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WEEH Mk, ERWE. W, SR
AR RIS LRAFIEHE FRAT 1R AE
e 40°C H T AR "
1R () () 3 & A BRI
) AR - 25°C. 75%RH T AR 35 KSR EEE - BN
- () LS BEJFER - WEOKE T
ot 25°C. 10001x H T A4 50 H BN
WAEEE Mk, W, T4
s = VKL 50% >
AR RIS LRAFIERE PRAF IR bR
e 50°C A LR B
{im. (H%Fﬁ’) (Ei@%U]\ 0) 3 A RN
- . 30°C. 82%RH Tr—1L N
T PR T (W) ) 3 A R
" Xk, TT o
it WA T Vy—1L 40 B FRAEN
WETE « ik, v, G
* - HEBE 300001k, U = %L F—10W/m?
R RIS LRAFIERE PRAF IR AE L
FEHIRFRER 25°C. 60%RH A b 36 A AN
S C (ERHIAD) =
MAEEH Mk, M, &
. REERUVRBEORER




V. ®KICEY HEE

8. ¥ &L DEELEL (MEILFNEIL)
<t nm 7 )ik 50% >
(7 AT Z ABUIREEGEFEH AT Y1 b (Astellas Medical Net) https:/amn.astellas.jp/ | % Z S 7=72<
Ny, BRAEEEIEE RIS E T TERE < IS0,

9. Bt
<tnr 27>/ 25mg$E + 100mg HE « 200mg HE >
(BB R WHRBRIES 2 (N RV X D R BRE1T 5,
& MF: [ElEEE 50rpm
AR« K 900mL
(5 5R)30 M OF =R 1T 75% UL |

<-twr 7 )LHIKL 50% >

(FiE)B R IWHRRBRIES 2 (X KA L 0B & 1T 9,
& A EEEEC 50rpm
AERE - K 900mL

(F5 5930 77 OEHERIE 80% UL 1

<kw s =)L 200mg §E >

(FIE)ENENDOFEMHFIZB T, Er 7 =)L 100mg SEGEAERA2 §& & &1 7 =)L 200mg HE GBI 62
RO CRNEB 27,
% IAlEEEL 50rpm F 7213 100rpm
AERIK - pH1.2, 5.0, 6.8, /K

GRERLLT O X 9 o Hefig] & BAANT, W oRBREEICE O THIRHIEICEZR O R T2,

[B] 8555 (rpm) pH GEEENH A FT A N2 L DR ZER O RSO HE
. R AL T OBRBRALA & 12 15 2 LAPNIC Y 85% L) FvisHt L, v 2B Rl ©
' Hoi-,
50 FEAERLE T OFRBRALA & 12 15 2 LAPNIC Y 85% L) Ry L. w2 @RI ©
' HoT,
50 FEYERIZNT 15~30 20 T 85%LL L4 2R HMEZ R L, 1547, 30 43 )1V 45

6.8 SO L 0 FE L 2 BEOMEIL 76 T, GEENTA R T A » OIEAES0 LL
BYyZiie L, WHEITR%SE Th o7,
R ERLA K OFRBR LA & 12 15 4 AT T 85%LL YA L, I HI%E 3 FRI% T

7K
o7,
100 68 FE AL K OGRERBUA] & 612 15 4 LAPIC ) 85% DL BisH L, IS 8L R % T
' HoT,




V. ®KICEY HEE

<ktwZ =/ LHikL 50% >

(FIE)ENETNOEMIZB N T, Bu 2 =)L 25mg SEGEHERLA]) & & o 7 = UHPRL 50 % GRER LA 2 F v C
TR S8 2 R~ T2,
25 4 : [ml#sE% 50rpm F 721% 100rpm
BRI - pH1.2, 5.0, 6.8, /K

FERLLT O X 91z, A L RBRMANT, WTINORBREFICB W THOIREEICZZRB O o7,

[FIHA25 (rppm) pH GEEWT A RT A N2 X DB O RSO E
- FEE Y UK N OGREBR LA & 412 15 25 PAPIC Y 85% LA E¥sH L, VA H 2B E [R5 ¢
' HoT,
50 REAE LA T OBRBRALE & 12 15 2 LAPNICSEY) 85% L) BVt L, v 2Bl ©
' HoT,
50 FEHERIANIT 15~30 43 T2 85%LL LT 2 HMEZ R L7223, 15 43, 30 43 )%

