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AUC Afi 37 v B — P [T R T

BUN Blood urea nitrogen : IfM{KJRIZETHR

CK Creatine Kinase: 7 L7 F &%) —t

CYP Cytochrome P450 : F k7 & A P450
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PET positron emission tomography : [ ki Hi W& g 1

RMP Risk Management Plan : PR3 U R 7 & FLEHH|

T/ et

TEN Toxic Epidermal Necrolysis : Hogk i S A ARIE

T ¢ e M AR R E 8 s e ]

v —GTP Gamma—glutamyltransferase : y -7 VZ I NV KT AT 2T —F
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Ny PRAFSRA: PRAFIERE PRAF IR HERTE H O3
250C Azp == D A
75%RH 2 HE FAEDOFEIHN
(o) M o o fEst NEI==2 \‘( e
wrmatm | 10C o ik - MRS I I EDHEH P
SR - S5
AT o o
H 55 KaPREE 120 7 HE FAEOFIPHN
10001ux Lux - hr




J =F 7 B 25mg [HATE]

(1) i EER ©
R PRAFSMF PRAFTERE PRAFHA ARERIE H R
PTP ‘@3
0C (eagdh) PER - et e
HEk i HES o I A
PI/IBEEE %R U EF UM 6 1A ﬁgﬁﬁmigugfﬁ%
HIEAY PR AR RSP
(B
(2) FriEAER
Ny PRAFSR: PRAFIERE PRAF IR HERTE H O3
250C NRI=— D A
75%RH - ﬂ #'JE%@@%EW
- 40°C PRI - difrsks ) 7 Y 0D 1 ]
L e Eﬁq@%ﬁgig | FEAEDFEPH N
AT 50H o
ARREE 120 J7 ) EHEDFIE AN
10001ux lux * hr
7 = F 7 B 8E 50mg THATE)
(1) i EER
R PRAFSMF PRAFTERE PRAFHA ARERIE H R
PTP ‘@3
0C (eagdh) PER - e e
ik i HES o B A
PI/IBEEE %R U EF oM 6 1 A ﬁgﬁﬁmigugfﬁ%
FZ N AT AR RSP
(B
(2) FriE AR ©
Ny PRAFSRA: PRAFIERE PRAF IR HERTE H O3
250C NRI=— D A
75%RH - ﬂ #'JE%@@%EW
L P« i pEs M| a2 A =
TR 40C proaen :r?j:; ﬁggzig ] 7 R ¥ 0D 44 R PN
R - S5
WOAT HG 50H o
LA G 120 5 ) B HE DRI
10001ux lux « hr
7 = F 7 B BE 100mg [BAYE ]
(1) ke 1
R RIS PRAFTERE PRAFHA ARERIE H R
PTP ‘@3
0C (eagdh) PER - et e
ik i HES o B A
PI/IBEEE %R V=T oM 6 1A ﬁgﬁﬁmigugfﬁ%
FZ N PR AR RSP
(E¥E)




(2) WA ER

AR TRIFSE RIFHE RAFIR AR B iR
250C NRI=— Y Viran
75%RH 2 ) FEHEDOFFA N
400 MH> o Sl EES i wl'—'—‘ b @kk#
R ¢ s R - HER HE R
50 [ {ﬁllflnitgﬁ [=AR==R
N AT BRI
HESTRAS FAHREE 120 )7 ) E FEE D HEPHN
10001ux
lux * hr
7 TF T B UEE 200mg THRYE
(1) hnissER 12
BT {RAF AT PRI RS PRAFHIR ERIE OB
PTP &%
. (%E8) PER - RESRRIR BN
S Gt RESPES o RIS A2
IR %Rl RV E=F Lo 6 # H ﬂ&ﬁiégﬁégﬁﬁ
FEAD e RN
(L)
(2) FritskhR
AR {RIFSME RIFHE RAFIR ABRIE B iR
250C NRI=— Y Vian
75%RH 2 ) FEEDOFFA N
(o) MaH o S RS \»I,—l—‘ \‘( e
T 40°C P Eﬁ%¢X§§ HIE FEHEDFEFHN
e AR - &5
N AT BRI
HESTRAS FAHREE 120 )7 ) E FEEDHEFHN
10001ux .

REERVBBREBEOREMN
PAROSA

fthFl & DEEEEIL (MEIEFHIZEIL)

A LR

B

<WERHZEBZ I T D[R ZEPE >

J TF T UEE 12, 5mg [BYG] ¥

(G RN D8 0 EERE O A LRSEERBR T A RT A v ERk 1242 A 14 B
PEIRAEH 64 5, —TRELIE PR 24 4F 2 H 29 AAF FRAHA T 0229 %5 10 &)

MBS AR RS R ERE O RviE)
EN &S
WERELA . 7 =57 VU 8E 12. 5mg [BHIR)
FEHERIK . 7 =TT © L 8E 26mg [AAYR
BRI A+ 900mL
IRFE : 3740.5C
Bk - OpHl. 2 (HREHRBIEOSE 1 1R)
@pH4. 0 (D 7= McIlvaine OFEMEHK)
@pH6. 8 (H JHAEHFERIEDE 2 )
@K
[Ml#R%L - 34y 50 [Mlds GRERIHODO~@)
4y 100 [A1HR1 344 I
CYETA RTA »THRET D5 100 [Bl#:THEiE§ R RERRICB VT, 5 50 [Al#i50
TR HERER T 30 43 DAPNICAREYERLA . BRBRILA & & 12738 85% LU LA LT=7=9)



H g HHE
PRI R ARERAAS 15 Sy LA 1) 85% UL Biai 4 2 56
BRI 23 16 43 LIPS ) 85% LA IR 2520, XU 16 k1 2 B A| O i =R
DMEETERAN O SR H =R £ 10% OFEIHIZ H 5.
{8 % DF R iR RIS I8 1T 2 RABRRAI DO 2 OFHIRIT, FRBREGH O E I R+ 16%
DHFPHZEA D O 12 AT 1ELLT T, £25%DOFMHEZEZ 5 DA,

il R
PR YRR & SBRA OV 25 Bh o0 [ S E 2 3 L 72 RE R, HIEEMEICE S L, WA O 258
PR CHE SN Z L b ABRIA L ARERANI AW FIICRETH D LA Sh,

BRI : pHL. 2. 50[H]ix FHERIRD : pH4. 0. 50[EH5
100 100 -
580 1 380 1
B 60 oo
K K
47 40 - 4 40
Bt Bt
20 A 20
0 ; . : : , 0 ; . . . : .
0 5 10 15 20 25 30
° ° 0 E%ﬁ%?é?) 2005 % B (59)

AERIE® : pH6. 8, 50[H#xA HEBRE@ @ /K, 50[al#E
100 100
580 1 580 1
3360 3360
3 i@
Iy 40 A I 40 A
20 A 20 -
0 - : - 0 . . . ; .
0 5 10 15 20 30
BRE43) 0 5 1 20 25 30

0 15
Bl (43)

@ JTFTEUEEI2. bng [HAIAR] GRERBUFA)
O 7 =F T bE25mg THIVG]  (EVERIK)
n=12
BV-1 2 TF7E 8 12.5mg TRl OBHEEICETHEEN
(FRERE A R UIZEF DO FHAHFEDLLE)
RV-1 REREF R VIZERA O FAHED ELE

——_ HRERBE (7 F 7 | EERE (7 2F T
#E 12. 5mg [BAIGR)) #E 25mg THAYE)) ) E
ik mElsE | REBREE | CPIERR SEHEES AR (%) R (%)
pHI. 2 15 4% 99. 4 100. 7 W
R BRE — pH4. 0 15 4y 98.8 101.9 e
(RRVEE) pH6. 8 15 4% 96. 7 99.6 e
7K 15 4 98. 1 102. 2 o
(n=12)
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RIV-2 HERRFIDELDEHE

v el 7 TF T bE 12, bmg [BHIE]

Jiik PR | BB | CPIERE A 18 2 DIEHFR (%) PR ER (%)

99.0, 98.8, 100.1, 100.6,
pH1. 2 15 %y 99.6, 100.0, 98.9. 98.8, 99.440. 74 PRy
99.9, 99.8, 98.5, 98.2
99.4, 99.9. 100.3. 96.9,
pH4. 0 15 4y 100. 4, 99.4, 96.5, 98.2, 98.8=+1.31 Pk
TR BRI . 98.2, 99.4, 97.6. 99.
O pgg | 0 97.7. 95.7. 93.5. 9T.
99.6, 97.0, 97.

pH6. 8 15 57 96.
96. 95. 97.

