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A TRAFESRAT TRIFIERE R BRI H T | S T
Ve *1 *1
fggﬁ 650 | - WA (GRY)| 2
" W (?Oliliﬁ\ K. 304%) (%)| 95.6~100.9 | 95.7~101.1
i LTSRN R IR R%) 98.9~101.4 | 99.8~101.1
%ﬁ PR *] *]
Y zFL R atBR - MEERER CEBY 0 0
vz Al 6x H O |E) - BWARE M (GEE—M)
v (EZEM) A HIME (B0[EEE, 7K, 3043) (%)| 95.6~100.9 | 95.4~100.6
EERABR G RE%) 98.9~101.4 | 99.4~100.8
PEIR %1 *1
RTHO0.6 (%) 0. 02 0. 06
B omgEoRk (6] 0.02 0,06
25°CT5%RH | MEmdE | 3x A | WH
wERYE (%) 0. 05~0. 06 0. 14
M (0[ElEE, 7K, 3093) (%)| 97.5~105.6 | 97.8~99.7
TERR GHERE%) 99. 7~100. 1 100. 9
PEIR %1 *1
- _ RTHO0.6 (%) 0. 02 0.07
j A0°C ks 5 ] %g B % DERWEDORK (%) 0. 02 0.03
BR wEmEmE (%) 0. 05~0. 06 0.14
P (50N, 7K, 3043) (%)| 97.5~105.6 | 97.2~99.8
ERRER R E%) 99. 7~100. 1 100. 8
PR *] *1
50H I RTEEO. 6 (%) 0. 02 0. 06
BT WG s FYiisyiy %,g B % DFRWEDORK (%) 0. 02 0.04
1000 lux 12075 wEmEmE (%) 0. 05~0. 06 0.13
Lux » hr fsbop: (s0[E03, k. 304%) (%)| 97.5~105.6 | 94.1~97.4
ERRER R E%) 99. 7~100. 1 99.9

OEERLE A W IERER (40°C, FAXHZE 75%., 6 » H) OfEFR., 7 =F 7 v 8 12,

-

x

x1 : HEBDO 7 4V ha—F 4 78
*2 0 ARELOD THUEE K OGRER 5] @S L,

W O

Bl TR W T 3FEMLETH D Z LB HER Sz,

5mg [HA{R ]




JZF T BE 25mg [HAYR) P ®

ZENE 1RAF . At R
. RTFSME PRAFTERE RERTE H
i B i RIADIAE | SRR T iE
PRI - FEREER %] - %2 *1 - %2
g |Ex oEwE (%) 0. 02 0. 03~0. 04
PTPEL%E 65 WE wEEwE (%) 0.02~0.05 | 0.04~0.07
(k5 WHIL M (GBI —PE) *3 *3
i M (GOENEE, 7K. 3047) (%)| 94.8~103.4 | 92.5~103. 1
;i% 40°C75%RH T R (xﬁ%irg/o) 99.2~100. 3 | 98. 1~100. 1
%ﬁ PR - fERRERER *1 - %2 x1 - *2
Mg | lx OERWE (%) 0. 02 0. 02~0. 03
AY=F b WE | wEEmE (% 0.02~0.05 | 0.02~
g 69 Ui j;é%#z;é (%) ) . .02~0. 04
NCaE 3 IR — e (& EH—M) *3 *3
M (GoElEE, K. 3047) (%)| 94.8~103.4 | 93.6~103.0
EERAR (ERTFE) 99.2~100. 3 | 98.0~100. 8
RN *1 *1
sz | Ex oEEpE (%) 0. 02 0. 02~0. 03

25°C75%RH e/ 3n A WH wEzmE (%) 0.02~0.03 | 0.04~0.06
M (50[E1ER, /K, 3043) (%)] 96.1~103.4 | 96.3~98.8

ERRER R E%) 99.3~99.9 | 98.6~101.0

PR *] *1
gﬁ; i | Ex OFRYWE (%) 0. 02 0. 02~0. 04
E;t 40°C 47 /] 2 3 A W WEBEME (%) 0.02~0.03 | 0.03~0.07
B VAP (50[18E, 7K, 3049) (%)| 96.1~103.4 | 94.1~99.5
EERR GIFRE%) 99.3~99.9 | 98.4~99.5

PEIR %] %1
anms | é%% i [Bcomann 0] o [on~ou
1000 1ux g 4 1207 WH | wEEwE (%) 0.02~0.03 | 0.04~0.08

lux - hy [EHE GOlEIES, 7K, 3053) (%)| 96.1~103.4 | 95.8~100.5
EEABR T %) 99.3~99.9 | 97.8~100.5
1 DT WERDOREDT 4 Vv ha—T ¢ T §E

%2 AGRERFBURK IS & LT,

%3 AASF S WA —ME FEYMRBRICES LT,

ELEERL L 2 -V T IERER (40°C, FEXHEBEE 75%., 6 » H) OfER., 7 =F 7 v 88 26mg TR 1X
W OB FIZR W T 3FEMZETHD Z LR ST,



U TF T U BE 5Omg BTG 9 10

LETENE e RTF s IR
. TRAERME | RAFTERE o AHEREH BT | B T
AR *] *1
, R RER - MEERER (iR
40°CT5 %R fgg% 6u 0 | - WA (GREY | <2
i R (50MElEE, /K, 3043) (%)| 91.7~107.4 | 95.2~104. 8
i iR G R E%) 98.8~100.9 | 99.4~100.9
0 PR 1 1
Ry zFL REER - MEERER iR i %
40°CT5%RH | digess Al 6n B [H) - BAR M (GRS M)
v (@EEM) R (50MElEE, /K, 3043) (%)| 91.7~107.4 | 97.0~101.8
R G R E%) 98.8~100.9 | 99.4~101.6
PR *1 *]1
RTHO0.6 (%) 0. 02 0.05
— iy s EZ fEx DEGEMEDREKR (%) 0. 02 0.02
I I } WHRRWE (%) 0. 03~0. 04 0.08
REHE (BOMEIER, K. 3043) (%)| 93.1~105.6 | 97.4~98.5
R G R E%) 99. 8~100. 0 100. 2
[N *1 *]
" - RTHO0.6 (%) 0.02 0.05
%g 10°C 1 5 Wt 8% DBEGRWEDORK (%) 0.02 0. 02
B HIERIE (%) 0.03~0. 04 0.09
RHE (BoMElEL, 7K. 3043) (%) 93.1~105.6 | 98.0~99.4
R G R E%) 99. 8~100. 0 99.5
[N *1 *]
50 - RTEEO.6 (%) 0. 02 0.04
KT RS s g g - fEx DEGEMEDREKR (%) 0. 02 0.02
1000 lux 1207 WHEBWE (%) 0. 03~0. 04 0. 09
Luxc = hr Joseipe (50[E04, 7K. 3049) (%)| 93.1~105.6 | 96.8~99. 1
EERBR R TE%) 99.8~100. 0 97. 4

¥ AOOEMAVOT 4 Vv ha—TF 4 T8
*2 0 A0 DR R OB FE] (e L,

AR
8Gi)

AW INERER (40°C. HEXHEE 75%. 6 # H) OfER., 7 =F 7 v 88 50mg [BHTE) 1%

HH OTIGE FICBWT3FERLETH L Z ENHE ST,
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7 = F T EUEE 100mg [BHTR) 1V 12

ZIEM: " it
T | mea | weww | S e | S
PR - feRREER *] + %2 x1 + %2
ik |8 & OFEBRWE (%) | 0.02~0.03 | 0.03~0.05
PTP%E 65 WE | wmEgmE (%) 0.02~0.08 | 0.03~0.09
(Cak RIFIE—E (BRI —) *3 *3
i ﬁ%i@@%JK%ﬁ“%)%#ﬂM& 91.9~100. 2
;i% 40°C75%RH Eiéﬁﬁ% (xa“f%;rg%) 98.7~99.8 | 99.0~100. 7
%% PRAR - fERREER *] + %2 %] - %2
. g |2 OFBRME (%) | 0.02~0.03 | 0.02~0.03
fé;;; o,y |PE | wsismEr 00 | 0.00~0.08 | 0.00~0.05
0 () B (5 Rt *3 x3
PR (50, 7K, 3043) (%)] 93.4~101.3 | 90.9~97.8
EERBR GIFERE%) 98.7~99.8 | 99.2~101.6
PR *] *1
ik | Ex OfERIE (%) 0. 02 0. 02~0. 05
25°C75%RH #EG AL 3n A WE | RERpE (%) 0.02~0.04 | 0.03~0.08
FEHPE (50EIER, 7K, 3043) (%)]| 93.1~100.9 | 93.6~97.5
ERRER R E%) 98.9~99.5 | 98.8~99.9
PR *] *1
g iz |8x oEEmE (%) 0. 02 0. 02~0. 03
= 40°C FLZEIRS 3% A WE | RERpE (%) 0.02~0.04 | 0.03~0.05
w Vit (50ES, A 304) (%)] 93.1~100.9 | 92.8~100.0
EERBR GIFERE%) 98.9~99.5 | 98.6~100. 2
PR *1 *1
SO 1 e e oBiGgWE (% . .
HOBITIRAT | gy | O ;Z’: @fA*E@;jZ E(%(>/) 0 ogfi 01 2 gi
1000 lux 12005 — — - . .
lux « hr [FAHIE (B0, 7K, 3043) (%)| 93.1~100.9 | 93.8~98.0
EERBR GIFERE%) 98.9~99.5 |100.9~101.3

*1: Y TWEADT 4V bha—T 4 T8

*2 : AGREERSICE S LT,

%3 AASF S WA —ME FEYMRBRICES LT,

yk

EIHERLE 2 DT INEEEER (40°C, FHXHESE 75%., 6 » A) OfER, 7 =F 7 B8 100mg BRG] X
BHEOTIGIE FICBW T 3FEMEETH D Z &ERHER ST,
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JTF T U 200mg [HHVE) P W