6.8 V45 SORHB IV HE L= 2 B0 493 T, FEWT A K74 Dk
H@s UL b)Zhe L, IWHZEIIIRE Th -7,
FEAERLR K OGRBRBIA & B 12 15 43 ANIZ Y 85% LA BIRH L, Iz 8L [RZ%& T

K

HoT.
R AERUF) Ny OGRBR LA & 612 15 3 PAPIC Y 85% LA vt L, IR H 28 dhix
100 6.8 ot
10. &3 - O
(1) FEADELERLSR - X, NEIVEREERS - BEICET 1R
BRI L
(2) a%

<twZ =z 25mg i >

100 $£(10 §E X 10), 500 £E(10 £& X 50). 1,000 &£(/XF)
<t nrZx/L 100mg 5 >

100 £E(10 £E X 10). 500 $£(10 &£ X 50), 1,000 FE(’X7)
<+&w 7 /L 200mg HE >

100 (10 §E X 10), 500 $E(/37)

<tw 7 /LHIKL 50% >

100g(RZIRAIA D)

Q) FHEE
L

(4) BRBOHME
<twr 27>/ 25mg §E + 100mg $E + 200mg HE >
(PTP @4E]
PTP : #— RVt =1 H-_F)LI=A
re— Ry Far’lL
(AR kL AEE)
NIV RV ZFLy, Ty 7 RV TrbELy RoFr R Ty, 5500 RV FL v
<tw 7 /LHIKL 50% >
Rrr:RI=FLr, Fyv X RY 7T’y NoFr R FL o

1. FRRHEShLIEME
A% L0



BHZFH 9 HIEHE

12.

Z 0t
MM ER e L



ARICEHTSRE

. PIEER IR
NE N I

MEERIERICBEET SR
BIE STV

3. AERUVHE

(1) AERUHAZEDRHR
W, A =F T L LTI A 25mg,
R T ET D, W,
B, BHETFER - ERICK
()

Wik LR L e D BF o BInne B2 onl, (VL1 @) HEFD

(2) RERUVHAEDRERZRE - R
'v.5 Q) RERCHERHAR 0HZM

4. RZEBRUVAERICEET HIE

1 B4 5813 150~600mg & L. 2 X% 3 [lC
D EEH T B, 727l

1 A2 0E3EEVIGEEZRREL, BEOREBIZSCT
S TRAKET %,
CIHEELTTIS0mg #2722 &,

Eg 8
5 %E.B

B DHEZMWR)

1 RERUVAEICEHET 5FE

7.1 IFREREREE B I, DR@IZE 11E25mg 1 B 1 EN2 GG 2BB L, 1| BHEEEEZ 25~50mg
K#éﬁE%%@%%%ﬁ%btﬁ%ﬁﬁﬁ&@fé:&oDs\M61%%]
1.2 5mEX, PEGBEI AT 1 25mg 1 B 1 EDSFEEEZEAKB L. 1 BHEEIEZ 25~50mg (23 572

k$%0)4ﬂ< BB LN OEEICREGTHZ L,

[9.8. 16.6.2 ]

(ﬂﬁf‘ nﬂ)
7.1 TV 6. (3) FTHEeEfEE 2 E | OH sl
7.2 IVIL 6. (8) Sl DIH IR



V. ARICEY HER

5. BERERAGHE
(1) BERT—21\y4¥5—o
BRI REROME | x4 FE 4L ﬂq(’ig’/ éﬁ)@ 1 5
" RO . % 6l 1,5, 10, 20mg "
BRI G HERIE 23590 FN S5 - 8 A HA[A]
%14 K
- B 7 a A RN | 5 20mg HA[H]
WU Fr——
p Ay . NS R ] 10mg
RE# S HEmiE TERERA SR - 2 fil S5 4 H
RIS TLAHEER F—7 54 15 60~750mg 8 i
BN T AHER F—7 165 fil 75~750mg 8 i
AHE 101 151 AHR : 50~600mg
ZHEMR ey R—=: | ~afY R—jb 8 i@
s e 99 i 1.5~18mg
AR I : 91 f K : 75~600mg
THEM® EHTTI EHTTI 8 i@
90 il 45~300mg
— BRI AR F—7 SEAUeEEAE | 32 41 75~750mg 8 i
sk ngﬁ% F—7v 11 {51 50~450mg 418
B SEMTE F = 24 1 75~600mg 8
=7 77 Bl 75~750mg 12 % A
=T 30 fi 75~750mg 1244
FE# 55 A= 25 43 75~750mg 12 7 H
=T 67 fi 75~750mg 1244
A= 469 fi 50~800mg 52 LAk