96.

98.6, 96.8, 97.0, 98.

K 15 53 98.3, 98.2, 97.3, 97.
97.8. 97.6, 99.

99.

96. 7+1. 46 e

98.10. 83 e

W W O~ O =N
s P s v /) 2 P2
0 DN DN O |
P Pz P v J v s
S W O | O oo
s P 2 2 /) 2 s
B> 00 O1 |k o1 DN
P P P v

<IEHZEENZ ST D ERIE >

J ZFT U BE 26mg [BHVG ] P

(TR EISOEYFHIRI GBI A 742 R 94 12 A 22 BT
R 487 B, —HPIIE  SERL 18 4F 11 H 24 HAF  SEAEAF 1124004 &)

AR E - AR —BEBRE WHRRE OSRLE)
AR
BRI & 900mL
IR - 37+0.5C
AR : OpHl. 2 (B BB HRBRIEOSE 1K)
@pH5.0 (GED7- Mcllvaine OFEEWR)
@pH6. 8 (H A HFBRIE DS 2 k)
@7k
[R5« 34y 50 HliE GRERIRDO~@) . 347 100 [HiR GRBRIK®)

il HAE
FRYERLA 73 15 53 LANIZ ) 85% LA EISH 9~ 2455 - alBRILAI 23 16 73 LAIZ 1) 85% LA B H 9
D, XUF 15 431231 L BRI O S TR H SR AR AERG O PP R £ 15% OHFIAIZ H 5.,

BRBRBMITBIT D7 = F 7 V8 26mg [HTR] ORHZEENIHEREIES L, EiER
Hl & OIRHZFEOFERINED MR S 7=,

ABRIEOD : pHI. 2, 50/A[HA HERKD : pHb. 0, 50[E]#x5
100 | 100
g‘; 80 g\i’ 80 |
g 60 {;;“ 60
o4 | oot
H— 20 B H‘ 20 -
0 * * * 0 ! . . .
0 5 10 15 20 25 30 0 5 10 15 20 25 30
EFRE (4 F5RE (5)
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ABRIES : pH6. 8, 50[HIHA ABRIE@ : /K, 50[mlER

o 5 10 15 20 25 30 0 5 10 15 20 25 30
R (53) e (93)

AHBRIES : pH6. 8, 100[H#A

100

N EICT))
3

e

S
N
o

@ 7 TF T v EE20mg TEATR] GRERELAI)
O twa s T L25mghE (FEUERLK)
n=12

EF
N
o

0 5 10 15 20 25 3
K (5)
RV-2 Y TF7 EEE 25mg TBAR] OBEHERICEITHEMME
(FEBREA R CRERFIOFIYFHEDLLE)
RV-3 HEREF R CRERF O FIBEHEDLLER

. HERE (7 xF 7 [HEgERE (koo
B ef o ;
v UBE 25mg [BR)) | /L 25mg £E) HE
Fik [EILg BRI | ERF AR SRR (%) SRR (%)
@ pH1.2 15 %y 101.2 97.8 St
. . H5. 0 1543 99.5 97. 1 ey
g | 50 [l 2P Gl i
0% FLIE) @ pHe. 8 1543 91.8 85.9 WA
@ K 155y 98.4 96. 1 iRy
100 [E45 | @ pH6. 8 15 5y 99. 7 100. 7 BNy
(n=12)

<YRHIZENZ 1T B RIS >

7 = F 7 L bE 50mg [HIG) 19

(BB BT 5% 10 ETEE O A 2R RISV T A BT 4 > PR 12482 7 14 BAS
PEHRE 64 B, —EKIE SEAK 2442 H 29 BAF EATEA S 0220 4 10 B)

RETVE  BARKER  —ERBRE mHEBRE O Ruk)
BRI
ARERRUA] . 7 = F 7 L 8E 50mg [BHIA ]
FEAHERIA] .« 7 = F 7 v 8E 25mg [HAYS )
BRI B 900mL
IR 37£0.5C
AWK - OpHL. 2 (A RHEHRBRIEOR 1K)
@pH4. 0 (D 7= McIlvaine DFEER)
pH6. 8 (H Jmia HERBRIEDE 2 1K)
@7k
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[R5« 34y 50 MR GRERIRDO~®)
43 100 [RIHR1LE 1
(YEEHA BT A > THRIET D45 100 [AlEE TR EHBRIRICEB VT, 85 50 Al
DOV HFRER T 30 43 APICAEAERLA . FRERBLA] & H 1T 85% UL BV L7=7-)

] E FLE
SEEPRH R - FEYERIAI 2N 15 43 LANIC 48 85% LA i+ 2854
ARERRIA D 15 23 ANIZ ) 85% LA EIEHT 22>, XUT 15 3c BT 2 R BRAI 0 IR H 2
DMEHERLE DSV £ 10% OFEPHIZ H 5,
{2 OV« Bl RIS BT 2 BB A O 2« O HERIT, RBRA O R E T 15%
DOHFIPHEZBZ D5 b 0N 12 F 1 ELLF T, £25%DHHEZ#HE 2 5 DR,

il R
FRUERLA & ABRIAN D PR 258 o [R) S5k 2 APAG L 72 R HIERMEISE S U R O Fs 25 8)
PR CHE SN Z Linh ABRIA LARERANI AW FRICFRE TH D LA Sh,

BRI : pHL. 2. 50[H]HE ABRIED : pH4. 0, 50[H#A
100 100 -
§ 80 ;@ 80 -
B 60 %60 |
e 5
& 40 - 740 -
20 4/ 20
0 - T r r Y 0 T r T r r .
1 0 5 10 15 20 25 30
° 0 ° B%Fa%?é:\) 20 %% BRI (%)
FERE® : pH6. 8. 50[HHE FHERIED - K. 50
100 -
;\S 80
oo |
H 60
i
I 40
B

20 4

30

0 5 10 15 20
B (5)

@ VT TV LEE50me THATG) (GREAHLA)
O J=F T UEE25mg BTG (FEUERLE)
n=12
RNV-3 Y TF7E 8 50mg MBHA] OABAEEHICETSR%FH
(GREREZ| R CIZEE KD F B HED L)
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RIV-4 HAREF R VZERFNOTFIAHEDLLE
e R (7 =F T | FERE (7 =F TS
B S ; ; T
B 50mg THAIR]) #E 26mg TBAIRD) HIE
Jrik R | RBRIR | CHERER LR (%) LR (%)
pHI. 2 15 4y 100. 3 100. 7 A
TR BRI — pH4. 0 15 4% 99. 2 101.9 SRS
(X RE) pH6. 8 15 4 94.3 99.6 e
7K 15 4y 99.0 102. 2 Bk
(n=12)
#RIV-5 HEBREFDELDBHE
S e 7 T F T B B 50mg [FAIA] i
Jrik s | RBRIK | HIEREA i %« D (%) R (%)
100. 9, 101. 2, 100. 4, 100. 8,
pH1. 2 15 4% 100.1, 101.0, 98.6, 99.7, 100. 30. 80 Bk
99.4, 101.0, 99.7, 100.8
99.3, 100.9, 98.8, 101.3,
pH4. 0 15 4y 99.7, 101.0, 99.4, 98.6, 99.2+1.55 Bk
TR R . 96.6. 96.5, 98.4, 99.9
RN 50 AR
(/N FLE) 90.2, 96.3, 95.3, 91.9,
pH6. 8 15 %y 94.3, 95.2, 94.0, 95.9, 94.3+1. 84 Bk
95.4, 95.9, 94.1, 92.7
98.8, 99.5, 100.1, 97.9,
7K 15 4% 100. 6, 98.8, 99.1, 98.2, 99.0+0. 88 HE
98.3. 99.1, 99.9, 97.9
(n=12)