ZIEM: " it
T | mea | weww | S e | S
PR - feRREER *] + %2 x1 + %2
Rk |8 & OREIE (%) 0. 02 0. 03~0. 04
PTP%E 65 WE | wmEgmE (%) 0.02~0.03 | 0.03~0.06
(Cak RIFIE—E (BRI —) *3 *3
i ﬁ%i@@%JK%ﬁ“%)Wwﬂmj 95.0~99. 6
;i% 40°C75%RH Eiéﬁﬁ% (xa“f%;rg%) 98.8~100.2 | 99.3~101.8
%ﬁ PRAR - fERREER *] + %2 %] - %2
) g | Ex OWEFRWE (%) 0.02 0. 03
fé;;; o,y |PHE | wmismer 00 | 0.02~0.03 | 0.03~0.06
0 (s B (G —) *3 *3
R (50mEE, /K, 304Y) (%)| 97.1~101.7 | 94.0~101. 3
EERBR GIFERE%) 98.8~100.2 | 98.9~101.5
PR *] *1
g | Ex oFRwE (%) 0. 02 0. 02~0. 07
25°C75%RH #EG AL 3n A WE | RERpE (%) 0. 02 0. 04~0. 10
P (50N, 7K, 3043) (%)| 97.1~101.3 | 96.6~102. 4
ERRER R E%) 99.5~99.9 | 98.4~100.4
PR *] *1
g K | e oEERYE (%) 0. 02 0.03
= 40°C FLZEIRS 3% A WE | RERpE (%) 0. 02 0. 04~0. 06
w Vi HIE (50, 7K. 304)) (%)| 97.1~101.3 | 94.6~99.7
EERBR GIFERE%) 99.5~99.9 | 98.9~100. 0
PR *1 *1
50H $hk 2 DREBEIE (% . .
HOBITIRAT | gy | O jg ﬁ%géjgi%/) ﬁﬁ o£f2%
1000 lux 12005 — — . : .
lux « hr [FAHIE (50, 7K, 3043) (%)| 97.1~101.3 | 95.5~98.8
EERBR GIFERE%) 99.5~99.9 | 99.5~100. 2

%1 : HEDT7 4V bha—F 0 T8

*2 : AGREERSICE S LT,
*3 . AASRR T A —ME

G —ERBRICES LT,

ALEERL L 2 - TR (40°C, AHXHEEE 75%. 6 % A) OfER., 7 =F 7 v 5 200mg THIE] 1%
HE OTSGEE FICB W T 3EMEETH D Z LR ST,

AR VBBEOREM

YL

el & DEESEL (HMEEFHEIL)

YL

- ank ki
<IEHZEENZ I B AR >
7 TF T EUbE 12.5mg [BVE] P
(& BN R 5% A FBRA O LY FRIRI SRR T A T4 > ER 1242 A 14 A
EHEE 64 5. —BKIE SEAL 24452 H 29 BAF  SREEA R 0229 4 10 B)
KB . AR

—xaBRIE ARG (8 RLik)
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R R

SHERBUK . 7 =F 7 U 8E 12. 5mg [HE ]

FEYERIE © 7 = F 7 U BE 25mg THAYE )

PR 0 900mL

IREE - 37+0.5C

B - OpHL. 2 (B REHRBIEOSE 1K)
@pH4. 0 (FH 7= McIlvaine DOFEMEHL)
@pH6. 8 (H JmiaHaERIE D 2 1K)
@K

[ElHREL - 35y 50 [Alfs GRERIHODO~@)
4y 100 [A1HR1 38 W
(4FEH A BT A > THRIET D45y 100 [Alls THEME§ L & RERIRICIH VT 85 50 [BlEzD
TR HERER C 30 23 DAPICAZYERIA . SRBR LA & & 1228 85% LA RIRH LT-7=9)

) FLvE
PR R REERLAI N 15 5y ANIC ) 85% UL s 2154
FRERIEUAIAS 15 23 LAY 85% DL BRI 5720, XUT 15 /0B 1T 2 ik Br A o S5 iR H =R
DNEEYERLE DS EEHHE E10% OHFHIZH 5,
it 2 DR« B LR SIS 3B 1T 2 RBRIUA Dl 2 DR H =T, B EHF O LA HFE £ 15%
OHEFAZBZ D HON 12T 1 ELLT T, £25%DO#FPHAZEZ D HDOIRR,

AE R
FE YA & BRBRIUA O 1A 2B O R S50 2 BT U724, e R EICE A L. A o v %
BNESGE EHE SN2 D, RBREA| LRI IAMFNICRIETH D AR I T,
AEEO : pHl. 2, 50[A[ES AERIKD : pH4. 0, 50[F1HA

—_
=2 [ o
o o o
1 1

T (%)
S
o

20

o 5 10 0 25 30 0o 5 10 20 25 30

| 15
) R ()
SRERTED : pH6. 8, 50[alHE ABRIE@ : /K, 50[Al#R
100 100
580 980 4
60 5 60
B 80
s\ 1 ﬂ‘ )
20 A 20
0 T T T T | 0 T T T d
0 5 10 15 20 25 30 0 5 10 15 20 25 30
BERS (4)) BERS (43)

@ JTFT VUL bmg AR
O /= F T 5E26mg TG (EHERLE))
n=12
K1 YTFF7EEE12.5mg TERAR] DBEEHICHITIREHE
(GRERBUE| R CIZER KD F B HED LLE)

_13_



&1 HREHERUFRERFOTRHROHEK

——y HREREE (7 F 7 | EERE (7 2F T
B2 12. 5mg TR ) # 26mg TBAIR)) HE
51k s | RBRIR | HERER LR (%) EEEEHE (%)
pHI. 2 15 4 99. 4 100. 7 e
VAR BRE | pH4.0 15 4 98.8 101.9 o
(R RVIE) 50 1 pH6. 8 15 %y 96. 7 99.6 WA
7K 15 %y 98. 1 102. 2 e
(n=12)
#2 HREXOE<DBFHE
ARERA 7 TFT BB 12, 5mg [HHA) e
51k s | RBRIR | HERER &2 O HE (%) EEEEHE (%)
99.0, 98.8, 100.1, 100.6,
pH1. 2 15 %y 99.6, 100.0, 98.9. 98.8, 99.440. 74 Pk
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 Bk
TR R L - 98.2. 99.4, 97.6, 99.7
o 50 [R5
(R RE) 97.7. 95.7, 93.5, 97.2,
pH6. 8 15 4y 96.9, 99.6, 97.0, 97.5, 96.7+1. 46 Bk
96.1, 96.2, 95.8, 97.4
98.6, 96.8, 97.0, 98.5,
K 15 5y 98.3, 98.2, 97.3, 97.8, 98.1=+0. 83 HE
99.3, 97.8, 97.6, 99.4
(n=12)

<IEHZEENZ I 1T BRI >
7 TF T UEE 25mg [HHYE ] 1O

(BT EIRS DAY FRIREERR T A T4 2 PR 94 12 A 22 A EIRFEH 487 5. —Hk

I OERL 184 11 A 24 B HASEAEI 1124004 5)

RERTIE  BARIER S —EBRYE IHERBRIE (O RLEE)
B SE
FRBR & : 900mL
IR : 3740.5C
AR« OpHl. 2 (HRIEHRBRIEOSE 1))
@pH5. 0 (D7~ McIlvaine OFEMEIK)
(pH6. 8 (H Jmia HRERIEDE 2 iR)
@7k
[EIA%L 55 50 [BliE GRERIRDO~®) . f757 100 [BlfiR GRERIK®)

I HHE

FRHERGRI 23 16 23 IS 1) 85% LL LS4 2 556 A BRELAIAY 16 20 INIZ V) 85% UL LI H
%7 AF 15 4311 B BRG] O S P H SR AMEERGR O I R £ 15% OHFPHIC 5 5.
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S
FBRARMCRIT 27 =F 7 v fie 26mg THIR] ORHZEENTHEEEES L, HFHER
#il & O B OFUMED R S iz,

HBRIEQD : pH1. 2, 50[H#E FBRIED : pH5. 0, 50[H#zE
100 F 100
S st S 8}
*_;E 60 | {;g 60
B4 oot
oy 7
20 | B 90 |
0 . . . g 0 : . . . .
0 5 10 15 20 25 30 0 5 10 15 2 25 30

el (5) R (53)

AERIK® : pH6. 8. 50[H]HE

0O 5 10 15 20 25 30 0 5 10 15 20 25 30
3R (53) e (53)

ARG : pH6. 8, 100[H]dx

100 }

Lol

3 60

K40 |

FI\- w0 | @ JTF T EE25mg [HVE]
O bwm s T 25mehE (FEUERLH))

0 5 10 15 2 25 30 n=12
EERE (53)
K2 2IF7EEE25mg TBA] OBFEBEICHITS5EMMH
GRERBLFI R VBB A D F B HED LK)
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#& 3 HREHRUFRERFOTFHROHEK

. HERE (7 xF7 [HEgERE (koo
B e: o ;
v BE 25mg [BR)) | /L 25mg £E) HE
Fik [EIL7a Rl | ERF AR SRR (%) SRR (%)
@ pH1.2 15 4%y 101.2 97.8 A
e _ | © pH5.0 15 %y 99.5 97.1 ke
wtsms | soms 2P i L
0% FLIE) @ pHe6. 8 1543 91.8 85.9 WA
@ K 15 43 98.4 96. 1 WA
100 [E45 | @ pH6. 8 15 53 99. 7 100. 7 iy
(n=12)

<VEHEEENZ I 1T B RIS >

7 TF T U 8E 50mg THHIG) 17

(& RS RA2 B % O BTGB O A AR SRR 1 KT A 2 B 1248 2 5 14 BT
PRI 64 5, —EIE  ERK 244 2 A 29 BT SRAERAE 0229 55 10 5)

RERGE - BARIER G —BEBRE WHEREBRE (ON k)
B SE
ABREUH . 7 = F 7 U BE 50mg TG
FEYERLA] © 7 = F 7 L BE 26mg [HATR)
BRI & 900mL
IR - 37+0.5C
B © OpHL. 2 (A RBEHRBIEOSE 1 1K)
@pH4. 0 (7= McIlvaine DFEEIK)
@pH6. 8 (H JmiaHRERED S 2 1K)
@7k
[EIEEK : 34y 50 MR GRERIRD~@)
57 100 [A]#R134 W
CYUFEH A BT A > THUET D485y 100 [Al#5 CHRMi§ R &R BRIRICEB VT, 85 50 (Al
OV HERER T 30 7y LAINICAEAERLA . BRBREUA] & H 1T 85% L BRI L7-729)