(2) BRRFEEHER
R A T 6 Bl = F 7 &0 7 < VFRMEERE 1,5, 10 KT 20mg & 2 JERHCHERR N &5 L& 2 A,
JIFTECORBERICL D L EZDLNDLIREN AL, HEEOHEIMIEWEER 242~ LT,
ZOMODIER & LTFARY &, BE, OFV, S5 0XFOMER, KOMEL TFRALNE Y,
Flo, BERAS T 6l = F T 7~ LVEEERE 10mg 2 1 H 1[04 HIE, RKEKROESGLZEZ
A, BRI LIZIZRBEOEIRDS A SN, KERGICE D ZORENEET 52 L xRz,
P EOFERING, 7 2 F 78 7~ VERESEO BRI 2 VW E B 2 b,

AR OARSNIZAEROCHER EE, RAEZ=F 72 LT 1E25mg, 1 H2 %3 E X0 &5 %544

L., BEOREIE L ThaICHET 5, @, 1 FES5 81T 150~600mg & L, 2 X% 3 [FEICa TN b4
D, 7ok, BEEIER - ERICK VEEHERT S, 2720, THBRELTT50mg 22N L, | Thod,



V. ARICEY HER

(3) AERSERAER
1) ZRRIIHER

MALTVERE S3 P ERRIC, 7 oF T8 7~ )VERMEEE 60mg/H D 1 H 3 [RIEERS LML, LA
BITIERITIE U T G &2 Wil L s &G Lz, 72720, MEEE 1 EFIC 15omg LR &L, 1 B
A EIX 750mg & L7z, #IEEG- &I OV TR, BFE L 7ER CHBIRRGET 21TV ZarEICFRIC 3T
NI E XY T5Smg/HICERE LTz,

Bk BB BT D UER(P S E S ELL BT 49.1%((26/53 B T~ 7=, BH T L ICHEME L 24
PEZZE L CHIE L7 Bl 81T 75~750mg & TIA< 494 LTV s, REEE e #ELL EOJERF D) T
1% 374.0 £ 204 3mg(BR B S DL _E O JEF] 0O FH) TIE 375.0£192.9mg) Td - 7=, A HRIL 49.1%(26/53 1)
T, BIAERSE & Of FAMEE T 56.9%((29/51 B2 TRAHFIE L 0 o0A H ) T TRERSE X 0 A )
ThHh., 75~750mg/H &% 5O ATEN R iz 29,

AR OARSNIZAEROCHER EFE, RAEZ7 2F 72 LC1E25mg, 1 H2 XE3E X0 &5 %54
L. BEOREBIIS U CTiha IR 5, @%., 1 B&E5RIE 150~600mg & L, 2 3T 3 BN/ TR O #59
D, 7ok, BEEIER - ERICK VEEERT S, 2720, THBRELTT50mg ZBZA2NWI L, | Thod,

2) RERESHHA —T U HER

PSR OL A, I REE I L > TGN R E S R Z LN, -, @%. s
REIZ X ATBFITEHEN OB EZBG L, A3 ZaMo RN O YEEICE LI HEE Tal
ICHET D HENRE LN TS, SIHIC, MGEFOL AIBRICMOPUEMRER RS STy, =
NEHIELTT 7RI B2 IVUTEWITIERDSE(L T 5 2 LN TPHEND Z LD, EHEDHER
BEREL, 77 R et E U T E S MG BR (I AE A AT B SOGRER) & E T 5 & I m e
FINCAETITH D LWL, A — 7 VRBR(H 'R E LM A — 7 RIS TRF 1T - 72,

A KTVERE 163 Bl RIC, 7 oF T 7~ /VIEHEEE 75mg/H % 1 H 2~3 BI5EE 5.0 5 Bl44
L. PIRITERICIS UG- B2 i U 8 G Lz, 72720, SEEE 1 HFEIC 150mg LR & L, 1
H e 21X 750mg & L7,