<ERHZEENZ I T D RIS >
7 TF T b 100mg [BYG) 17
(B &7 B % 0 B RA O AW E R SEERBR T A K74 > PR 12422 A 14 BfF
I 64 5. —HE  EAR I8 4E 11 A 24 AfF SEARAER 1124004 &)
RER L . BAKR S WHRBRE O Rk)
B
AREREAK| . 7 =F T ¥ BE 100mg [HAYR)
YRR © 7 = F 7 L BE 25mg THAYG
ARBRTE R 900mL
VR : 37+0.5C
B - OpHL. 2 (A REHRBIEOS 1K)
@pH5. 0 (D7~ McIlvaine OFEMEIR)
pH6. 8 (H Jmia HERBRIEDE 2 1K)
@7k
[E#545 : 50 [Eis GREAVKDO~@), 100 [ElEE GRERIREG)

— i EBRTA

] EFLE
SEETRH R - EAERIAI S 15 3 LANIZ ) 85% L BIAH T 2354
ARBRELAI S 15 S0 LIS Y 85% DL Y92 2y, UL 15 3B 1) 23 BREE] 0 XA R
DIEEHERLA D SRR = 10% OFIPHIZH 5,
it 2 DI« Bt iR U 3 1T 2 IR RA Dl 2 D 1T, SBRRA OB E R £ 15%
DOHFIPFAZEZ DO 12 P LELLT T, £25%DFIPHEZE X 5 H DD,
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GEN
PR YERLG) & BRI OV H 25 8) O [R5 E 2 3P L 72 RER . FIERREISE S L, WA O H2EH)
WA CHE SN Z L b ABRIA L ARERANI AW FIICRETH D LA Sh,

ARERO : pHl. 2, 50[A[ES ABRIE@ : pH5. 0, 50[HNHA

_ 100 }
g $ 80 f
= 5o
B f}_ 20 |
0 e
0 5 10 15 2 25 30
BERE (43)
AERIE® : pH6. 8, 50[H#LA BRI @ K. 50[E#zE

100 } 00
R 8 Sel
# 0 r W 60 |
# £
5 0 r K40 |
" &
B 20 f o 20 |
O L 1 1 1 J O L L 1 L 1 J
0 5 10 15 20 25 30 0 5 10 15 2 25 30
BRI (4)) B (4))

ABRIES : pH6. 8, 100[H#A

100 |
&80}
H
ﬂ 60 B
I
§§ 0 ; \ B
Y @ /TFTEUEEIng [HTR) GRBRELHD)
0 A O 7= F T E25mg [HITR) (REHERUA)
0 5 10 15 20 25 30 n=12
FFRE (53)

RV-4 S TF7E 8 100mg MBI OBEESICE T SRFM
(REBREF R VRERFOTBHEROLLE)

RIV-6 AREKIR VIZERFNOTFEHEDLLE
Sy HEBRE (7o F 7 | R (o F T
#E 100mg THHIR ) # 26mg TBAIRD) HE
ik mlRg | BRI | CHIERERL R (%) LR (%)
pHI. 2 15 4y 100. 2 101. 2 S
eistEes | 50 HiE pH5. 0 15 %y 99. 2 99.5 ﬁé
% L) pH6. 8 15 4y 85. 4 91.8 e
7K 15 4y 96. 7 98. 4 e
100 [E# | pHe. 8 15 %y 100. 3 99. 7 W
(n=12)
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KRV-T ABRRFIDOEZDBHE

B 7 TF T B BE 100mg THATR ) e
Jrik EEsgE | BB | CEIERR &2 O HE (%) LR (%)
100. 4, 100.6, 97.7, 100. 1,
pHI. 2 15 53 100. 1, 101.6, 99.3, 101.0, 100. 21. 23 Bk
98.0, 100.9, 101.2, 100.9
99.8, 98.9, 97.1, 97.8,
pH5. 0 15 %y 98.2, 101.1, 98.1, 101.7, 99.2+1.47 Sk
- 99.6, 97.8, 100.9. 99.0
T 50 falts 84.9, 89.6, 84.1, 87.0, ‘
S KAL) pHeé. 8 15 4 85.4, 86.6, 83.0, 84.6, 85.4+2. 05 e
87.8, 84.2, 85.4, 82.4
94.7, 95.8, 99.9, 99.9,
7K 15 %y 96.0, 96.8, 97.3. 97.8, 96. 72, 02 E
94.9, 97.3, 93.0, 96.5
100. 2, 100.1, 99.2. 100. 8,
100 [F]#5 | pHe. 8 15 4 99. 1, 100.9, 100.6, 100.0, 100. 3+0. 82 e
100.0, 101.6, 101.4, 99.3
(n=12)

<IHZEENC BT D [REME >

U TF T EUBE 200mg [HIG)

(B R e 4% 1 A O L IR SRR A BT A > - PR I24E 2 A 14 A
EIRGEG 64 5, —TBMIE  CEAK 18 4E 11 H 24 AfF AR 1124004 &)

AREBRGIE - AR —RBRE EHEBRE OSRak)
BRI
ARERRAK| . 7 =F T ¥ BE 200mg [HAYR )
HEAERIA] . 7 = F 7 ¥ 8 25mg [BHIAR
BRI B 900mL
VR - 37+0.5C
AWK - OpHL. 2 (A RHEHRBIEOE 1K)
@pH5. 0 (HEHED 7= McIlvaine DFETER)
@pH6. 8 (H Jia HRERIEDE 2 1K)
@7k
[R5« 35y 50 Bl GRBRIRO~@) . 57 100 [Fli GRERIE®)

e HE
ISR AEERLRI AN 15 Sy LAY 85% UL EIAH T 255 A
ABRRUAIA 15 53 LANIT Y 85% LA BRI 9508, XU 15 31281 2 3B A o E v =R
DM HERIA D SV R £ 10% OFEPHIC B 5,
il 2 OFHER « B BRI U3 1T 2 3B ELA O 2 OFF R IT, FRBRELA| O PR HEE +15%
DOHFIPFAZEZ DO 12 P LELLT T, £25%DFiIPHEZE X 5 H DD,

EES

PRV & SBRIA D ¥ I 258 oD [R5 L 2 34 L 7265, HIE RIS L, WA O 25
RS SHE SN Z L b ABRIA L ARERANI AW FRICFRSETH D LA S,
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KB D : pHL. 2. 50[H]H#E

FHEHE (%)

AERIKD : pH5. 0. 50[H]HE

100 |
80 r
60
40 1

A58 HE (%)

2 r

0 5

10 15
B (5

AERIK @ : pH6. 8. 50[H]HE

FHEHE (%)

HERHKES : pH6.

FHEHE (%)

20 25
)

30 0

ABRIED K,

15 20 25
e (93)

5 10

100
80 ;\3
60 | H
w | F
20 | ﬁ
0 0
0
B (43)
8. 100[a]Hz

100

n=12

10

15
B (53)

20 25

30

15
e (53)

20 25

@ 7 TF TV EE200me [BAVR) GRERELAD
O JF T EE25mg [BIE] (BEUESFH))

T CHER I3 T B RIS 5 e

BV-5 V TF7 E 4 200mg TBRA] OBELEHICE T HRFH
(REBREF R VRERF O TBHEROLLE)

FRIV-8 HEREFI R IZERF D F I AHED L
. HRBREA (7 =TT vy | EmERA (F=F T
RER S " " T
#E 200mg [PAIR]) $E 25mg THAYA]) ) E
JiE FlHREL | BB | CHIERER SEHEHE (%) SRR (%)
pHI. 2 15 %y 102. 4 101. 2 A
S - pH5. 0 15 4y 97.6 99.5 A
TEHEERYE | 50 [ElHR :
o pH6. 8 15 4y 82.1 91.8 A
(X RViR) -
VIS 15 4y 97.8 98. 4 WA
100 [=]#% | pH6. 8 15 4y 97.6 99.7 A
(n=12)
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RIV-9 FHERRFIDE AR DA HED LR

B 7 = F T B gE 200mg THIA)
‘/l,_L’H‘ \/Il—‘—»
s | EE | i | O | meowtE 6) | T | 0

102. 0, 101. 5, 102. 6, 101. 7,
pHl. 2 15 43 101.9, 102. 3, 102. 9, 104. 1, 102.42%0. 82 W
103.5, 102.6, 101.5, 101.7

97.9, 98.7, 98.1, 99.0,

pH5. 0 154y | 95.8. 97.0. .94 97.6+1.72 A

2
50 [A]#ix 2
VA H a1k

0 9

99.8. 95.8, 97.0. 97
1 1

o e 5

(R RE)

.1, 83,1, 79.
pH6. 8 15 43 79.7, 79.5, 81.6, 84.
81.8, 83.4, 85.8, 80.