B H
SRR BEMERLAIIN 15 43 ANIZ ) 85% UL i+ 2354
ARBRRLAI Y 15 53 LANIZ ) 85% LA BIAH 322>, X% 15 3BT D i BRBAI O iR H
DMEAERLHFN D SR E E10% OFPHIZH 5,
{2 OV HZR : FofE LR U1 2 BB A O« OFRH =T, SBR A O FEEHEE15%
DOFAPHEZE A D O 12 1L N T, £25%DOFHZE X5 b D720,

ES

PR YERGH) &SRB A O VA 2B O [R] T 2 Al L 72 R R, HIESEEICE S L, G o f 28
RS LHESN Z L6 WA LARERANI AW FIICFRETH D LA S,
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ABKD : pHL. 2. 50[H]HE

EHBEHEG)
rp © © o
S & o o

N
o
1

FHERTRD : pH4. 0, 50[Hd5

0 5 1

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

0 15 20
R (93)

30 Y

0 15 20 25
R (59)

ABRIK@ @ 7K, 50[ElHs

30

100
’§80 k
H 60 -
1
£ 40
H_
20
0 ' . . ' \
0 10 15 20 25 30
BERE (43)
@ 7 TF T EE50mg [BHIR]
O J=F T U EE25mg BTG (GEAERLA)
n=12
3 UIFFTEEES0mg TERAE] DBHEEHICHITHRENE
(HEREF R VZERRN DT AHEDLLE)
F4 HABREFRVCEZEDROFHAHEDLE
. REBRAA] (7 =T 7y | EERA] (7 =F T
RER A " ; - y 4|7
BE 50mg THE ) $E 25mg THAYVE)) )
J5ik [mlfREs | BB | CHIERRR TFEIRHER (%) FEIRHER (%)
pHI. 2 15 4y 100. 3 100. 7 e
A R ERTE | pH4.0 15 %y 99.2 101.9 e
o 50 [Eliix -
(S RLIE) pH6. 8 15 4y 94. 3 99. 6 A
7K 15 %y 99. 0 102. 2 B
(n=12)
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x5 HREAOMELDBRHE

AR 7 T F T B HE50mg THIA] e
Jrik WA | RBRIK | HIEREA i %« O (%) R (%)
100. 9, 101. 2, 100. 4, 100. 8,
pHI. 2 15 43 100.1, 101.0, 98.6, 99.7, 100. 3%0. 80 E
99.4, 101.0, 99.7. 100.8
99.3, 100.9, 98.8. 101.3,
pH4. 0 15 %y 99.7, 101.0, 99.4. 98.6, 99.2+1.55 WA
A HERER L - 96.6, 96.5, 98.4, 99.9
Oy | 0 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,
P 15 4% 100. 6, 98.8, 99.1, 98.2, 99.0+0. 88 HE
98.3, 99.1, 99.9, 97.9

<VRHIZEENC BT B RIS >

7 T F 7 ELbE 100mg THIR]

(ErfeAs Brp 5 06 1 ST 0 L IO SRR A N5 4 > 0 Pk 1248 2 A 14 Ao
EHES 64 5, —EBUIE  ERL 18 4E 11 H 24 BAT  SEAFATE 1124004 5)

RERTIE  BARSER  —EEBRE IEHERERIE (OSRLE)

B SME

ARBRBIK| - 7 =F 7 U BE 100mg [HIE)

FEYERLA] © 7 = F 7 L BE 26mg [HATR)

FRBRE & 900mL

IR 37+0.5C

BRI : OpHl. 2 (A RIEHRBRIEOSE 1))
@plb5. 0 (D7~ Mcllvaine OFEEIR)
@pH6. 8 (H R HREBRIEDH 2 k)
@7k

mlER%K : 50 AR GREEO~@) . 100 [HliE GREAIKO)

B H
WIS BEERLAIDS 15 43 LNIC ) 85% UL HIEH T~ 2556
FRBRBRIAIA 15 50 LANIZ Y] 85% LA BRI 5700, XX 15 /81T 2 sk A 0 R H %
DMEAERIFN O SR HF L 10% OFHICH 5,
fifl 2 DEE R« Bk Ll IRg U 3 1T 5 R BA DO 2 D HE =1L, BB LA O S 3R £ 15%
DOHIPAZEZ DO 12 HF 1 HELLT T, £25%DHIPAZEHA X 5 H DR,

URES

R ) & SRR DV 288 O [R5 2 A L 725, HIE SRR & U, WA oo v Hi 28
RS LHESNZ L RBRIA LARERANI AW FICFRETH D LAk S,
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HEED : pH1. 2. 50[HHE

TR (%)

AERIES : pH6. 8, 50[A#A

100 100
¥ 80 ;\580
B 60 ¥ 60
Er EE|
R i 40
" :
B 20 g 20

100
80
60
40
20 |

9B HE(%)

SF

AERIKD : pH5. 0. 50[H]HE

25 30 0

0 5 10 15 20
i (93) 0

5 10 15 20 25 30

Rl (53)

R : /K, 50[E[HL

o

0 5 10 15 20 25 30
BRRR (93)

ABRIE G : pH6. 8, 100[H#A

100

TR (%)
[=2]
(=

0 5 10 15 20 25 30 n=12
B/ (53)

M4 9TFT7EE100mg THHE] OBEHEBICEITHRAFE
(HEREA R VRERFIOFFHEDOLLE)

F 6 HBREHEVRERFNOTHBFHEOLLEK

Fefd (5)

@ 7 TF T EUEEL00mg [HTG)
O 7 =F T 5E25mg TG

(ERHERLA)

BB (/= F T

RYERA] (7 = F T e

PRI b 100mg TH1iA)) 5 25mg W) | HiE

FHik Elistk | RBRIK | CHERR EEIEHE (%) EREELE (%)
pH1. 2 15 4y 100. 2 101. 2 WA
et | 50 iR pH5. 0 15 4y 99. 2 99.5 ﬁé}
S R pH6. 8 15 %y 85. 4 91.8 WA
7K 15 %y 96. 7 98. 4 Bk
100 [l | pH6. 8 15 %y 100. 3 99. 7 A
(n=12)
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x 1 FHEREAOMELORHE

RS 7 TFT 8 100mg [HRTR]

Jiik PR | AU | HIEREA 182 DIEHFR (%) TR (%)

100. 4, 100. 6. 97.7. 100. 1,
pHL. 2 15 4y 100. 1. 101.6, 99.3. 101.0, 100.2+1.23 WE
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 A
99.6, 97.8, 100.9. 99.0

50 [Al#iz
84.9. 89.6, 84.1, 87.0,

pHé. 8 15 %y 85.4, 86.6, 83.0, 84.6, 85.4+2. 05 A
87.8. 84.2, 85.4, 82.4

T HFR BRI
(VS RVIE)

94.7. 95.8, 99.9. 99.9,
7K 15 %> 96.0, 96.8, 97.3, 97.8, 96. 72. 02 A
94.9, 97.3, 93.0. 96.5

O O N[0 B~ O |0 N o |O
PREPEEE A A R P
® (N O O |
PAREVARE IS P

100. 2, 100. 1, 99. 2, 100. 8,
100 [A]#5 pH6. 8 1557 99.1, 100.9, 100.6, 100.0, 100. 3+0. 82 WA
100. 0, 101.6, 101.4, 99.3

<IEHZEENZ BT B [ESEE >

7 TFT ¥ UEE 200mg TG 12

(B BN D80 FERRA O LW FRSERBR T A RT7 4 v R 12452 A 14 B
EIRFDE 64 7, —HBIE PRk 184 11 H 24 HAF  FREFEAF 1124004 5)

RERGE - BARIF G —ERBRE BHREERE O FE)
B SE
ABREUH] . 7 =F 7 B BE 200mg [HVE)
FEYERLA] © 7 = F 7 L BE 26mg [HATR)
BRI & 900mL
IREE : 37+0.5C
B © OpHL. 2 (A REHRBIEOSE 1 1K)
@pH5. 0 (HE® 7= McIlvaine DFETER)
@pH6. 8 (H Jmia HaREREDH 2 #R)
@k
[BIERE : 53 50 [FliR GRERIRDO~@) . 47 100 [FlfiE GRERIE®)

HE S E
PEEIUSHIR - BEUERLAIAN 16 5y AN ) 85% KL BV 2 5 &
FRBRELAI 23 15 43 AT 1) 85% UL VA2 00, U 15 4312 361T 2 aBREA O SR B Hi R
PMEHERLF O ST IR T 10% OFEFRIZ & 5,
18 % DY IR« Fefé P U 35 1 2 SR IAI O E 2 OFS IR IT AUBR G O PR+ 15%
DEFHZBZ 5 b D7 12 fH T 1ELUT T, £25%DHHAZBZ 5 H DR,

ES

PR YRR &SRB DV BB O R T 2 1A L 72 RE R, HIEEEEICE A L, WA v %
RS LHESNZZ L RMBRIA L ARERANI AW FIICFRETH D LAk S,
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ABKD : pHL. 2. 50[H]HE

THEHE (%)

AERIKD : pH5. 0. 50[H]HE

FiEHE (%)

0 5

10 15

20 25

sl (53)

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

FHEHE (%)

RO : K,

100 1 100 }
80 E§ 80 }
60 | % 60}
40 | %3940_
2 §20'
0 0

s (53)

ABRIES : pH6. 8, 100[H#A

FIEHE (%)

15 20 25
B (%)

5 10

30

n=12

10

15
R (53)

20 25

30

5 JIFFTEE200mg MBEA) OBEEHICETL5EFH
GGRERZLAI K UZHERUF| D F 18 H ED L)

R fEl (53)

