBVTHY, KEORMIE, A=A T VT LIRS,

). B ENEREZFAIHEEBICHTHER

9.5 1E4F
Il AT LT D ATREME D & 2 e MR, 1RE LB DNk E RE 5 &flr S 2556
WCOBRRBNOEG 2T 52 &, £, REIEG IR HI L7286 120%, B GAE TRE
b Ll X DG EDSNE, B EFIET D0, REBRIEEEE-TDHZ L,

9.5. 1 VAL OFEFEFAEIZIB T LIRS 1 = PHICAR &2 & 5 ST o2 e U 7= B R Cide R
B RS OMAEREE (LDEILEPRXEE) OV A BRHEMLE, 20955 1 DOFET
I, —EMICBT 2 H AR O LN E R ORERITH 9 THLIOIZX L, NextF gk
REDFARITH 2% HE SN TV D,

9.5. 2 WEHRARIIC AR &2 5 S i- LetEps e U= BB VIS B T FEIR M) E0E 7 ) —E8 |
SRR CAMARRRIE, R, FEEIN N XTI, KETCE, /K &, BHiMPE, Frginy7s
DL, FEHR, IR, FE (AR, mELEEE, R, (RIESOERN S Sbhiz L OWMERH D |
IO ITHEEES T HER 24 BRIE TICRBE LTV, B, Zhb0ERIT, #HAER
BRI D D WITEBERER & L TIRESREZEA LD D,

9.5. 3 VAN OEFREIZB O T UIRIRTICAE 2 E RN e b= R0 AL ERZ &5 Sh-
e P L 72 BB VI W TR E VB REME I B L EAED Y A 7 SN LTz & ORERH D 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%
EHEXE 1.2-8.3) Th-o7- 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

KEOYAFT E 8 USE IN SPECIFIC POPULATIONS

(202348 H) 8.1 Pregnancy

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

Epidemiological studies have shown that infants exposed to paroxetine in the first
trimester of pregnancy have an increased risk of congenital malformations,
particularly cardiovascular malformations. If paroxetine 1is wused during
pregnancy, or if the patient becomes pregnant while taking paroxetine, advise the
patient of the potential hazard to the fetus.

Clinical Considerations

Unless the benefits of paroxetine to the mother justify continuing treatment

consideration should be given to either discontinuing paroxetine therapy or

switching to another antidepressant. For

® A study based on Swedish national registry data demonstrated that infants
exposed to paroxetine during pregnancy (n=815) had an increased risk of
cardiovascular malformations (2% risk in paroxetine—exposed infants)
compared to the entire registry population (1% risk), for an odds ratio (OR)
of 1.8(95% confidence interval 1.1 to 2.8). No increase in the risk of overall
congenital malformations was seen in the paroxetine—exposed infants. The
cardiac malformations in the paroxetine—exposed infants were primarily
ventricular septal defects (VSDs) and atrial septal defects (ASDs). Septal
defects range in severity from those that resolve spontaneously to those which
require surgery
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® A separate retrospective cohort study from the United States (United
Healthcare data) evaluated 5,956 infants of mothers dispensed
antidepressants during the first trimester (n=815 for paroxetine). This study
showed a trend towards an increased risk for cardiovascular malformations
for paroxetine (risk of 1.5%) compared to other antidepressants (risk of 1%),
for an OR of 1.5 (95% confidence interval 0.8 to 2.9). Of the 12
paroxetine—exposed infants with cardiovascular malformations, 9 had VSDs
This study also suggested an increased risk of overall major congenital
malformations including cardiovascular defects for paroxetine (4% risk)
compared to other (2% risk) antidepressants (OR 1.8; 95% confidence interval
1.2 to 2.8).

® Two large case—control studies using separate databases, each with >9, 000
birth defect cases and >4, 000 controls, found that maternal use of paroxetine
during the first trimester of preghancy was associated with a 2-to 3-fold
increased risk of right ventricular outflow tract obstructions. In one study
the OR was 2.5 (95% confidence interval, 1.0 to 6.0, 7 exposed infants) and
in the other study the OR was 3.3 (95% confidence interval, 1.3 to 8.8, 6
exposed infants).

Other studies have found varying results as to whether there was an increased risk
of overall, cardiovascular, or specific congenital malformations. A meta—analysis
of epidemiological data over a 16-year period (1992 to 2008) on first trimester
paroxetine use in pregnancy and congenital malformations included the above—-noted
studies in addition to others (n=17 studies that included overall malformations
and n = 14 studies that included cardiovascular malformations; n = 20 distinct
studies). While subject to limitations, this meta—analysis suggested an increased
occurrence of cardiovascular malformations (prevalence odds ratio [POR] 1.5; 95%
confidence interval 1.2 to 1.9) and overall malformations (POR 1.2; 95% confidence
interval 1.1 to 1.4) with paroxetine use during the first trimester. It was not
possible in this meta—analysis to determine the extent to which the observed
prevalence of cardiovascular malformations might have contributed to that of
overall malformations, nor was it possible to determine whether any specific types
of cardiovascular malformations might have contributed to the observed prevalence
of all cardiovascular malformations

Unless the benefits of paroxetine to the mother justify continuing treatment,
consideration should be given to either discontinuing paroxetine therapy or
switching to another antidepressant. For women who intend to become pregnant or
are in their first trimester of pregnancy, paroxetine should only be initiated
after consideration of the other available treatment options.

Treatment of Pregnant Women During Their Third Trimester: Neonates exposed to SSRIs
or serotonin and norepinephrine reuptake inhibitors (SNRIs), including PAXIL, 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,
tremor, jitteriness, irritability, and constant crying. These features are
consistent with either a direct toxic effect of SSRIs and SNRIs or, possibly, a
drug discontinuation syndrome. It should be noted that, in some cases, the clinical
picture is consistent with serotonin syndrome.

Exposure to SSRIs in late pregnancy may have an increased risk for persistent
pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1,000 live
births in the general population and is associated with substantial neonatal
morbidity and mortality. In a retrospective case—control study of 377 women whose
infants were born with PPHN and 836 women whose infants were born healthy, the
risk for developing PPHN was approximately six—fold higher for infants exposed
to SSRIs after the 20" week of gestation compared to infants who had not been
exposed to antidepressants during pregnancy.

There have also been postmarketing reports of premature births in preghant women
exposed to paroxetine or other SSRIs

When treating a pregnant woman with paroxetine during the third trimester, the
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physician should carefully consider both the potential risks and benefits of
treatment. A prospective longitudinal study of 201 women with a history of major
depression who were euthymic at the beginning of pregnancy. The women who
discontinued antidepressant medication during pregnancy were more likely to
experience a relapse of major depression than women who continued antidepressant
medication.

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

Animal Findings

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 6 (rat) and less than 2 (rabbit) times the maximum recommended human
dose (MRHD - 75mg) on 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
1mg/kg/day which is 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.

8.3 Nursing Mothers

Like many other drugs, paroxetine is secreted in human milk. Because of the
potential for serious adverse reactions in nursing infants from PAXIL, a decision
should be made whether to discontinue nursing infants or to discontinue the drug
taking into account the importance of the drug to the mother.

F—A T U T DO5KE 7 A

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 >
(2024/3/15 7 7 & R)
2% PO
A —AMZ U T D4FE (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.
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gl RLE A

KE OWAF S WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

(2023 48 H) 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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