6
0. 82.1+1.97 1 A
9
9.

101.4, 103.3, 97.0. 99.1,
K 154y | 97.8, 89.8, 94.3, 101.3, 97.8+3.53 A
97.7. 98.2, 97.3, 96.1

98.8, 97.2, 97.2, 98.0,
pl6. 8 15 43 97.5, 99.2, 96.9, 98.9, 97.6%1.00 W
96.8, 98.0, 95.9, 96.8

100 [=]
i

(n=12)

< B RE A~ O APE> 19

JTFTEUE 12.6mg TBVG]. 7 =F 7 U 8E 26mg [BIWR). 7 =F 7 U8 50mg [HIR). 7 =
F 7 EUEE 100mg THHIE] ROV =F 7 88 200mg [HIVE] 13, AAREHERLELICED S
c [V F TV T2 VBRIESE ] OEHBSICESG LTS Z ERERINL TN D,

RETE  BARERS  — RS IEHEBRE OSRWE)
ARG
[Al#E%L - 50 [Aldi%
BRI - /K. 900mL
[V xFT7ver 7~/ VghEgE) OB 30 oMOEHFRIL 5% ETh 5,

ARG
J=F T BE12.5mg TBHVE] OEHZRIL 95.6~100.9% (n=54) ., 7 =F 7 v’ #E 25mg [BHIA]
DIEHZEIT 90. 4~93.8% (n=6) , 7 =F 7 E° L& 50mg [BHIE ] DIEHZRIT 91. 7~107. 4% (n=54) |
7 F T UEE 100mg [FATR] OWHERIT 93.6~95.2% (n=6) ., 7 =F 7 &' §E 200mg [FHIB]
DU HFRIL 85.4~92.5% (n=6) TH Y . WTHORHF G EHBEITHE L TWD I LRI N
77

10. Rz - 2E

(N EENRELGESR - 8. NENRREES - QRICHY 15
M LR
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(2) BE&

(7 =FT7 8 12.5ng TG
PTP A3 100 58 (10 #E X 10)
N RV A) 300 BE

(7 =F 7 &8 25mg BTG )

PTP A12E 100 & (10 B£X10) 500 & (10 &E X 50)

N (R AVA) 500 BE
(7 =F 7 88 b0mg BTG ])

PTP &% 100 2 (10 £EX10)
NTANE (R RVA) 500 BE
(7 =F7 B8 100mg TEHIE])

PTP al%% 100 & (10 ££X10) 500 &£ (10 & X 50)

NZEEE (R RVA) 500 §E
(7 =F T 8 200mg THHIR )
PTP 214 100 2 (10 £EX10)
NZEEE (R RVA) 100 8

Q) FREE
LR

b BERmDOME
PTP ‘a2
PTP > — k : KU E =)L, T I=7 L
NUR Ry Ty
A i

1. BlERESNLIEMEE

AR ANA

12. £l

A LR
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ARICEI 5B

IEEREESYES
A KR

DEXINRICEET 5FE

BIE STV
HERUVAZ

() BERUVHE=D#ER
WHE . RN =F T LC1E 2me, 1 H2 XX 3EEEGEEEL, BEFOLREE
WIS U CiRA ICET 5, BmE. 1 BE5E1T 150~600mg & L. 2 X 3 |y TR &L
T 5,
R, BEGEITEE - BRI KL VEEREET S, 2720, 1 HEE L TT70mg BRI &,

Q) AERVHEEDERTERE - 1B
M ER L

FZERUHE=ICEEY 5FE

1. % - REICEET HEE

7.1 FFHEREREEBRE 1L, D& (BZE 1A 25mgl B 1[E]) o5 28E 0, 1| AHEEAE 25
~50mg |2 T 572 PREDOREEZBE LN bEEBEICKRS T2 &, [9.3, 16.6.1 BH]

1.2 mEi2ix, & BIZIE 1E 25mgl A 1E) 226#&5 %260, 1 BEERE 25~50mg (2
THREBFOREZBE LN OHEEICEK ST 52 L, [9.8, 16.6.2 ]

17 95% 1

MEKRT—2/\vr—
BA=RSANA

(2) BRPRZF B ER
M E R L

Q) AERGERHER
AR L

(4) ¥EEERIERER

1) BRI ER

OHENFIH —EEREERR (el F—1)
A RFRIERE 197 flaektR e LTl =F 7L OEIERNLEMEIC O N T Az XY R—L
TR 2l —EERIERBR AT o7, GHIRIZ8EE Lz, TOMER, kSR UGERE
YERE L LS ERII I = F 7 EURE38. 1% (37/97 f5]) . /e~ R—/LEE 25.8% (24/93 f4i])
Th Y. RN GEHM) BRGES N, BEROREBFRILY =F 7 & 8 67.0% (67/100 fi) |
Y R—UfE 82.5% (80/97 fil) Th V., AAIGH TAHEIIKN 72 (p=0.014), AHl
BRI A ERIER L. ARIRSE 21 61 (21. 0%) FEAR 19 41 (19. 0%) A&EE 15 41 (15. 0%) .
FRRGBBUE 14 61 (14.0%) ., Rk 12 6 (12.0%) . A% 10 #i] (10. 0%) ., MESIHE 10 61 (10.0%)

Thot- 2,
<BTFIRI 17.1.1 L #sig>
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QHEWNFEIHE —EEHRtERR (E477I0)
MAKIERE 181 HlaktRL LTI oF T L OEIMKENEZEHICONWTEY T T I 0 %
KHIC S Mgk —EEMEEERR AT 70, WEWIMIT 8 ML Lz, TO/RE., sk ek EiE %
R L L= ERII I 2 F 7V URE 37.2% (32/86 ), BV 77 2 f 28.8% (23/80 f5i]) T
b, FEME GEHM) PREES T, BEHORBIRILS =F 7 8 61.1% (55/90 1)
EYTTIUREBL 1% (73/90 ) THY | KA GH CTHEICKD 272 (p=0.004), AHFIH
BRI T 5 E2RIE L ARRGREUE 22 41 (24. 4%)  ARHRAE 19 51 (21. 1%) . A2 17 4511 (18. 9%) |
HFEW 1L H] (12.2%) ., R 10 ] (11.1%) . #BEE 10 B (11.1%) . HES%E 10 Fl (11.1%) .
THYT 9 (10.0%) Tho7- 2,
<BEFERL 17.1.2 X Y#Rie>

2) REMHER
AR L

(5) BF - fmRERIGER
M E R L

(6) ;A fRAaE A
1) ERARKEAE (—REARERE. FEERMERE. EARELERRE) . RERTRT
—AR—RFAE. RERTREFABROAR
A LR

2) RBEMELTERPEOAERILE R LI-HE - HEBROME
A LR

(7 2Dt

[ PN 56 T AH — ik B R B
L DOFUGHRIIZ B W TR A RS R o 7c (BRI MERMIELE 32 izt L, A
MR LR EZRETT 2 2 L2 B E Liclaix A — 7 Uil A i L7z, G MMix s e L
Teo ZORER., BAEDMUCERE 2 FRIE & U7 dERIT 40.9% (9/22 ) Th o7z, BHWERHOREL
UL 46.9% (15/32 ) T o> 7o, ERRBIERIE, AIRSE 8 # (25. 0%) | FhFEBUE 7 61 (21. 9%) |
Rz 541 (15.6%) ., #=EH 3 B (9.4%) Thoiz?,