@ J TF T L EE200mg [HIE]
O JFT U 8E25mg THATE) (BEUERIF])
I HEsECs T dmSEHH TR LR

x8 HERHARUVEEHNFNDOFEHBFHEDLER
. REREUE (7 = F 7L | BEUERE (7 F T
S Rl ( i v | R ( 7 o
#& 200mg THHIG)) B 25mg THHIA)) HIE
J5ik F#ERE | R | CHIERER FEEE (%) FRIEHE (%)
pH1. 2 15 %y 102. 4 101. 2 AN
o | pH5.0 15 %y 97.6 99.5 A
s H EERY 50
fﬁiﬁff R e s 15 4 82. 1 91.8 A
7K 15 4y 97.8 98. 4 HE
100 [H]#5 | pH6. 8 15 %y 97.6 99. 7 AN
(n=12)

_21_




x99 HREAOELDBHEDLER

N e J = F T UEE 200mg THHIR)
s | e | st | VST meomms )| pmmeE o | 0
102.0. 101. 5. 102. 6. 101. 7.
pHL.2 | 154y | 101.9.102.3.102.9. 104. 1. | 102.4-+0.82 | &
103.5. 102.6, 101.5. 101.7
97.9. 98.7. 98.1. 99.0.
pH5. 0 154y | 95.8, 97.0, 99.9, 94.2, 97.6+1.72 e
3 99.8. 95.8. 97.0. 97.6
N 50 s 83.9. 82.1. 83.1, 79.8. ‘
D5 Fonit) pHE.8 | 154> | 79.7. 79.5. 81.6. 84.0. 82.1+1.97 | &
81.8, 83.4. 85.8. 80.9
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
100 ] 98.8. 97.2. 97.2. 98.0.
g pHE.8 | 154y | 97.5. 99.2. 96.9. 98.9. 97.6+1.00 | &
g 96.8. 98.0. 95.9. 96.8
(n=12)

< H RE B~ A > 2
JZF TR 12.5mg BTG, 7 =F 7 8 25mg [BYR), 7 =F 7 B8 50mg TR, 7
TFTEUEE 100mg [BAVE] KOV =F 7 B 88 200mg [BAVE ) 1%, AAIRFE HEERLALICED
LiVie 17 FT7 v 7~ Ve OWHBMICES LTS Z ERER SN TN D,

RERTIE - BARERY  —aBRE EHERERE (N FLE)
RS
[ H5%% : 50 [A]#s
AR - 7K. 900mL
(7 2 FT 7~ VERKESE ] OW IR 230 PRI DEHRIZ 5% ETh 5,

AERAER . 7 = F 7 B 8E 12. bmg TR ) OV 95. 6~100. 9% (n=54) , 7 =F 7 &’ L §E 25mg
THHIR ) DR HRIL 90. 4~93. 8% (n=6) , 7 =F 7 &° L §E 50mg [HIIR ] OIRHRIL 91. 7~107. 4%
(n=54), 7 =F 7 ' 8E 100mg [B1E) O HFEIL 93.6~95.2% (n=6) . 7 =F 7 & L 200mg
TBNE) OB HIZRIT 85.4~92.5% (n=6) TH Y | WTNORA G HHIITHEET L TWDHZ LM
MR I N7,
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10. &5 - 2%

(DEBENRELGES - BF. NENMERLGES - 2EICHT 21ER

ZM L7

(2) a4
7 F T UEEL2. 5mg THAVE
PTPAI%E  1008E (10%E X 10)
NZaHE (R RV 3008E
7 = F T kE25mg BB

PTPEL%E 1008 (1082X10) 5008 (10%€X50)

NZ7adE (R RVA) 5008
7 = F T ¥ BE50mg [HIIR]
PTPAIEE  1008E (105E X 10)
NZaEE (R RVA)  500SE
7 TF T B EE100mg THE

PTP/A3 % 10082 (108X 10)  5008E (104EX50)

NIaE (R RVA) 5005

7 TFT B EE200mg [HTE
PTPE%E 10082 (108E X 10)
NZadE (R RVA) 1008

Q) FlirEE
ZM L7

b BEDOME

PTPa) %
PTPY— bk : R UM fLE =1, T/
NyR:R) Ty
e K

Tk
A PL R 2F L
R AR ) A =l il P
Fyv TRy R R = F LY
FEOM R = F L
ARV R Nl = Bl
P4 IS

1. BlERESNLIEMEE

RN

12. £l

RN

=7 A
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AEICEEY 5IEH

LI ESYIES
#axBiE

DEXIHRICEET HFE

REI LTV

. AERUHRE=E

M AZERUVHEEDES

WHE, RANCIEZ = F7e & LT 26mg, 1 H2 WI3REEVEGEHGBL, BEOK
RIS U CTlRA ICHERET 5, @5, 1 BREGEIL 150~600mg & L, 2 XL 3 ENI 0 TRkH
BhES 5,

7ok, WHEITFR ERICE D EEEET 5, 2L 1L HEE LT T750mg RN 2 &,

(2) BERUVAEDRTERE - BRI

AERUVHEICEET 53R

1. Fi% - BEICEET HEE

7.1 JFHgREREERF I, D& BT 1E 25mgl H 1E]) Mo E2EE L, | A EIES 256~
50mg (2T 7 FRREOREABIE LN OEEICKGT 528, [9.3, 16.6. 1 ]

1.2 EE i, V8 (FlIzE 1A 26mgl B 1) HHFG5E2BEE L. 1 BHEEA 25~50mg 129
L7 PREOREABIE LN OEEICKRETH2 L, [9.8, 16.6.2 B#]

. ERPRRIR
MERRT—2/1\wr—o
A LR

(2) EREREEIEEER
LRk L

(3) B RIS RRHER
LRk L

(4) IREEHIAER
1) MR
MR L

2) REHHR
AR L

(5) B - HHEBIHER
AR L

(6) aErIfE
1) FERAERE (—RERARERE. FEFEAERE. FAELRAE). RERTER
T—E3R—RFE. RERFTEREBRABROAS
MY L7
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2) ARRFHELTERTFEDARXIEIERE LI-AE - HBOHE
M LA

(7) T it
A LR
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VI. RMMEERICEY HEE
1. REPOCEEH S AN TLEME Y

LRI UER Hitae b= AEH : U Z2_Y R, RYURY R 0Py, fexvo i
BRI KFY, Tur vl saey, 7RI LA VEBE. VT Y RUERRE
HEE  BEOH ALEMDRIEE - IRZEIL, BHORMN LELZZRTH L,

2. FEER
(1) YERERLL - 1ERRR

AHITLT, B EOBGIEIERIZ T 2R L &bz, EIESIE 260 | EEEUR Lok
PRI L CTHRIRZ R L, $ERABIER DR B D720 & S5 EEHR IR ED —> T
Ho Y,
e b= RS URARERERE, ERMEURHREE L R U< D AU 2 819 & 3kic,
RMERICBE T 2 LB b r b= 5 HT, EAERIEFUEM D 2 2 & T, BIEERIC
bR RETRT P,
ARIEDOILILLIREBIL, RSV DR AR LT b= 5-HT, BRI 2 BUFIPED @
b, BROFEA OZERITH L TR SH Z L (nulti-acting-receptor-targeting-
antipsychotics) Th V., ZHOLARHKRICEITDEMCEG LT 2 bDLEZLNATND Y,

(2) ExhEE4T1T S ERAEE
7 ZFTEUEE THIR] OFUEHFRIE
KRAB T X UFHFME A EE BN 2 IR (v =) >
AR T2 A IR T RACABERRORENZFHR L, Z U KAZ T IR0 R 2 it
LZllckvr=FressE [BE) GERA) RO =F7 v 7 < L alase FEERA (52
Fl. 100mg) ) OFUREMIHIER & MFH L7z,
WL (0. 5% A F L m— AWRIK) . SRR K O R OB 2~ o 2ok n& 5 L (7
TFTE L LT3, 10, 30 2 HTNT 100mg/ke) . &5 30 I AEBLRIER I A X 7 = 2
v (Img/kg) Z R TG Uiz, MEARGEZ) D AREB)EZ 90 5 MIChiz > TR E
U= EVAIE LT,
ZFOFER, WRANIAZ 7 22 I X VML - A SRER) B A HEEREAISHH L.
30mg/kg LA DO & CTHBEE EOINEZ A EICIHE Lz (K),

2000 -
#
~ 1500 l
L
N
D
B
U8 1000
i@
fet]
#R
M 500
*
o - =
0 0 3 10 30 100 3 10 30 100
DIFFEVEEIHA]
18 (REREAE] (ma/ke) (REHH) (mg/ke)
RIER A8 T THZU(1me/ke)

BRERBREOHREHED FTHELIELERELRLI-,
#:P <005 ®EERIERTEEE (StudentDHRTE)
*:P <001 WAL TR R EE (DunnettB! L B LLE)