B AERUGERE 2B D UGB R(PEE S ELL )T 52.2%(84/161 B Th o 1=, BE Z L ITHDIME & 24
PEaBE L CHE LBl R, PEEUED EOE/ O T 294.0+£164.0mg T, KD 96.4%
TERBEH T 600mg LT EHIESNTZZ LD, 7 =F 7 B 7~ VR EE DT &% 75~600mg D
#WPETHDHEBZ LN Y,

EERAE (PHFERELULOES " D5 )

N ; 150mg/H 2L - 300mg/H UL 450mg/ A UL I .
=R LSOmg AR | 30 0ma/ F R | 4some/B KW | 600me i | COOmgHELE
%k 13.3%(11/83) 28.9%(24/83) 38.6%(32/83) 15.7%(13/83) 3.6%(3/83)

* o BEMEEZHESNAR o721 BlzkR<

Floo 1 H 2 KO3 EREGICE 2B GEEHIOBFNIRB VT, RIXRFOUERKL WL aRER LD
EMb, 1 H23ERENZRETHL LB DN,

BREEHAIOREERKEE - BiFREE

#5571k

1 H 2[alks

1 H 3 [aE5

& A UG E (R AL )

44.8%(13/29)

53.8%( 71/132)

B2 SRR L+ 0D D)

89.7%(26/29)

94.8%(127/134)

Na Y R—L & ORIl 9

ARBRIZBWNT, e R—LEEHAR 5N 7 = F 7 v v 7 < VEREEE~DY) 0 R ZIEFNT 24
T, 0 ) BEEEIMIHE SNTERNL 18 Bl TH 7=, T b DFERID BI5S I 7- B S Lo (28T
SEEDIF, 72 TF TR o onaRY R—jb=1:362 Th-oT,



V. ARICEY HER

(4) HRELRIERER
1) BhEREEEER

O EBNFIE_EEREERER \AaRY F—)L)
A RAE L 197 B2 RI2 1 A 2 BIREZ KOS BR)DEIREG T 2T 7 ©r OFIMMELE S
PEIZ oW TR Y F—L 25t RICE ik —mEERIERBRE 1T o7, gl GRIX, 72 F T
~ VIR EE 50mg/H . e R—/LEE 1L5mg/H & L, 1 EBUNIZZNE 150mg/ B, 4.5mg/H LA L
AR L C LR B EE L7223 5 8 R G- Uiz, 1 BEk@mAEILZ =F 7 v 7~ L EE 600mg/
H, »a~XY F—/L§E 18mg/H & L7z,
AKRBROFERNS 7 = F T B 7~ VBEEED A IMEDNRD bive, AlBRIZEBIT 527 =F 7 D
B T T D SR (TP A B L )T 38.1%(37/97 #il), ~Nm U R— LT 25.8%(24/93
BHTH O FEHEGELTE)PRGE S vz,
ZRMIZOWNT, BERORBBRILZ =F 7 v 67.0%(67/100 ), ~m~U F—/L# 82.5%(80/97
BHTHY ., 7 =F T U THEILE» > 72(p=0.014), 7 =F 7 EURECE T D EREWEMRIZ. RIR
JiE 21 $1(21.0%) AFHE 19 $1(19.0%). #8152 15 $1(15.0%). fFEEEUE 14 $1(14.0%). #REE 12 41(12.0%).
2210 $1(10.0%), & TJHE 10 £511(10.0%) T > 72,