<BFEXL 17.1.3 L vi#zzE>
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S

ENEECBII HEE

ERPYNICEEHSLEMXITILEHME Y

PLRANIUAEH Bt rw F =1 -
U2_2Y R RNURY Ry 50, e xva sEBREKRNY, 7at-rtvl) ., 7a
P, TeFer~eL A UBE. VTV RURRRE

HE  BEO®H DLEMOREE - WRFIL. EAORMNLELSRT L &,

EEER

() ¥ERELL - ERRRF
AIEDIPRZE I RS2 v D, ZA/IEICH LT e b= 5-HT,, AT 2 BN E 0
e RO A OZEEIH LTHMMERH D Z L THY . ZROLRERICBIT AERICEE LT
WHHDEEZLNTND 2,
<EFIRL 18.1 X v #sge >

(2) BN ZEEAf T HAERAE

D7 x=F7erse TR OBUREEER
KRAB T o B UFHFAE A EE BN 2 IR (v =) >B)

AR T 2R INCE )~ T A HRER BOENZFR L, U KIETmEI R 2 RE 5
ZEiZE v s =TT U TR GRBRELR) KOV =T 7 vy 7~ Vit b (FEHERLA] (BEA,
100mg) ) OHUREFIFIE Z it L7z,

AL (0.5% A F /v m — APEHR) . RBREA L OREERIA| O~ 7 AR o0& 5L (7
TFT7T L LT3, 10, 30 2 HTNT 100mg/kg) . &5 30 DRICABBREUIAZ 7 =4
IV (Img/kg) Z PTG Uiz, WMiSAIR GE%) O BREB A 90 bz o> TRIMEE
= L RIE L,

ZORER ERANIA X T =& I KN BASER &2 H EERFRCHEH L. 30mg/ke
Lo AETHESEBSROBMNZAEICHH Lz (KVI-1),

2000 —
#
— 1500 l
L
A
D
R
08 1000
&R
ft]
R
T 509 -
o - = 2
0 0 3 10 30 100 3 10 30 100
YIFTFEVEEIBRA
Hm (RERELE]) (ma/kg) (FREHF]) (me/ke)
BiE& AR TTAI(1mg/ke)

EEREOAREHED T HELIZHERESRLE.
#:P <005 NEBEIERRSE (StudentDHRTE)
*:P <001 AL TR R 58 (Dunnett B L B LLE)
RVI-1 A2 273 2 UFREBFREHSEMITT HHHIIR

(n=6~8, Mean+S.E.)
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2) AR BNE
Z v MRk E V2B T, R U D, RN D, ZAKR, Eu k=1 5-HT, KON 5-HT, Z 214,
ERAZIVHZEER, 7T R T o, KD o, ZHFERIC U CTHAMEZ R LTe, DAY 5
KRB OR DT PE SRR LTI E A EEMMEZ RS R hoTz, 2, R
D, ZAMIZH LT, Bu b= 50T, 2RI T 28L&~ 72 % (in vitro),
<EBEFIRX 18.2 XV i#zit>

3) R U RO b = B HUEH
R UAEBERO T RENLE RICEVFER LIATE (VAP LOBRE KR, ~VADO X UHDIE
N ONEKREE) Nk e b= EREKO X Y U THER LTE (T v FEIRY EE) &
F BARAFR M L7 27,
<EBEFIRX 18.3 L vizit>
4) HERANESRIC KT HEA
DOt FTOIEH
WD 7 Z 2 ARG IZ W T #EARIMNERE ORI L, 77 B RER G L ORIC
ERBDIRDST D,
<EBFIRXL 18.4.1 X v#zit>

@ TOIER

PFMZBTLHVA F=TEHBRIERAEORT v MBS ¥ L7 —ERIEAIL, ~aXl F—1

Wm&f%ﬂotmo7/%T@@ﬂéﬁ%%ﬁﬁfiﬂ@ﬁLﬁbéﬁmﬁﬁﬁ%%b\ﬁ%

HAEEIR & OBIEREV & S D BERSEERRICK L CUIMERZ R S oo 722,
<EBFIR 18.4.2 X »#Rit>

5) Mg 7 v 7 7 F x4 H1EH
Ot FTOIEM
WA O T Z 2 R RIERGERBRIZIB W, 7 u T 7 FUREILL, 7B RER5REE ORICZEEZTR
WMo T 2
<BFHL 18.5.1 L vi#zzE>

@E T DOIEM
Z v MIBWTC, EF 7 e 77 FUBERBII o) R—1E Ry FEmh LR 2R
IRtz B,

<BFUL 18.5.2 LV #EEi>

(3) YEFARIREFMAE - HiahsrE
YR L
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VI

EMBE

(ZRE9 HIEH

A REDHR

(1

AR L

AREAMGMPRE

Q) ERKRABR CHESIAOPRE
D) AR B (BRI 5-RE)
O RFEBF I ZF 7% 1 EE 256~100mg O Tl LC 1 H 2 BKERAO#ESL L
72. 100mg O HET 7 [BIKER S L= oiiEh 7 =57 U REHER K Y EhE T XA —X
EXVI-1 L OEVI-1 O L 8B80 ThH D,
R Tix, #5K 2.6 REBICR & MEFRE ((FY) 397ng/ml) (Z#E L7z, MIEFH O

7 TFT EOPEKITHECTH Y . L 3.5 Bl TH -7 %Y, [16.6.2 2]
(ng/mL)

200

400

300

200

100

——

—O— HilnE

—o— JEriine

0

(e

|
12
(hr)

HVI-1 #iERBERECHVTFTEL 100mg 2 1 B 2 EAREHRSHONEFI TF7EVREHRE

(Mean=S.E.. EEE : n=12, &g : n=11)

RVI-1 HEXAERFICVIFTEL100mg 2 1 H2 BIREBRGHOEYHE/NTA—4

7 . Cmax Tmax AUC_ o0 Ti)s CL/F
(ng/mL) (hr) (p g« hr/mlL) (hr) (L/hr)
e 12 397457 2.6+0.7 1.69=+0. 19 3.540.2 | 67.1+7.1
= 11 483+96 2.9+0.3 2.597+0. 54 3.6+0.3 | 50.9%6.7
Mean=S. E.
<FBFIRX 16.1.1 X viizit>

INENFERFVERE 7 =F 7 B % 1 [BIH& 25~250mg O CTHEIE L C 1 H 3 RIRERD
b L7z, 1[EA&E% 75mg, 150mg KT 250mg & L7z & & OEFIRBICRIT 2 MY ENHEE T A —
ZIIRVI-2 OBV THDH, MIEF 7 =F 7 U EEITHEICHA L THEmL., BT8R
LR T2 ¥,
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RIE2 NENREIEEEE <) TF7 E% | B3 EIREIRS Li-& ENERREE BT H5WBHE \5 A —4

R b Cmax Tmax AUC, g, Ts CL/F
(ng/mL) (hr) ® (ug -+ hr/mL) (hr) (L/hr)

T5mg tid 5 277+ 54 |1.0 (0.5-3.0) 1.07%0.19 2.7+0.17 89412
LS 294+ 41 |1.0 (0.5-3.0) 1.2040. 17 3.4+0.3Y 86116

150mg tid L 625+121 1.0 (0.5-4.0) 2.30+0. 33 3.0+0.3Y 7810
LS 572+ 63 |1.5 (0.5-4.0) 2.41+0. 34 4,440, 8" 73+ 8

250mg tid L 7784108 |1.5 (0.5-4.0) 3.3840. 46 5.8%+0. 3% 87+10
s 879+ 72 1.5 (1.0-3.0) 4.08+0.53 6.6+0. 8 72+ 9

Mean=®S.E.. n=11~13
a) Ul (HEPH) . b) BEE1% 3~8 FERID M. o) HERFE O I
<BFU 16.1.1 Lzt >

2) A=W IR S R

7 T F T UbE 25mg [BIG)] 3
(BRSO AEW LR SRR A T4 P94 12 A 22 BAF  [E3E5E 487 B, —
GIE AR I84E 11 A 24 BfF  FEAFEAI 1124004 5)