AR R IUEREBREFEEMIT HIMEE (n=6~8, Mean+S.E.)
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Fo. LTFOWERH D Y,
1) S RBUFE
OMN=Z B FEAEE (in vitro)
7 v MRk E W invitroiBRT, KXV D BIOD,ZHFER, r b= 5-HT,
BEIRSHLZRFE, eAZ IV HZFE, 7RV e, BERa, ZHEKRICH LT
BFEERLEN, DAD) UZREERBLOR Y UT B USZFRICH L TRIEEA
EBFMEZ RIS oo Te, £70, PRIV D, ZFMEICH LT, Ba b= 5-HT, Z&K
WXk D B @ o T,
@ FARI D, ZFIR, B b= UL, AR EAR (e b, SERER)
MERMIERE I 2 F T Z2EG LIEGAEOMAN IV D2/ RBLOtER =
V5 HT, /RO EHRERY b o TN E k% (Positron Emission Tomography :
PET) 12 & D &t L7,
B E T HEEERARTERE IS v ViR = F 7 ¥ U8 & 5 (150mg/ H 2> 6 Bl AA
L 7 BT 450mg/ B % Ty, LLtE 450mg/ B 2 ki 5) L, #5 29 HRIC 7~ /LB
TFT EUHE 150mg %, R8I DR Y A7 R ([MC]-raclopride : [''C]-RAC)
F7dkn b= 5-HT,Z /K Y 4 R ([MC]-N-methyl-spiperone: [''C]-NMS) Z#&5- L .
PET A 5% v v & ZEfE L TN R XS U D, RS L e F =2 5-HT, % B KO 5 HFE4
K72,
PRI (k. JBIREZ) 12317 2 [V'CI-RAC #E&. B L OETEARE LB EIZRIT 5
[MCI-NMS FE A TR ol & & HITHEM L, 7 = F 7O KX U D, ZHKREAERE
JOte b=y 5-HT, SRR EFRITFAD L, £/, 7w grs o F 7 RS 12
REIZ IS W T 7 2 F 7 BT A R EZ EA L TnDH Z ERRBD LT,
2) RN U RIS HIER -
DOV AP LOT RENE X (2xT D EH
JITFTENE R MNEBERO T RELE RICLVFERLEY AP LOBRE KL%,
1. 25mg/kg LA L (B O % 5-) CIae EEIC L L A BIRGEMIICEBICIEI Lz, 72, 7=
FTEOMBRIZZ e TP LIEIERS T, 7 e P EC OIS THETH - 7=,
@~ T ADT RE/N b RFHEH L U E#EEh K Ok REE 26 5 7B
JxFTENL, RS UMEFREEKO T RELE RICEVFER LI~ T 2D L URY EH)
BLOEKEEL, ZFh 80mg/kg LL_E. 40mg/kg LA (B O #% 5-) TP HRBEICH L
BRI B Lz,
3 kw b= FREEDUEA
« 7y NOX AT UK ERY EBICH A 1EH
JFTE L, B h= U FEEROXR AN TER LTy FOEIRY E# 4. 5me/kg
LB (R 0BG TSR PRERIC b U B AFHIIC B B ASHH] L, EDs i1 Smg/kg TH o7,
4) SERAMNE SRR T HER -
OV VBT DV A M=T FiL/EA
Y R—VREAE VI BT D EH
Nl R=LE2HEG LVA =T 2RSSV EEY VIS, KER 7 2T T8
VEBRGLYVA =7 B EERIZOWTREF LT,
72 F T URERETIE, 20mg/kg DR ARG TI3TEF 2FHIZ VA =T BHEE L7253,
40mg/kg TIFHEIL L 72 oTe, —FH, ~"aXY R—=LEBLIOFF IV XU FERETIIT A
F=T ORBFERE N7, 7P EEGHETEOTRLOAEIZBNWTHLY A =T
BN T,
s Ry RV REET BT D1EH
P na XY R—)VREIES /W IZ7 2 F T a2 REREG LTZBEO YA =7 &iELE
FIZOWTHE Lz, 12B#%E%, 7oF 7B TIE53.8% (T/1358) (VA h=
THRBE, FHE Lo T b D &R LTEGE 30.8%, 4/13 BRIV A F=T D5
. ~eRY R— LB ERETIE 92.0% (23/25 BA)ICV A h=T 3 bz, £, 7
TFT UG THEEL EORKISHRALNT-OFE GBI 1/13BHTH 57253,
1Y R— L G5HE T 23/25 BRICHEELL LD RIS A BTz,
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@7 v MBI HZ LT —ERIEH
Ty M ZF T ZHG LEBONZ LTy —FREERICOWTHRE LT,
7 TF T B L, 20mg/kg LA (EVENI G CIABE BRI LAEER D X L 7 v —2
YERZ 7~ L. 80mg/kg & 5-HElc Y F—/L dmg/kg B 5Mi & RSO 2 L 72 —nER
OB,
@FEFER A AR
F v F CTOBEBKAEF LR TIRLBR (A10) IS8 UIBIRA 22 ER 2R U, SERSM AR
EOBENEN & S5 BVEBREMAR (A9 12k L TIER 2 RS o7z,
HA[E -
JTFTECBLOZ a P 0E, A0 [ZB W T 10mg/kg 3 KO 20mg/kg (B A% 5-) T
HIEHE K LTS DA ARSI 38 (R G AR % Vs iloef R LT b LA RIS IE N S ¥ 7228,
A9 IZFWN T 20mg/kg THIE MM RN T hoTe, —FH ., ~"a XY R— L3 A10
\ZFBUNT 0. 5mg/kg THEKAMAEL 2 Ve FREE I L LA RIS IS, R & T A9 D%
KRR b A IS S e,
KAEHEE
JXFTEUCBIOZ e UL, AL0 2BV T 20mg/keg (B 1% 5-) T DA AL D3
KRS e VR BRI B LA B IS S8, BABOT RE L e X BEICLVEEIC
F1E L7223, A9 TIXAEREMIIRO e hoTz, —FH, »e XY R—1T A BILO
AL0 DWT RIS T & G EL 2 P e B 1T b LA RIS S R & 7 R E
e rBEIZLVEE L,
5) fffEh 7 v 7 F % AR -
Ty M7 ZF T2 @RENES L, ER 71 Z 7 F R R 2 BRI B & LRl
Lizc, ZZF T IR 15 0ICliffifh 7 a7 7 F U REOE — 7 R biv, 120 43
F ORI BRI LK HERB LT=23, XY R—1 D X ) iR EA 2R S e

> 7,

(3) fE AR IREFE - Friuhrfa
UERR L
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VII.
1.

EVBIREICEET HIEE

meREDHER - BEX
(1) AR LA PR

TR L

(2) BRPREAER CTRER S -MHRE

< AW R SRR >

7 TF T B UEE 25mg [HHIR) 2

(B FIEISL DY FRREMRBR T A FT 4 2 R 94 12 A 22 BT [E3KES 487 B, —4
IE RIS 4E 11 A 24 AfF  SKAFEAT 1124004 75)

7 TF T B BE 26mg THIR) & ARVERGE] (B84, 25mg) TN ZFH 18 (/7 =F 7 B & LT 25mg)
2R 2HO 7 B AFd— =B X0 R AS ISR T, K 150mL & & HICHRERRO#KES L
Too HTHIE N BOREHMIZ7 A E L, 5T, #&5-0.33, 0.66, 1, 1.5, 2, 4, 6, 8,
12 BN 24 WRRE#% 0 EF 11 FEAICER M A2 1TV . LC-MS/MS VEIC TlEh 7 =5 7 & U R 2 L.
B LN IEMENEE X T A —& (AUCt, Cmax) IZOWT 90%IEMEX EIEIC CREHEIT 21T 72, #
DFER AUCt, Cmax & & (ZRRBRELA] & AR ERI O B O B O Z2 D 90% 5 X [#]IE 1og (0. 80)
~1log(1.25) DHFIFANTH VD . WAL FHIRSENEDS MRS S 7,

(ng/mL)
100 —e— 7 IF TV 5e25mel A
m e T 7 T OV25mghiE
s 80¢ , -
= (Mean +S.D.. n=20)
f-_ 60t
._3‘_.
Z" 4011
“/ -'I
% 20
0 . , , L T ®
01 2 4 6 8 12 24
I 1] (hr)
B (hr)

1 26mg SRR GEOMER I TFT7EVREHED

&1 25mg EIRESRFDEYERE/NS A —4

HIE/NT A—H BEINT A—H
% # 4 e ALCt Crax Tnax T,
HH (ng * hr/mL) (ng/mL) (hr) (hr)
U TF T BE 25mg TBHTE] 20 241. 34=+78. 42 63. 88+28. 30 1.1%0.4 4.0%£3.0
w2 >l 25mg §E 20 251. 60+92. 22 62.28+18.96 1.0%+0.4 3.9%+1.2
(Mean=S.D.)

MAFFFR AN AUC, Cmax FED/RT A —Z T, A OBIR, RIEOERIUEEL - By % O ER
R L > TRRD RN D 5,

_29_



(3) hEt
MM ER e L

4 BE - HHEEOEE
VL. 7. #HEA/EH ) OIESR

. EYRER/NTA—4
() A E
T— AL ME

(2) RALERE 24
gk L

Q) HKEETESR Y
kel:0.2090 + 0.06139 (hrY) (f@EEERRAB 7 =F 7 V8 26me THATE ] % i[OI O£ 5.0F)

WHYTFUR
B L

) R HBE
MM ER e L

(6) ZDth
PAROSA

. B&EH REaL—S3ay)
() A E
YR L

QTG A=A EFHER
MM ER e L

. IR
BRI L

il

(1) Ik — Ax BE P9 @ 1

Al v/

LIFOMENRH 5?2,

HALMERE I/ 2 F T 28E5%, RY o Xfia s v a—2 —WEiRse (PET) I X Y
N R UDZREROE R b= 5-HT S B H A E L2 B LR IEERRIC BV T, /R
ZEHEL TSI ERMRINTEY, Mk-MEMAZ @RS 5 B5x b 5b,

(2) % — A AEREFT BB
B ER (7 v FEOTTF) THRIE~OBITHARESINLTWD,
[VIL. 6. (5)#F4w] DIESM

Q) Eit~DFITH
I A~BITT 22N mE STV,
[VIL. 6. (6) #%3LiF) DIHESHR

_30_



7.

9.

@) BEERA~DFBITHE
MM ER e L

(B) Z DB~ DFITIE
MM ER e L

(6) MIFPELESE
YR L
b NMAESE R FEAERIT83. 0% ThoT= L DFENH D 2 |

il

(1) RIS R LB R
FITHFIC X0 R s D,
Eo, DTFOBENRDHD 2,
7 TF T E UL EICHIE CRE 221, CYP3A4 12 X D RAIBUKIB OB Y S—AF ¥ RME =+
RERETH Y . TOM, BT AL, FEFEROKBEROE 2 Btk (FAr o mgins
k) A3 b,

Q) RHICBEAET 5EF C(YPFH) OnFiE. F5F
AFNORBHTBI 592 F=72 PA50 BT CYP3A4 TH D,
FEUTORERHD VY,
invitroRBRIZE VT, RE(LK K ORHM I CYP1A2, CYP2C9, CYP2C19, CYP2D6 KON CYP3A4 i
PRI L CHWBEMEM 2R L7223, & b TOMBETREDK 10 LI EORETHLNDIEAT
by, EMHEEROBEEZ BT HHLOTIE VW ESZ b7,

@) HEEANRDERERVZDEE
MY BRI L
LIFO®ENRH D Y,
P MCHERR 7 = F 7 2RO Lz & X O Cnax 1ZHHEEDKI 2% ThHoT-Z &b 7
F7 e OYEREESRITIREVWEEZ BT,

() REMOEEOHERUSEL, FELE
AR L
b RS O S B RB A B AR 2 R S o T L OWER BB 1,

Bt

A v/

LIFO®ENRSH B Y,

HEIERAL « RIS L OV

O NS T2/ = F 7 v 20mg Z HEER G Lz & 2 A, IREP~ORZ(LRO PR 1T 5 &
D 1% A T > 72,

QOIENFERIPERE I CEHR 7 = F T e 25 Lz L 2 A, REB X OFEF T~ kit
RITFNFNHEED 72.8% B L 1V20.2% Th o712, Fi=. REPHEEEIC 5D D REIEDE|
BT 1% R TH-T7= UFEANT—4),

b3 U AR—E2 —I2BY B1ER

LR L
BEMEICK DBREE
LR L
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10. BEDERERI HEFEE
B L

11. =Dk
I F TR 12, 5mg THYG), 7 =F 7 ¥ U8 50mg [HHIR). 7 =F 7 88 100mg [BHIG] KO
J T F T B UEE 200mg TBATR ) 1, 5 B3N B 72 2 88 O ET A O A=W P[RSR T A K74 )
IZESE, 7= F 7B UBE 26mg THHTR) ZAEERAIE Lo &, IWHEBHNE L, EWFPrIICHE
el HpTp St T (TIV. 9. VM) DIES )
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VII.