Q@ ENFENH_EEREERE (EHT532) ©
WA RFVELRF 181 Fl A RIT 1 B 3 B(EEZ)DHEI G T =F 7 B OFMER LS DN T
EV T T I ERBICE IR —EEREERREZIT o7, PIEEG &L, 7=F 7 v 7~ Vg
75mg/H ., BV 7T I UHEFEIESE 45Smg/H & L, 1 EBILINIZZLE 4L 150mg/H . 90mg/H BL EICHE & L
T, U, EEHE LN S S EEEEG Lz, | HREHRIZZ =F 7 B 7~ VRIS 600mg/ H | £
V7T I S 300mg/H & LT,
KRB OFERD 7 2 F T V7 VERESEOA AERES b, KRBRICE T 27 = F 7 EUHEO
Bk U B IS BT B UaER(P & B ELL BT 37.2%(32/86 fi). 7T I REIE 28.8%(23/80 )
Th ., [FEEGESTE) D BREES T,
BEMIZHONWT, BWEHORBRIZZ =F 7 B RE 61.1%(55/90 ), €477 I U 8E 81.1%(73/90 {31
Thh, 7F 7 VB THREIED 2 72(p=0.004), 7 =F 7 U REZIIT 2 E2EWEMRIZ, ki
JiE 22 $11(24.4%), AHRAE 19 B1(21.1%). A% 17 f(18.9%), ® F > 11 #i(12.2%). #E#E 10 #1(11.1%),
PEIEVEE 10 B11(11.1%). £ESIE 10 Bl(11.1%). 7 BT 9 61(10.0%) T - 7=,

2) REMHER
O R#AZS5HER"
WA RIAE BT 122 I3 B A FH A X G, 7 =F 7 v 7 < VR EE 75~750mg/ B DR K OH
IVEIZ DWW TRRFET L7z, #IRHEG-21% 75mg/H (1 B 2~3 [B5E#5) & L, 1IN 150mg/ B UL E
I ECE, EEMERL. 1 BREHE 750mg) Lo, #&5-811% 24 @6 5 H)LL o 54125 85 i,
52 (12 » B)YDOEGHIN 45 il Th o7, SRGCEREIZB T 2 WERPEEIGED L)Xk 24 H
Rf P 5 52 WK TEALEI 49.4%.54.8% Th 0  F 5 T RO & AMUGEEIC BT 28051 34.2%
Thole, BEMEEGIC L DREWERRBBEE OHEINEA B NRD o T,



V. ARICEY HER

Q@ RYKRSHER (Bkesn) ¥

MERESRA— T VRBRE., 7 oF 7 0 7~ LR A kR G LA R R E 77 Bl &%t
BT, V= F T 7 VERIESE 75~T750mg/ B O K OF MEIZ OV TG L7z, B&G-HIMIT 6 »
HU EOEGH25 65 B, 12 5 A OFGHID 40 Bl CTh -7, DRRUGEEIZEB T D ER(PEE WL EL
TG 24 R, BB 52 R TEALELL 73.8%, 82.5% Th V| G TR DR MR YGEE 21T
DYGERIL 67.5% Th o 7o, EWIMITEWEWER BRSNS 2 BHWER IR A b hoTo, &
IR D #EARAIER BB 16 FITHY ., ZhbD ) LEMBEGBITHRICEE L L O 4 4
Thotz, 70T 7 F AMEITHGET 29.2+40.2ng/mL 7> b EMIBEGH THE 11.3+£20.4ng/mL (A &I
L7,

@ RHAKSHER WEOHR) ¥

(9)
1)

2)

(6)
[B)

%é%%ﬁﬁ:‘%’\% 469 ﬁlj%;ﬁ%&:\ JTFT EQ‘\/7?/Dﬁé%ﬁ%ﬁ%@E/ﬂg’q&’q‘ﬁ#@ﬁé‘r$&:/311"C*ﬁ%ﬁl‘ L,
= ORBUCI B THIR ML 225.8 F(1~1042 AR, 1 FOFHIR A2 5 I 570.7mg(50~1100me)
Tholo, AEFRIL47.8%((224/469 i), EITEMITE 31.8%(149/469 B)NZFBD HiL, FlATOI A E
D 6 @F’Eﬁ&’ﬁiﬁfﬁ%k E‘*%ET“&)OfCO g TFT t°‘/7v7/]/ﬁ/§i{ﬁ§ﬁg@ 1 EFLJLODE/B;ETQEH:}Q‘HZD??D@
PEICRRICRIEIE 22 < | IR & Bl L CR YIRS THERR ORI, FEEOZ L, BRMA IS
L RBITRD IR o T,

AR OARESNIZAEROCHER EFE, RAEZ7 =F 72 LC1E25mg, 1 H2 %3 E X0 &5 %644
L. BEOREIIS U Tiha IR 5, @5, 1| B&E5RIE 150~600mg & L, 2 3T 3 BN/ GO #59
5, B, WEREITER - ERICX VEENT S, 72770, | BEE L TT750mg 2B 2\ E, | Tho,