J T FT Ve 25mg BRG] Lemr s 26mg fE%h, 7 rAF— =LKV ENEN L8 (V7
TFT L LT 26mg) MEERAS FICHERREROZS L iR REMEREZIIEL, 5
ST HMENRE X T X — % (AUC, Cmax) (22T 90% (5 #EH X MVES CTREFHBHT 217 - 725 H. log
(0.80) ~log (1.25) DOFFHNTH V. WHIOAEYFHIRZEMEDHER S,

(ng/mL)
100 ¢ —e— I IF 7V 525mel B
i o kw2 I N2Bmedi
i 80 (Mean +S.D.. n=20)
i D.
7 60
+
7
v 40-:'
- 3
% 20
N S G S >
012 4 6 8 12 24
I (hr)
i (hr)

RVI-2 25mg e SRrDMEEH Y TF7 EVIREHR

RVI-3 25mg Gk SEEDEY R/ A —4

HENRT A—H BEINRNT A—H
3K 4 %ﬁ‘%ﬁ AUCt Cmax Tmax T
P (g - he/nl) (ng/nL) (h) (hr)
7 T F T LAE %5mg [RATE) 20 241.34+78.42 | 63.88+28.30 | 1.1%0.4 4,0+3.0
)L 25mg BiE 20 251.60+92.22 | 62.28+18.96 | 1.0%0.4 3.94+1.2
(Mean=S.D.)

i 3 R EEAE TN AUC, Cmax FE D3 T A — &3, YBRA O, RIEOLRIREIEL - R % OBk 5
RS E > TR D RN D 5,
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7 TF T B U BE 12. 5mg + 50mg + 100mg + 200mg [ByA 1416718

7T FTEUEE 12.5mg THIIR), 7 =F 7 E 8 5omg TBIIR), 7 =F 7 B 8 100mg TH1IR) K
V7 =F7 b 200mg [HIIA] 1%, BRI B RO ER A O A iR SRR T 4 R 5
AU ITHSDE, 7 TFTEUBE 25mg [BGR) AAEERFIE Lo & IWHEENE LS, &Y
FHINCESE & A S tz, (IV. 9. JEHIYE] DES)

(3) thgssk
LB L

HEE - HREDEE
B SR
1) 7 == kA (CYP3A ZHEH)
AENCBIT D7 == b VOHBGHICE N T, AFIOROZ VT T2 204 5 512 L,
Cmax & OV AUC 1N ZH 66% K% TN 80%(K T L7z *, [10.2 BHE]
<BTIRXT 16.7.1 X viisit>

2) 4 k= —)L (CYP3A D3RV HEH)
ARE ALZERUY CYP3AA FHERICTH A7 F o+ — b GROF|: BNRRRTE) 2 0FH&EE Lz X,

7 TF T B LD Cmax K ONAUCIEENENEMBE G0 3.35 54 N6. 22 (5 TH-7= %, [10.2 %
iyl

<BFU 16.7.2 X s>
IVIL. 7. fHEAER ] DIESR
BEYNRER/INT A —4

() BT A&
F— AL bE

(2) WUIEFE FE L
MERR L
Q) HEKEETEH
kel:0.2090+0. 06139 (hr") (Mean=SD, n=20)
(EEERR AN T 127 = F 7 E 8% 25mg TG % HA[AIRR 118 G0g) 39

WHYTFUR
LB L

OF XE=
LB L

(6) T it
LR

BEH (REaL—L3v) @

(1) B4R A3k
DR L
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4.

5.

6.

QD INF A2 EBHER
REERR L

% UR
JTFTECORARNMEIZRIFTHY, 72F T EL® Cnax L OAUC IZKIETREOZEITZRD
LR oT2 0, BEARG-EOT —#)

<BFUSL 16.2 L EEEE>

5%

(1) Ik — Ax BE P9 @ 1
L ER L
UF OGRS D 7
o I ARE R I 71%7t/%&5% WY hwy X fa v o —2—WiEfRsg (PED) 12 L0 K
W RS VD, ZAEBE R b= 5-HT, IR 5 A R 2 MG U7 BRSEERERIC B\ T, 28K
ZEALTWD Z ENMERINTERY, MiE-HEMEZE&RTLEEZLND,

(2) Ifn % — BR AR R P9 @B 1%
<BE>
BYESR (7 NEOUHF) TRE~OBITAHE SN TS
TVIL 6. (5) 4E:f7] DIHZ M

Q) EiA~DBITH
BAT~BITT D 2 Lp@mESnTVD
MVIL 6. (6) % FLtF 1 DIHS M

(4) BEA~ DT
AR L

(B) Z Db DB~ DFEITHE
M ER L

(6) MIWELHES
=N ikt 7L5719:7 L OBEABAZEIZ83. 0% Tho72 (in vitro),
<BTEL 16.3 X izt >

e

() X B BB L B AR R
WPl L (RE@fEh s,
T, UTFORENRH D,
7 F T UITEL ﬁﬁfﬁw%xfCWM4 T K D EHKER FE DRI S Y S— A% o KA EAR
BB CTHY, oM, BT X E, BFEEREOKBIEKOE 2 fifatit (ZF vy e rgisin)
NRD LT,

Q) RKHICBEET SEF (C(YPF) OHnFiE. F5F
)7 =F 7 & NIBEEORE CIAFEAICRH S, 7 =F 7 B OB 53 % 372 P450 BEE
1% CYP3A4 TdH 72" (in vitro), [10. 2]
<BEFIRL 16.4.1 XV #it >
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2) In vitro RBRIZEBW T, RE(VIKR R ORE#1T CYPIA2, CYP2C9, CYP2C19, CYP2D6 & TN CYP3A4
EMEC LTIV LEMER 2R L7228, b b TOMETHEE DK 10 {500 EOREE TR b N H1E
ATho., BYHEERAOELEZRETLLOTIHERVWEEZ LR Y,

<FBTIRL 16.4.3 X it >

@) HEEANRDERERVZDEE
YR L
UFOHENRSH D 2,
(%)
P SR 7 = F T VU 2RO E LT & & O Cnax ITBHEDR 2% TH -T2 &b, 7=
FT7 B OPELEEDRITIKRENEE X BT,

@) REVDOEFEDOEFERVENL., FELESE
b bR O EEAEHIIAE B KB E A OR S 2o 72 10,
<BEFIRIL 16.4.2 L vz >

7. HE
(1) BN B A2 7 = F 7 £ 20mg 2 HIFHE (5 L & = 5, ReH~ORZALIRO BRI 1 5
D 1%*?%?&)07‘: 43)0 (%%U&E‘H#@?_ﬁ)
<FEFIRIC 16.5.1 X5 >

Q) HNEAFERFELRT I "CHER Y = F 7T E 2R OEE L & 2 A JREOFEF ~D i ae kit £
ILENZENEGBED 72. 8% K% TN 20. 2% Th - 7z, 7o JRIEHFHIFEEIZ 5 5 RELEBEOEIEI1E 1%
K ChH o7z 9, (BEAR GREO T — )

<BFEL 16.5.2 L 0i#zzE>

8. FIUARKR—E—IZFET B1EH

YR L
9. BNMZHFICLKABRER
YR L
10 BENDEEZFHITHEE
(1) e pEE & s
JFHRERS ERE (T a— ML) 12/ =F T v 26mg ZHEROBE LA, J=F7T

O Cmax & OVAUCInf IZBERERR A LD < (B L6565, T L iXEEFERALY b EN-72 (1.8
) 9 WEANT—4), GEFlEGEOT—4%) [7.1, 9.3 &#]

RVI-4 NEAFBEREREICVIFTEY 26mg ZHEIES L EEZOENERE/NFT A —4

Cmax Tmax AUCinf T CL/F
el " i

(ng/mL) (hr) (g« hr/mL) (hr) (L/hr)
PR RE
o 78.5+14.4 [1.0 (0.5-1.5) 0.386+0. 077 5.5+1.0 79.4+10.7
f 2 B
R A 53.0%= 3.5 |1.25 (0.6-3.0) 0. 248+0. 020 3.1%+0.2 105 = 8

a) TR (HEPH)

(2) Flin

Mean®=S.E., n=38
<BFU 16.6.1 L #EEE>

FERE SIS T A MAERREIIEERE LV bEHER L, minE o AUCy_yope CF¥2.59 g+ hr/mL)
IZFEEEE CE¥1.69ug - hr/ml) O 1.5 THo7= 1, [7.2. 9.8, 16. 1.1 W]
<B TR 16.6.2 L0 #EiE>
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11.

g2k
M B L
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VIIL.