3.

ZeMHEALDFESE)CET HIER
ZERNBEFDER

1. B

1

A ELVORBEOLRNS, BREET7 7Y F—L X BRFEEEBEEOEXRGEMERANHI
L. RCIZEDGEEAHAHD T, AFIFEREGHFE, MBEEDAEFOHREZ+NIITIE, [1.2,
2.5, 8.1, 8.3, 9.1.5, 11.1.1 B8]

1.2 BEIZHE=-TIE, HornLOLERERNIRERT B8/ HES L. BERVZDORIEIC
+HIZEHBAL, OB, 8. 2R, HRFOEEITEEL. CO&LSBERNHLDONBEI
X, ELICHRE5ZHL. EMOZEEZITHLD. 88T HE, [1.1, 8.1, 8.3, 9.1.5,

EERRNELZNDHEH

2. B35 (ROBFIZITHRELEWNWI &)

2.1 FiEREORE [FiRKEL B LsErBEN1H 5, ]

2.2 SNV B — VEEFERSE O FARARAN SR O SRR T IS 5 BE AR S 23 5
b, ]

2.3 T RLVFV v HBHETOBRE (T RV 2757 4 % —0RARRIENT 2858 %
B:<)  [10.1, 13.2 /]

2.4 AHI ORI LiBUE OBEERE O & 2 BE

2.5 BERIFOBE ., PERBOBEROS 5 BHE [1.1, 11 1.1 B]]

RERIIRICEET HFE LT DERA

REI LTV

RZERUVREICEET FE L TOEH
(V.4 IR ORI BhET 5 k) 2505 2L,

EBELGERWIE L TDER

8. EELEARNEE

8.1 AFNOEHIZL Y, ZFLWIMPHED EF D, BERFMES 7 o R— A HERIFESIEZE O
MRz 85 EnH L0 T, REEE L, IFEEORES OB, 2R, 2R, SR
LOBELE AT T &, RIS, milkE, BERSEOFE R OfEREA T A2 A3 5 B Tk, b
A ER L, (REMREZ2MICE(LsE s BZERH D, [1.1, 1.2, 8.3, 9.1.5, 11. 1.1 ]

8.2 AFIOFEHIZL Y, IKIBERD B D Z ENHDHDT, ARG FIX, B, BEK, B
. R, IR, ERREESORMEERICERT S & L i, MEEONEEDOBIZE L 471
1TH52 L, [8.3. 11. 1.2 &M]

8.3 AFNDOBEIZEEL, HOE1UH L8 1 MO8 2 DEWERANERTLIBANHH L&, BE
KOZEDOFFZHmIC@B L, @il (0%, 28R, 2R, SBRE) | RFEER (.
B, mvF, IRk, AR, ERREES) ICHEEL. 20X RERN S L bNEGAICIE, H
LG E=HRE L, EMOZEEZ THE 5 fFET52 &, [1.1,1.2,8.1,8.2,9. 1.5, 11. 1. 1,
11. 1.2 /]

8.4 AFIDBHIZL VIKERNEZ RS Z LENHDHOT, EMICER L., JEMOBEN S &bl
Bk, BEEE, EIRIESEOMY R E LT Z &,

8.5 AAE, FRICIEMBEYIINCENI KM EZ R Z T2 BB DT, HL LA, DENVED
R ESER S & & N - AT ES, MR EEZ1T) 2L, [9.1.1, 9.8 ]

8.6 AFNTEL L THIMRRICIERT 720, IRR, BE - £ - KEHEBRENZEOK TN
EZDHZERHDHOT, AFIEGHOBE L H B HOEERS R A 1 O I OBIEICHERE S+
RWEOICERETDHZ L,
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8.7 AAEHE OOV B X DS, FEHIER S EALT 2 FTREMEDN & 5 O CTHIEZ +01T\W\ 7208 Bl
TBRIEOHEZD LoD, AIERAITHET D ZENLEE LV, o, JEROE(DED L
NIZGAITIE, OTRRIEICEI 0 B2 570 U L& 52179 Z &,

8.8 HHEBEORZMID IV LEEOHRIIZE Y, AR, Bl FF. FHlL &S OBEBUER 23
oL N5, HHEEFILTHGEICIE, RAICHEET R EHEEIZITY 2 &,

8.9 MEEKIERIE, AMIKBLNH HbND Z ENHDLOT, MIEMEEZITI /e, BEE2 01T
W, BERRD LN GE RG2S A Pl e @i 2 7o 2k, [11.1.6 &)

6. BRENERZHT VBAICHT HER
() &HHE - BEREOHDBE

9.1 BHHE - BMERZEOHLEE

9.1.1 - MEKRE., KOERES. EOEXEZAORVVOHLEE
BHEOC—@EOMER TR LN ZENH D, [8.5, 9.8 B[]

9.1.2 TALAZDERMEERE. RIEIIhoDBREEOHLIEE
KEEEA R TS BENLH D,

9.1.3 AERXIEIZTOHREENDHZEE. AR ERERBEOESE
QT RIFE ML 5 ATREMEN 5, [10.2 ]

9.1.4 BRTHOBERUVBERSELZET H8F
IEREBN I DIBZNNH D,

9.1.5 RFEORKEE., am#EH5 VN IREEORERFORKREFE2EHT HEE
[1.1, 1.2, 8.1, 8.3, 11.1.1 &H&]

9.1.6 FEMKE. RYER. BE. FHKKEZEORRRAFEZET HEF
fiZEAe e, EARIMARIESE O AR ZERIE N R E SN Tnd,  [11.1.10 BH]

(2) BHREfEE RS
BIE STV

Q) FFtkrelEERE

9.3 FFikmElEEBAE
AFNTEICHRIC LV R# S D70, 72U T 7 AR L, msETREN L322 &
b5, [7.1, 16.6.1 BH]

D ENEReEHT 5F
REI LTV

(5) 1T4%

9.5 114w
YRR SO TR L TV D ATREME D & % IR, 18R Lo AtEs etz LRl % Sl sh 5
BRWCOREESTD L, 8WER (T v PROTYF) TRE~OBITRHRE SN TN D,
Flo, WIRBICHREMREN KRG SN TWDIEE, HrARICHILEE, (IR, PlkiEE, R
e, WERORIKTE . SEVE S OBEBUEIRCHEAS BAEIR 3 & Db e L D@ D 5.

OFER

9.6 &=3LIm
B EOARMER ORAREOAMMELZE L, RAOME LTI 2 BFT52 L, B T
AP ~BEITT D2 ENMEINTND,

(DME

9.7 NRZ
INWREE B kb G b U T A e OV e 2 R & U 7 PR BRI S 0l L T e,
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(8) En#&

9.8 SkLE
HEEWHEICHRTIZZFTELORAZ )T T2 A0 30~50%K< . AUCIIHI 1.5 TH Y,
WA PR EE SR 3 A58 D b TV D, Fio, MAMRKRHERIC W CIEmng & b
e L, R NEPEARIIE O FE B E S I A AFEO Hiv TS, [7.2, 8.5, 9.1.1, 16.6.2
]

7. ¥HEEH

10. 8RR

AFNORHINCEI G- 5 72 P450 BEFR 1T CYP3A4 ThH D, [16.4.1 ]

() HRAZEEEZDEH

101 BFRZES (BFHLEBEWI &)
A4 S5 EEARIERR - $EE 1k R - faliRiA 1
TRV T RLFY oA EER | 7 LU T T LU o EE)

S, EHERMER T 2R
TTILRbD,

(TF7 4 7Fv—0KETR
I T 25652 5R<)
(RAIYV)

[2.3. 13.2 /]

Pha. B-ZBEORMAITHY .
AFND o —SZFHARBEBERIZ LD |
B -Z AR O RIEAE A EAL L 72
b, iER FERSHEREND,

2

)RR & TDERH

Txz=hAV
A il

2L EY — LR ER
R I e

e

[16.7.1 ZM]

10. 2 H AR (BERICSEET S L)
HEH 4 BRAEIR - 58 51 Y - fERIAR T
HRAD A il Al Rt R E ] SRS A 2 | AR EER 2R T
TLa— b EWNHHDOT, fllxDEBEFEDIER|Z LMD D,
K OBEMECER L, HEICRS
TAHZ L,
CYP3A4 #FHENEA 279 2 HAN | AFOERNWITT 52 L0 | AFOEERBHEETHD

60

CYP3A4 OFFEIT L0 . AHl
DI VT T ANREINT %
ZEBDD,

RN CYP3AM FREME M 23 53K

ARANOIEH 2 8 28T H

ARANOEZHHER TH D

)i QG w i VAV

Yo

il HDHDOT, fflx DOBEZOIERLO|CYPIA R BHET D72
A FTaty— ARMEICEE L, KEIZHET S|, mEHREN LRI 5
& R ELTHEEICEFTSZ L, ATREME B D,