BE - RERIGRER

EEETORER Y

BB RFIE O i e AR (65 ~74 1%« 12 1)) & FEm b B HE(20~39 7%« 12 By &2 %P5z, PR 5 &7
TFT T~ UERESE 75mg/H (1 B 2 [y E#E G ) E L o5 2.3 B BHIZ 100mg/H .4~7 H HIZ 200mg/
Ha2#&E L, 8 HH AR IR L ¢ s MG Lz, 1 Him AR 600mg & L7,

B MR UL 1T 31T 2 UGER (P B UGB )R 2% 18.2%(2/11 ), FEmlnd 28 27.3%((3/11 i)
ThY ., BEARBERIZNZI 58.3%(7/12 B), 66.7%8/12 f)Th -7,

E N I —ARERERRER '

FENERNSOLARR*T, D L bildE 5 FRICEMZ 7R S TRMIER D FHE L T 2 $t e KE &

FH 3R Fl G, Aok L et E A E LS hisk 4 — 7 il g FEi L7z, AR5

TFT BT VEEEEE T5mg/H (1 B 2~3 [ElpEIFEG)E L, 1 EFUNIC 150mg/H EL B & L T,

DIAR I B U723 © 8 G- Uiz, 1 B A& 750mg & L7z,

B R U B ISR D UER(PEE S EL BT 409%0/22 ) TH Y . 7 =F 7 0 7 < LRGSR

SRR SR BOFE KREBFICATH D Z LRI T,

LRI HOWT, BIWERH ORILRIT 46.9%(15/32 B Th - 7=, EREWERIL, RIRAE 8 $1(25.0%). ik

BBUE 7 H1(21.9%), RZE 5 H1(15.6%). HEH# 3 61(9.4%)TH - 7=,

* B SEMIC N e RY R—UHE 1 H 2lmg DL E(Z v v 7 e~ 015 1 H 700mg LLE)T 8 LI o3k
% 3 BILL E(EH SRR oFEEIE 3 FELL LT o, A2 &b 2 AllXE 72 D chemical class IZJ&T5)
ToTCHORIGERES RN oT2H D,

AEHER

ERARERE (—REARERE. BEERRERE. ERAMBELERRE). HERFTERT -2 N—XH
E. HERTREBERABROAS

MR AR A CIRRrRIA A & LT, OMMERICE T 2MA, QMmEEICE 2BBRA. Q@i 2k
T oA, OFFERERE S 2 A4 2 BE TN A, QU0 B XICHET 2MAE R V@I EMEFRHZET 5
AAAL A FENE S v, AR IRIRERBR & LT, OIBMERICB T D mataliRns Sl S iz, 7Zods. Bl ki
AT STV,



V. ARICEY HER

D FERAREICET25NHEE Y
JZFT VT VEREEE - HIRLOZ 2R OEIMEOMEEZ BEE LT, AL = L7,
L RVERRATRISAER] 1,158 BIORIWERRBEBUEGIRCAT TRWEHFEEER] Lo, )X 26.7%(309/1,158 i)
Th v, 7GR E CORFKRRERIZI T 2 BIWERAFELE 62.5%(365/584 i) & thik L T < 7 2 IX5E8
O Lo T,
B NEREAT R GER] 1,089 B2 I51T 2 BAXUCEE OWEHRIL 61.5%(670/1,089 i, HEZNIL 38.5%)Th
V. FSARE IR B R O FE IR S E R OSSR T 39.2%(381/973 i, EFEE)~50.0%(426/852 i, R4
o) ThoT-, EBFE TCOBRKREBRICH T 5 2R UGEE OFHEIL 7 BEBECTiThbh TR Y | Gk
UL FENRIR D Z L EBET D Z L IXREECH 2 03, ARFHAE D TLhK 38.5%(419/1,089 i)
& KRR E T OO MAHERRRERIC IS 1T 5 2D 41.2%(40/97 1) K Of 38.4%(33/86 i) & DRI A
BEIRED LN T,

Q@ Mm#EEEICET 5 EHAE

fE I SEREIZ I 1T 2 Rl A AR IS B8k S AU 7= /B3 2 b G MBS L2 BE 3~ 2 B R A 2 S0 L . IopEE 12 ) 1
WG LT, ZRVEMATRISIER] 1,158 B> 5 B MBEEOT — & 235 5 17 492 il % FEHIfRAT
KIBIEB & UCIRIT L2 & 2 A, #HMEHEICYH &S HIMEORIERE IR, HIRFEIESDHT