1

2.

3.

Z&e EALOIESF) (CEYSHIER

ZERNBEFDER

==}
=

—_

A FLVOBEDOLFENS, BRFET FT7 O F—VR, BRFEEEEFOERGRIERANF
BL., RTICERDHEAHAD T, FHIRSHIE,. MBEEONEFOBERETIICITS2 &,
[1.2, 2.5, 8.1, 8.3, 9.1.5, 11. 1.1 3]

2 BEIZHELTIE, HoMLHLERBMERANRRTDEEN/HEI_EE. BERVEDRKE
[T+7ICEBAL. AE. 28, SR, HRFOERFEICIEEL. COLSGWERAHoHNIG
BICE. ELICREZHEL, EBROZERERTAHELD. HEEITHT &L [1.1.8.1,8.3,9.1.5,

—_

BEEAELZNDEH

222 (ROBEIZEBELEWNI &)

2.1 BipREOBE [SHREZELIE2BTARH 5, ]

2.2 7NV EY — VB E RS O FARA R IR A O RN T2 D B [HP ARV 23 4
ED,]

23 7RV F Y v a2FKG5HhoBE (T RVvF U a7+ 7 4 7% 0 —0ORERE, IR EEk
(BT DIREREE S U < MR T 254 28k<) [10.1, 13.2 BHE]

2.4 AFI ORI LIRBUEDBEERO & 5 BE

2.5 BERISOBE . BERBOBEREOSH 5 8E (1.1, 11. 1.1 BR]

RERIIRICEET HFE L ZTDERA

B STV

BERUVHA=ICEAET 5T EZFNDER
(V.4 AEXOHEICBEET IEE] 2287528,

EELGEXRIE L ZTDER

8. EELEARNEE

8.1 RENOFEGIZE D, FLWMPHED EFHNS ., BERFES N7 v R—v A HERFMEEES
DEAPRRME T2 ED Z N DO T, REIFRGHIX, MFHEORESOE., 28, ZIKR.
BREDOBIE A 012479 2 & BRI, mIbE. JERSE OFERIE O fERIR 2 A3 2 B3 T,
MAEES B U, REHREZ 2B 28203 H 5, [1.1, 1.2, 8.3, 9. 1.5, 11.1.1
2]

8.2 RHNOHGIZL Y, IKMBENRSL HDOND Z ENDHDHDT, KFRG P, Bk, B,
HIF. IREE, IR, EMEESORMPHERICERET 2 & & bic, MHEORIESE DB A |+
IFNATH Z &, [8.3, 11. 1.2 BHE]

8.3 AHIOFHIZEEL, H51 L LR 8.1 LT 8.2 ORIWEHNEIAT 2HE1HL Lz, &
FHROEOZFBASITEHI L, @ilbEk (0¥, 280 2R, BIR%) . RinfEER (i
B, R, T, IREE, IR, BRRREES) ICEE L, Zo L BERRS LbhGAIC
X ELICEGERRL, EROREE2Z 585 HET52 8, [1.1,1.2,8.1,8.2, 9. 1.5,
11.1. 1, 11.1.2 ]

8.4 RENOFEGIZ I VAREHEMZ LT Z ENHHOT, IEMICER L, EMOBENH &b
LalE, BERE, EERIESOMERAEEITO 2 L,

8.5 ARANL., FRIREBMBVIMICES RN EEZ R Z T2 eBHDHD T, IHL B, HFENE
OARMESER D & D DAV GAITITEES, @MU 2 0AE 21T 2 &, [9. 1.1, 9.8 ]

_30_




8.6 AANIF L L THIARRIHEHT 5720, IRK, HET) - 977 - KETEBRE HEOIKT
MR D ENHDHOT, RFEGHOBEITITE BN EOEIRSEMR A D R OBRIEICHES
SHRNEIICERTHI L,

8.7 RIRIEHN DO X OBE, KRS EALT 5 AlREEN & 5 O T 2+ 1TV 72 6
AR OHEZR D LoD, AMARAICHETHIZ ENEE LV, T2, JEROE/LNR
D ONTHEEIZIE, MOIREIEICUID B2 57 CilEI R LEE=1TH 2 L,

8.8 HEEORM W v LG ohiicky, RIR, Eo, B, N, R 0 BERUE R
NHLOLNDLZENDD, HHEEPIT LT, BRAICRET R SEEIZITI 2 &,
8.9 MUEKIEKAE, AMEREO BB LONDZ ERNH LD T, MIEHREZITO 2L, BEL 012
TV, BEPRO NS E IR G 2P kT 57 S @& s217o 2 &, [11. 1.6 8]

6. BENDERZHI HPEEHICHT IR

() EHE - BEESFOHLHESE

9.1 BHHE - BMEREOHLEE

9.1.1 - MEKE., KOERES., EOEXETZAORVVOHLEE
BHYINC—@EOMERE TR LbND ZERH D, (8.5, 9.8 2]

9.1.2 TALAFEDEEHRER, RITIINLoDBREROHIESE
FEREEAZ IR T I BENNH D,

9.1.3 AEIRXIEZOEREEDOHDEE. XM QAT ERERBEOESE

QT MBS IER T 2 ATREMEN 5, [10. 2 B ]

9.1.4 BRETHOBERUVBEBRITELXET HE8F
JEREFELSH DI BENLLD D,

9.1.5 ERFEDREE., amEH SV IEHEEORERFAOREREFE2ET H8E
[1.1, 1.2, 8.1, 8.3, 11.1.1 &H]

9.1.6 FEMKEE. REIBARR. IBHE. BHKKEBZEORRRFEEIT HEE
JFERRIE . PR MARIESE O AR FEARTE N E STV 5D, [11.1. 10 2]

(2) BHsaelEERE
REI LTV

Q) FHrEEERE

9.3 FFikmElEEBAE
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11.1.2 Bk BHEAD)
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The use of stems in the selection of International Nonproprietary Names(INN) for
pharmaceutical substances 2018 (World Health Organization)
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AICBU DREOF A AT 5 BHICET 20 195 1) 19.6 B3I OHOEHITL FO
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9.5 124w
PRI SUTAESR LT 2 TREME D & £ PRI, iR EOF RS a2 EF D L S h 56
WCOBRFEST DL, BWFER (T v FROUHX) TRE~OBITARESATWD, £, it
PRGN PR e G- STV 256 FrARICMsLEE, BHR, FRRkEE, Rk, 5ERIE
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9.6 R7LIR
R EOB /MR ORARBEOARMELFE L, BAILOMKGSUT T2 MET+o 2 &, B M TRAL
TABITT 5 Z L mE STV D,

ek FLAPAR

KEOWFcE | 8 USE IN SPECIFIC POPULATIONS

(202241 H) 8.1 Pregnancy

Pregnancy Exposure Registry

There is a preghancy exposure registry that monitors pregnancy outcomes
in women exposed to atypical antipsychotics, including SEROQUEL, during
pregnancy. Healthcare providers are encouraged to register patients by
contacting the National Pregnancy Registry for Atypical Antipsychotics
at 1-866-961-2388 or online at

http://womensmentalhealth. org/clinical-and-research-programs/pregnancyregistry/

Risk Summary

Neonates exposed to antipsychotic drugs (including SEROQUEL) during the
third trimester are at risk for extrapyramidal and/or withdrawal symptoms
following delivery (see Clinical Considerations). Overall available data
from published epidemiologic studies of pregnant women exposed to
quetiapine have not established a drug-associated risk of major birth
defects, miscarriage, or adverse maternal or fetal outcomes (see Data).
There are risks to the mother associated with untreated schizophrenia,
bipolar I, or major depressive disorder, and with exposure to
antipsychotics, including SEROQUEL, during pregnancy (see Clinical
Considerations).