[16.7.2 1] OF T &0 ARAI o i B R 23

EEE 72D QT RN EET 28
ENDBD D,
CYP3AM FHFEEH 2 AT 234 | RAOIEH Z IR 2 B L0 | AKHOFENRHEERE TH D

HDHDT, fHx DEFZDOIER LD

CYP3A4 ZPHET 2729, 1L

[9.1.3 ]

5 ARMECERE L, HEICRET D | EPRIREDN EF-9 2 fTaetk
Z &, Nh 5,

MMEEZEZTZERMONT|QT EERXH DN BENEH | PEAICL D QT IER/ERAR

N 2 A % FEONAZ BEIN 3 2% 35 Z s

HD,

) bR ZREGHIET D583, AROBEEZET L 1D D,
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Bl{EH

1. &8lEFA
WORWER R 5o ZENHLOT, BEL T7IATV, BRENBOONLEE IR %2
k42 2 EWEYI R ALE 21T O T L,

() EXLEIER & PHER

1.1 EXLREIER
.11 Sm#E. BREES F7Y F—2 X, BREESE (Wb EERT)
W EL R EOBMNeRiBET- D2 RS DO T, MEMORES, 0., 2R, 2K,
BRBEOBR 20127V, BRENRBD LNLEHAICIE, BEEZFIEL, R ) CHFIO#K
21797, WUIRMELZITH> 2 &, [1.1. 1.2, 2.5, 8.1, 8.3, 9.1.5 & ]
11.1.2 {Ed#E BEE )
i, R, mvT. IR, IR, ERRREEE ORMHER 2RO b Halid, 5%
ik L gl 7e i@ #1795 2 &, [8.2, 8.3 &M
11.1.3 EM4AEIEE (Syndrome malin)  (0.2%)
MEENHRER . TR ORI, WE NREE, SR, MEOLE, BIFENREIL, THICOEOOX
FHEANHZLNDEEIEL, EHERIEL, BAH, KofihEoLgEEE &I 72 0LE %
175 2 &0 AIERIERTIZ, AMEROEML CK O EANALLND Z ENEL, £/-, 347
EVIREED BHEBIRTRALOND Z 0N D,
B, @EADE L, ERkREE . PERIREE, JEERIENL. BAKEER, SEREESEBITL,
C L72f#E ShTnd,
11.1. 4 EBFHEARE (B R
PR, B, CK BE&. Mo R OURT 2 47 0 v ERERRD SN EA TS % dik
L. EWYIRAEZITH 2 &, BRBHEAEIC L2 QB EREORIEICER T L,
11.1.5 =8 (BEEAH)
11.1.6 |BBAIBRE. BMIBRED (W30 b HEER)
(8.9 & 7]
11.1.7 FFHEEREE . &E (Wb HEERE)
AST, ALT, v -GTP, Al-P @ RHFZ M5 IHEREIEE . HENH HDOND T ENH 5.
11.1.8 BREMEA LD R (BHELRH)
ABE B (BRI, Bl - aM, 35 LUMERL, IO &5 5 Tt X OCIBNEY O 5 -
WEEOIER) 2R L, BEMEA L RAIBITTD2ZE0NH L0 T, HEMRERD L DbNT-EA
Wi, B ERILT S SR AE AT 2L,
11.1.9 BREESXXTRTT (0.9%)
HJEE S O RN EEE N S b bil, HEPIEZROFHET 22 L03H 5.
11.1.10 FZEME. FEEIROE (W9 H8EERH)
i FEARAE , F AR IMARIE S5 O AR ZERIE NS STV b o, BYIiL, Mfm. WA OERE, 7%
JEZERFRD DT AICiX, HE 2P IET A7 Sl @&l A2 7o 2k, [9.1.6 2]
11.1.11 hEMRKIFEFERMAESE (Toxic Epidermal Necrolysis : TEN) . KRSFEIRARMEIZEE
(Stevens-Johnson fEf&EF) . ZWAIHE (W FH b BRI
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(2) ZD i DEIER

11.2 ZO D EIER
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5 RO | fBUAR B WG, | A MLV A Ly F RGEERE, B,
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LETE . W, BEEL.
. P BB BRAe
RERER N
WS, ZSEIE,
BEWIRERT 7 B
— A, A,
HEE 9O, M
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BIE
T AT R | SRR R | A =7 HRER | AEREREE ., MEAM R, o —
A B MEEREE i_i%i%‘% ELERE XY U IEMERE
45 9\1?55\\:. A
FRUT BET
P
i WERL BRI FMLEREIE AN, AFFRERHEIE |
i, f/ s
el ST, K, i, | A RR, B, L EX QT R
PEER 2R R DETUE, D IRk, AR, &
EEN L
P AST E&-. ALT |A1-P E&H-, EUVEIMGE | FPSRERR AT L
E&.LDH k& | v -GTP k&
&R BRI, Sk |, &6
5 AR BRI | L BATUE, EH, | SBRUR, TEEEREE, i,
Wik HE9m. T, Wik | ERREE, B, M. 8
g R REVEER R, R, B,
NSRS
iR Wikt LS S i S, AEMREK
m7aT77F (malbATa | AR FURER | T R KT b U T A fE,
N VAMSE, T8 | — /v fiE PR, EEMAE, | AT, %ﬁkﬁ TSH 3820, TSH
W mA VLM, | EF. MY UEY RILEE,
I 55 FERBRMIE , JRAEERS M, FT, 8
PR HE
I BULE B MAERE, £ 25, P
PEREEE, PEIRIA | Frseahie . SR, 1 R T
WAIR %R EORIGEEIRPAL | A, BUR, Bt REAE
BUN 5 S
R, ) | ONEZER R | 2T, BN RE | BV e, SHEEEEL, S, W
JE. CK _B&H- |89 B, R, A ERG. EE . tEFRETE . B
. EREL, LUV HVE. MiREss. MEEJIE, KK
AU, . 3| M. ERROS, ERIME. Ho
Z DA, JE, 1ZTH ., Wi RS, WREESE, B, BEE.
SEAIBERAE BefE CRAR, Bl
SHIE. L, MEM) . D8, (AR
PO F VN, B PR, B
BAK T, RIEVEZIE, BIHTR
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10.

11.

12.

RRRERRICRITTHE

BRE STV

BERS

13. BAERE

13.1 fER

FAERITMEAR, $EEE, SR, R EECTH D, FNCEME, FETICELERMBHREINTND
13.2 g

RMLEDLEZITHIHEE. 7 FLF U, RR2 UE, AFND o -ZAEIEWHERIC LV IKE %
LS EDLAREERH DO THEEG LN &, [2.3, 10.1 BH]]

BEHALEDZFE

14, EHELDZFE
14.1 FEFIRFEFDFE

PTP @D FEANLPTP & — R b H D L CTIRHAT 2 L 25T 5 Z &, PTP > — R OFEERIZ
BEVELA TN BRI ~FI AN L, EIZIZZR LA 2 Lfﬁ%m%%@éaﬁéﬁﬁ%ﬁﬁfé_
ERBHD,

ZDMDEE

(D ERRREEMIE D 1B

15. ZDMDFE

15.1 ERERERAIZE D < E]R

15. 1.1 RANC L 27EEF ., JRERARBHOZZRENHE SN TN D

15. 1.2 EWNERRBRIZB VT, ﬁﬁkl%%%#?%@@%@% e F SRS ST
%o Flo, PEERICHWAAERMEGRERICBENT, SEBEENREINL TV

15. 1.3 AMECIHME SN 7-FRBFEIC B L 72 WG rhiietk ORGRANVIEE - 20 R) 2B T o mimiEH %
KL LT 17T ORFRRBRICBW T, KA 2 S TedEE R ER G Y 7 B R & G5REE
L CHLEEN Lo~ TEREPs T ORENH D, £io, SMETOERFRHE BT, B
PURS 38 & JEERIPURS AR 3K & RIRRICAE RO LHICBE G35 L oRENH 5,

(2) JEERRERBRICE D < 1B

15.2 JEBRERERBRICE D < 1EFHR

15.2.1 A XCE#HKE (100mg/kg/H % 6 X 12 1 HH) RO#E5IZ L AL AT — AR
FREIC LD EE 2 bID = AR%EANENRE m%ﬂtobﬂb 7= 74%»&mk2%m&y
H#% 56 ) KON o @WEICEE LT HNEITFEO bied oz, £, BRRBRIZIHE W T
b, ARK L B U= ARBRE IR b o Tz,

15.2.2 7 v Mz 24 7 AR AES Lo AEMERBRIZI W T 20mg/kg/ B UL OO G-HET
FRES ORBUE DO EAPHEIN TS, ZNHDEEOHT AL, FolmHIckB T m
FIFULEE LR LTHESNTWEIN D b hTlRT a7 7 FUgEo A L EE
TR D BEEE X BRI S AL TUVVRW,
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X. JERGEREABRICREI SIEE

1
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QF $ESiEb
VL S BT B | OEBH

(2) REMHRBHR
DR L

(3) T DD EBHER
TR L
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() BEEE5EEHAR ®
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B 5% 1 REIC 2 T HREEK T, PR, RIS 640, 2/3 Bl TR T AN b7z,
BehH#% 2 AD T HOHR A £ TIXEBI CRE XA Lo Tz, #5% 3 BIZB W TRER N
P23 2/3 BN A AT, 5% 7 ISR BREE & FAREICEIE Uiz, SR CIXRIRMZ i
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L IE 72 o Tz,

(2) REHREEEHER
(VI 12. (2) FERRIRGE NS 1) DHSM
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(4) B A TR ELER
(VI 12. (2) FERRIARRBRICEE S 1) DHZM

(0) £IEFAEFMHHER
R L
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X.

9.

EEMNERICEI SEEB

HHHIRE 5

RIK| . 7 =F 7 U8E 12, 5mg [BA)
7 = F T ¥ UEE 25mg [HIIR)
7 TF T UEE 50mg (BRG]
7 T F T UBE 100mg [HHTE ]
7 = F T UEE 200mg [THATR

BISE, AL
1B N IvoE 1= S
BISE, A7 AL
BISE, A AL
1B N IveE {2 S

) EE—EMEOLTZEICIVENTLZ L

BRESy - 7= FTE T~ VR B
B

AR ;3 4

BEIRRE T DTS
SRR

Bk EDFE
FRE STV R0

BEMITEM
HREI T A A Y
KFTYVOLED  AY
T OO BT EM

F—% - FE

HERES A - b1 7 = )1°26mg £E - 100mg £ + 200mg £E.