2.1% . AP T 18.0% T - 7=, FEFRIF fGR K 0 A4 R o> & ik o BIVE R B I1E, [ERK 72 L
2 2.6%., ERK1HY | 23160% ThoTe, AREIZLY, 7 2F 7 0 7~ /VBERE 51X 5 1M
PEEA~O R, BEIRIGIES DFBICZ DfEMRIR 724 LW L0 | FERFA DI Z OfERIK 1%
AT HHBEICBWWTRENZ EIRENT,

Q EHMEBEICHTHAE?

JTFT VT < VERIEEED ElnE ~ O BN BT b2t - A omRE K E LT, HEEE
i U7z, ZRVERENTXISIER] 114 B 17 F1(14.9%)C 26 O EIWEHA R D Hiv, AR E TORK
BRICBIT % minE CORIWERIBR 52.4% & ik L Ci < id/e o7z,

A NPERRAT R SSER] 100 FHZ 31T 2 AR SGEE OUGEZR 72 b N MHIEIRSCEE O FJEk 2 & (BB
EOBIEZ LV EHEER, RS O, WUE & AERE L, IREMETLE) O UGERIXE LI 43.0%(43/100 f1)
A TNZ 25.0%(23/92 fil, BB FETE)~37.3%(28/75 B, HUE & fi%E0)Th 0 | R RlFHA & ik L Tk
Molm, TIITARHED 1 BFHFGEN 1425+ 117.6mg/H & . AAF| 0@ E H & 150~600mg/H & v
ol Z b EIE T RICEANC KT D SR T LWBEENR SN LR EORENE 2 S,

@ FHEEE*ETHEBIIHTIHAET?
J TFT VT < VIR SE O RS RERRE E B ~ OB BT R et - FOtEomiEE Br & LT,
A FEhE LT,
LRMERRAT R SHER] 107 FlH 21 511(19.6%)1C 31 HORWER 23788 H L, 7GR E TORFRRER 584 4
PR BEGEE & LTz 26 Bl CORWEFA IR 61.5%(16/26 ) & ik L TE < 72 2RO H v
ol
A IWEREAT R SIEF] 106 B35 1T D BMREBGEE O BGESRIT 65.1%(69/106 Fil) ThH 0 | FEERSGEE O
FAER T (CEBREE, S1E 260 0B, RLM O o, BUE LD, IEEIMETLE) OUGERIT 44.8%
(39/87 #l, Bl&ZH 0 LIHER)~583%(49/84 i, HUE LR TH T,

® YYEZICEHT AT

L OPREHFHIIC L DR CLREMEICHER SV | DR A+ e iEBIZ I T 5 RKEI~DE) v 2
REDHIER VL EYEIZOWCHEGR T 5 2 L 2 HIIC, RBa i L7, VMt 8IEF] 35 Fld
14 $1(40.0%)Z 25 HEDOEIER A3FE® HaL, FARBWERITMNR 3 £, ff 27 L7 F R 2R F - —EHN,
REHEME T T VA VARAT 7 2 —BHM& 2 CTH O . MOBIERIZT_XT1HF>Th- 72,

AR Y E AT X £ 5 k5 e IR S R E (Brief Psychiatric Rating Scale, PL . BPRS)M N fk i
JEDS 7 BePE\Z TR S Tz, AWERRIT S IER] 34 BlD 5 5. BPRS 2M&5-BRMAHE, &5 4 » A% KL
6 # HBOT X TOR TRl S 72 19 > BPRS A 2 7 OHEE G S/ & 25, BPRS UL,
EEBEE] 2R TXTOI TAZ—THEE 4 » AR 6 » Atk L HICHEGRMGR L L THR
B L7256 » H#%® BPRS 7 7 A% — [JHBREE | |3 GG L R L THEICSEE LT, ),
Fo. BREGEED THEELGE] U EORIEEEER)IL, &5 4 » ARLDT 6 » H# T, ZhEh
32.1%(9/28 1511) K T 40.9%(9/22 ) Td> - 7=,