In animal studies, embryo—fetal toxicity occurred including delays in
skeletal ossification at approximately 1 and 2 times the maximum
recommended human dose (MRHD) of 800 mg/day in both rats and rabbits, and
an increased incidence of carpal/tarsal flexure (minor soft tissue
anomaly) in rabbit fetuses at approximately 2 times the MRHD. In addition,
fetal weights were decreased in both species. Maternal toxicity (observed
as decreased body weights and/or death) occurred at 2 times the MRHD in
rats and approximately 1-2 times the MRHD in rabbits.

The estimated background risk of major birth defects and miscarriage for
the indicated populations is unknown. All pregnancies have a background
risk of birth defect, loss, or other adverse outcomes. In the U.S. general
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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 fetal risk

There is a risk to the mother from untreated schizophrenia, or bipolar
I disorder, including increased risk of relapse, hospitalization, and
suicide. Schizophrenia and bipolar I disorder are associated with
increased adverse perinatal outcomes, including preterm birth. It is not
known if this is a direct result of the illness or other comorbid factors.
A prospective, longitudinal study followed 201 pregnant women with a
history of major depressive disorder who were euthymic and taking
antidepressants at the beginning of pregnancy. The women who discontinued
antidepressants during pregnancy were more likely to experience a relapse
of major depression than women who continued antidepressants

Consider the risk of untreated depression when discontinuing or changing
treatment with antidepressant medication during pregnancy and postpartum.
Fetal/neonatal adverse reactions

Extrapyramidal and/or withdrawal symptoms, including agitation,
hypertonia, hypotonia, tremor, somnolence, respiratory distress, and
feeding disorder have been reported in neonates who were exposed to
antipsychotic drugs, including SEROQUEL, during the third trimester of
pregnancy. These symptoms varied in severity. Monitor neonates for
extrapyramidal and/or withdrawal symptoms and manage symptoms
appropriately. Some neonates recovered within hours or days without
specific treatment; others required prolonged hospitalization.

Data
Human Data

Published data from observational studies, birth registries, and case
reports on the use of atypical antipsychotics during pregnancy do not
report a clear association with antipsychotics and major birth defects

A retrospective cohort study from a Medicaid database of 9258 women exposed
to antipsychotics during pregnancy did not indicate an overall increased
risk of major birth defects

Animal Data

When pregnant rats and rabbits were exposed to quetiapine during
organogenesis, there was no teratogenic effect in fetuses. Doses were 25,
50 and 200 mg/kg in rats and 25, 50 and 100 mg/kg in rabbits which are
approximately 0.3, 0.6 and 2-times (rats) and 0.6, 1 and 2-times (rabbits)
the MRHD for schizophrenia of 800 mg/day based on mg/m? body surface area.
However, there was evidence of embryo—fetal toxicity including delays in
skeletal ossification at approximately 1 and 2 times the MRHD of 800 mg/day
in both rats and rabbits, and an increased incidence of carpal/tarsal
flexure (minor soft tissue anomaly) in rabbit fetuses at approximately
2 times the MRHD. In addition, fetal weights were decreased in both
species. Maternal toxicity (observed as decreased body weights and/or
death) occurred at 2 times the MRHD in rats and approximately 1-2 times
the MRHD (all doses tested) in rabbits

In a peri/postnatal reproductive study in rats, no drug-related effects
were observed when pregnant dams were treated with quetiapine at doses
0.01, 0.1, and 0.2 times the MRHD of 800 mg/day based on mg/m* body surface
area. However, in a preliminary peri/postnatal study, there were increases
in fetal and pup death, and decreases in mean litter weight at 3 times
the MRHD.

8.2 Lactation

Risk Summary

Limited data from published literature report the presence of quetiapine
in human breast milk at relative infant dose of <1% of the maternal
weight—adjusted dosage. There are no consistent adverse events that have
been reported in infants exposed to quetiapine through breast milk. There
is no information on the effects of quetiapine on milk production. The
developmental and health benefits of breastfeeding should be considered
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along with the mother’ s clinical need for SEROQUEL and any potential
adverse effects on the breastfed child from SEROQUEL or from the mother’ s
underlying condition.

8.3 Females and Males of Reproductive Potential

Infertility

Females

Based on the pharmacologic action of quetiapine (D2 antagonism), treatment
with SEROQUEL may result in an increase in serum prolactin levels, which
may lead to a reversible reduction in fertility in females of reproductive

potential.
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(An Australian categorisation of risk of drug use in pregnancy)
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A —AMZ VU7 D4¥E (An Australian categorisation of risk of drug use in pregnancy)
C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations. These
effects may be reversible. Accompanying texts should be consulted for further details.

%1 : https://www. tga. gov. au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
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KEOUFSCE | 2 DOSAGE AND ADMINISTRATION
(202241 H) Schizophrenia—Adolescents(13-17 years)
Initial Dose and Titration :
Dayl:25 mg twice daily.
Day2:Twice daily dosing totaling 100 mg.
Day3:Twice daily dosing totaling 200 mg.
Day4:Twice daily dosing totaling 300 mg.
Day5:Twice daily dosing totaling 400 mg.
Further adjustments should be in increments no greater than 100 mg/day
within the recommended dose range of 400-800 mg/day.
Based on response and tolerability, may be administered three times
daily.
Recommended Dose : 400-800 mg/day
Maximum Dose : 800 mg/day

Bipolar Mania—Children and Adolescents(10 to 17 years), Monotherapy
Initial Dose and Titration :
Dayl:25 mg twice daily.
Day2:Twice daily dosing totaling 100 mg.
Day3:Twice daily dosing totaling 200 mg.
Day4:Twice daily dosing totaling 300 mg.
Dayb:Twice daily dosing totaling 400 mg.
Further adjustments should be in increments no greater than 100 mg/day
within the recommended dose range of 400-600 mg/day.
Based on response and tolerability, may be administered three times
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daily.
Recommended Dose : 400-600 mg/day
Maximum Dose : 600 mg/day

8.4 Pediatric Use

In general, the adverse reactions observed in children and adolescents
during the clinical trials were similar to those in the adult population
with few exceptions. Increases in systolic and diastolic blood pressure
occurred in children and adolescents and did not occur in adults.
Orthostatic hypotension occurred more frequently in adults (4-7%)
compared to children and adolescents (< 1%).

Schizophrenia

The efficacy and safety of SEROQUEL in the treatment of schizophrenia in
adolescents aged 13-17 years were demonstrated in one 6-week,
double-blind, placebo-controlled trial.

Safety and effectiveness of SEROQUEL in pediatric patients less than 13
years of age with schizophrenia have not been established.

Maintenance

The safety and effectiveness of SEROQUEL in the maintenance treatment of
bipolar disorder has not been established in pediatric patients less than
18 years of age. The safety and effectiveness of SEROQUEL in the
maintenance treatment of schizophrenia has not been established in any
patient population, including pediatric patients

Bipolar Mania

The efficacy and safety of SEROQUEL in the treatment of mania in children
and adolescents ages 10-17 years with bipolar I disorder was demonstrated
in a 3-week, double-blind, placebo controlled, multicenter trial.
Safety and effectiveness of SEROQUEL in pediatric patients less than 10
years of age with bipolar mania have not been established.

Bipolar Depression

Safety and effectiveness of SEROQUEL in pediatric patients less than 18
years of age with bipolar depression have not been established. A clinical
trial with SEROQUEL XR was conducted in children and adolescents (10-17
years of age) with bipolar depression, efficacy was not established

Some differences in the pharmacokinetics of quetiapine were noted between
children/adolescents (10-17 years of age) and adults. When adjusted for
weight, the AUC and Cmax of quetiapine were 41% and 39% lower,
respectively, in children and adolescents compared to adults. The
pharmacokinetics of the active metabolite, norquetiapine, were similar
between children/adolescents and adults after adjusting for weight
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