EfRS4EFAH
1997 47 A Y

[XII 2. & D OBIEE R DEHZ M

¥ u s = LR 50%

SERTARDFABRUVARSE S, EMELERHEFEAE. RhinEAR

L R S R ] ST S VEI A 72 B
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TFTEUEEL2.5
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_40_




10.

11.

12.

13.

14.

BEERR. BIEERAREABRUVEOAR

AL

BEAHM

AR ANA

REHREFIRICEE Y 515K
AN, B (D) BRI BT 5 HIRIZED bR TR,

L£Ea2—F
. JEAE S A AL UE | B =3 = — e | VBT NERELE
5 HOT (9
Hx7e44 WRERST—F | K (] 32— F) 9 #1) T+ N
5};;;Zj7k:’/&E50mg 1179042F5068 1179042F5068 123689701 622368901
=}
5};;;Zj7k:’/&E100mg 1179042F2190 1179042F2190 121801501 622180101
=)
[
5};;;237 ~ £200mg 1179042F3197 1179042F3197 121802201 622180201
=)
. _ JE AR 5518 A8 A JL v - LB NERNEE AT A
S . ﬁ:/ > =]
ot —4 (5 7R48) U o — HOT (9 #7) & 5 o | ()
2T T 7 U2, bmehE 1179042F4010 622889700
- R R S = — L MR AT
s (V] 22— 1) 123688001 o | (I554)
T F T U BEL2. bmg [FAIE 1179042F4045 622368801
S44E 3 A 4 BAEEGEE SRS 57 5 [HEHSEAIOKM CGEmEE) o—HE2 % ET 5] ICLPER
. _ EREEP IR P - LB NERNEE AT A
S . ﬁ:/ < =]
ot —4 (5 7R48) U o — HOT (9 #7) & 5 e | ()
J T F T T VR 25mebE 1179042F1011 622312900
- R R S = — L MR AT
s (V] 22— 1) 121800801 | (B554)
7 T F T 5E25mg THIE ] 1179042F1194 622180001

THAH 3 H 4 ARG BE SRS 5T 5 [EMSAORM CGEEELE) O—MAWIES o) ICXDEE

RIZHET LDTE
RANT, BHHI EO%RERSLTH D,
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XI.

SRR
51 A sCAk

1)
2)

3)
4)

5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)

16)
17)
18)
19)
20)
21)
22)
23)
24)

25)
26)

EERD - ERHERD « FEFIAT O 72 O EFMIRFEFEEIEHRE B 2 p.203-217 (CI1EH)

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

(NBF) B ARZAEHEE v ¥ —f « B AR FEIELEEH 2021 (JPDI)

F\E A ARIKJF F7<ht tps://www. mhlw. go. jp/stf/seisakunitsuite/bunya/0000066530. html>
(2022/3/14 77 & A)

7 2 FT B EE 12, 5mg [BiR] OREMICET 286 (FNEED [D000987]

7 T F T EUHE 12, 5mg [ OEGERECORZEMICET &R GENEERD [D000989]
7 = FT VU 25mg [HIGR) OREMEICET 28R (FNEED [D000996]

7 ZF 7V UE 26mg [HIR) OBEEEIRRECOREMICET &R FNEEH [D000999]

7 ZF T B UEE50mg [HGR) OREMICET HER (fENEED [D001000]

7 T F 7 UE50mg [HIR) OMEISIRECOREMIZET &R (FNERH [D001002]

7 T F 7 U8 100mg TG OREMEICET 28R (EWNEED) [D000982]

7 T F T BB 100mg [BIR) OMEEIRIE TOREMEICET &R (NEED [D000984]
7 T F 7B UHE200mg [BING) OZEMEICET 28R (ENEEL [D000992]

7 T F T UEE 200mg BTG OEOERIE COREMEICET 2ER FNEED [D000994]
J T F T B UEE12.5mg [BVE] OEHME (W RSEHERER) (BT 288 (ENEERD
[D000075]

7 TF T UEE 25mg TBITR | OAEWFMIRSNEICBET 28R invitro i B EHERER) ((ENE
£h) [D000998]

7 = F 7B U8 50mg THAIR) OB (B FaREFHRER) (2T &8 FNEERD
[D000076]

7 2 F T EUEE 100mg TBHTG)] OEE (BRI SRR (BT 286 (-ENEED
[D000077]

7 F 7B UEE200mg TBIR) OWHME (AW FiIRIEMERER) (BT 288 (FENEED
[D000078]

7 F 7 U 12. 5ng + 25mg + 50mg + 100mg + 200mg [BAYR ) OIRHME (B AR 1A HRER)
(BT8R (&R [D000080]

AN ARG M > AT A <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2023/3/17 7 7 & A)

B \NYOE A AR i d (E)IENE) 7 =F 7 v s 7 < Vil

BT fh o IR EHEK 49 (11) 1386-1390 (2012)

7 FT B EE 25mg WG] OAYFRIFRIEMEREICET 5 &R ((ENEEL) [D000074]
Vonderhaar, B. K. : Pharmacol. Ther. 1998 ;79 (2) : 169-178. (PMID: 9749881)

7 T FT B UHE 100mg B DR~ U 2 & H 2 BiENR 1 e G- 3 EakER ((EN &R [D000985]

Z DD SE 3
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XI. $F&H

1.

FTHNETOHRTIRR
WS CORBIRIITILUTOLE BV TH S, (2023 4 3 AEH)

[E 4 R 74
K SEROQUEL 1,
PR SEROQUEL 1t

) FRSMBEIZOWTIR, A4 B 2RO R WEENIGEL TV A5,

BNZIE T HERKRZIEER

IR BT D MEAME SR (FDA, A — X 5 U 745H)
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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
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risk of birth defect, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to
20%, respectively.

Clinical Considerations

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 1 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
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developmental and health benefits of breastfeeding should be considered
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.
H g ol
A=A N7 U T O ol
(An Australian categorisation of risk of drug use in pregnancy)

2% OB
A=A MZ YT D45FE (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

(202383 H 14 A7 7 & R)
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KEOUFTCE | 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.
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 400-600 mg/day.
Based on response and tolerability, may be administered three times
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
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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

H[E D SmPC
(2021 4E 8 A)

4.2 Posology and method of administration

Paediatric population

Seroquel is not recommended for use in children and adolescents below 18
years of age, due to a lack of data to support use in this age group.

4.4 Special warnings and precautions for use

Paediatric population

Quetiapine is not recommended for use in children and adolescents below
18 years of age, due to a lack of data to support use in this age group.
Clinical trials with quetiapine have shown that in addition to the known
safety profile identified in adults, certain adverse events occurred at
a higher frequency in children and adolescents compared to adults
(increased appetite, elevations in serum prolactin, vomiting, rhinitis
and syncope), or may have different implications for children and
adolescents (extrapyramidal symptoms and irritability) and one was
identified that has not been previously seen in adult studies (increases
in blood pressure). Changes in thyroid function tests have also been
observed in children and adolescents

Furthermore, the long—term safety implications of treatment with
quetiapine on growth and maturation have not been studied beyond 26 weeks.
Long—term implications for cognitive and behavioural development are not
known.

In placebo—controlled clinical trials with children and adolescent
patients, quetiapine was associated with an increased incidence of
extrapyramidal symptoms (EPS) compared to placebo in patients treated for
schizophrenia, bipolar mania and bipolar depression.

_47_




XI. &

AF - REEICIE L CERKRFIBZT O ICH->TDSEFR
(1) ¥
RN 5Z &,
S DB  Meiji Seika 7 7 /L~ St <0 AEA=
TEL (03) 3273-3539 (0120) 093-396 FAX (03) 3272-2438

(2) HAtE - BANRURBERESF1—J0D&EAN
fERlciEd 252 &,
FIVE S - Meiji Seika 7 7 b~ <4V MER=E
TEL (03) 3273-3539 (0120) 093-396 FAX (03) 3272-2438

2. ZTOMOEEEF
<IBEH AT ER >
s F TV B BEEYEE

MWEPIFPE
meiji

IIF7ECRBI = SVEBATUSDREHIES EEATEL

—BICHRATREVTBLESEL. RBESDEICE>TREFEL

RAEHhTWLSHEA . <BUERNEZEBNBDES
s CEEEL EORROTREERITLEN
D mwi vxs speonmn 2es KAR B0 s BRI B ET BEANEES
T T Tt oo ORBHBRTIEEN

FII=-EZDEROERAEEDIBELBDXT .

S CERDHHTSROBERBLBLNTEZN
BRICBECBROSESNLENTVETOTEEEDET
BOCEALTEEN,

ORHBENICEONEST LI -ﬂtﬁhﬂf< EEV
FEHT2ERERFELBNTLEEVRoT—EICB<BAE
B3 T <ICEEN- EHEMICEBLTE *[,1

TS | STsTe e 719?!‘/501!3!
— s )

LDOELESERUED FICBIERIHIEBSE
RWHICER - FRBERLTIEZN

SRRNCERSCILET, ORI DEDEZ SR OBLHHES- B
: ORT- R ©EBHTOEERN
O BEDEBRESDICBALTIZZN, A :gg;:?_‘} s :g;gggggggggl:ﬂ<
OTICBBIEKD. SOSBVNTEHHIRESBITEECTER A
S el = J CEEREFE-BE) OB BORH NS
SMBWUE LREBIT LN BELD MRHOSZMATEE A Meiji Seika I»ILotkk &t QE0D0S08E
SEMELES. CRESWEEAOWSIWEMRCEOPTVETIOTEMICSEN /’“‘t‘ﬁz&

<EEL

_48_






SLEIRSTTT

Meiji Seika J7ILYHXaH
RRBPRERE 2-4-16

Manufactured by
THAI MEIJI PHARMACEUTICAL CO,, LTD.
Thailand

IFQE014917



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

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

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

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

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

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

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

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

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

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

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

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

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