V. ARICEY HER

©® HEKRPERPHIFARCET DHARE Y

HEARFIELRF 106 Bl R, 7 =F TV 7 ABESEICL D 1 M OSSKRIBFRHER R 2 HEt L
T2o 1AERIT 55 B BivE L. £ 55 39 BIAMEIRE(L, 2IRATHROAFEFZREZHB L LT,
Kaplan-Meier A= 77 #H AR K& 0 SR RIGHHERF R 1T 60% & FH Sz,

BPRS. Drug-Induced Extrapyramidal Symptoms Scale, Abnormal Involuntary Movement Scale, Trail Making
Test DAAT X 1HFEEBLTEKEL, 72T 7 VL 7<) UERIESEN TR ILIE0 0 T FBMER, 8
RAMRAESR . REEBERE DB b HIFF TE 5 2 L AVR ST,

@ BHERKZERT SMERMESEFICRT DM REERKHAR

[Positive and Negative Syndrome Scale(PANSS) DM RE A 2 7 IHH T4 sl EOIHBE N 3 DLl k] O
BIRFERFE 13 23t LT, 7 =F T 0 7~ VEBERE DA & Rt e et Lz, #IEER S
EIL1F25mg, 1 H2EXiE3ME L, &EHG1THEBDANICT BG5S LT 150mg UL EICEEL
Too BH-EIEIRITIS CCEEHERE L, HmHEIL750mg £ TE L,

R 12 A OREIZ LY . PANSS B RE R 2 7 1375 25.7 206 197 ICHEICEA L, 7 =F T
T VB EEIXGMHERICH L CO AR TH L Z A EnTz, R BERICKBITAREEIX, Y1 H
424mg Th o Tz,

2) ARRBFHLELTEBFPENABRIEEREL-HE - HBROME

(N

LR L

Z Ottt
AR L



VI. EHEBEICEEY SHE

1. EEBZRICEAEHSHILEMRITILEDH
TV T IHERBE, VARY R, o ~maXY R—L, Tr AR R—)L, zZulrav gk
HE : BHEOH HIEEMONEEXITINRE L, BFTOBFRLEZZRTHZ L,

2. RHEEA

(1) EREML - ERKRF
AFEDO I FHRFEIE RN Dy AR %LT?DF%/Sm%x@% CRET A BRMEREWN T &
B OFEA DS FRICH LTRSS D ETHY ., ZNORERICBITAIERICFGSLTVWA LD L
EZ LN TS 16

(2) EhEEM T BRI
) REREHRMME
CDMWXQWﬁnm(MVﬁm)W”
T MM Z W invio R T, RIS U DI KO Dy ZRIE, Ea b= 5-HTia KON 5-HT R
W, BERXAZ IV H ZER, 7T RLF Y o R ap ZBARIC LCTEFME R R LTy, DAY VR
BEOR ) TR SR RICR L TRIZ E A EBRMEZ R & 0o T2, £, RN Y Dy AR
IZH LT, Br b= S-HT, ZAEITH T 28 fmtEiEEmn o7,

VIFTFEVORRNERZEREEEE (I RROMBEX(E 3-4 ZBROFHE) O

41k YA 7(;::7;;)/
KX D2 [BH] 2°<m 329
KX Dy [*H] SCH23390 1268
o b= 5-HT H] #%>o%®Y v 148
o k=2 5-HTia [3H] 8-OH DPAT 717
T RLVFY v w (H] 7o v 94
TRLFY Y a CH] ALy 271
LAHY [*H] QNB > 10,000
R PTEE [PH] 7/ =FTFE A >5,000

DIFTFECORAERZEAEGIE (=2

stk Y3 7(;:?7;;)/

A IV H [*H] vV I3 30

@ RIRZUDZAAKR, tO U 5-HLSAKREEE (B b, HERR) ©
A RIVERFIZ Y ZF T 28G5 LI2GAOMAN 3 v Dy SR Lk e b= 5-HT, ZHIK
D EBERERY b v AW E % % (Positron Emission Tomography : PET)IZ L ¥ Kiaf L 7=,
B O H A R TR BT Iy TF T L 7 v VR EE A # 5.7 BT 450mg/ B £ M. LIt
450mg/ H Z ki Gy L, #4529 HHICZ = F 7 v 7 < /LERHEEE 150mg 254, R332 Dy %R
&Y > R(["C]-raclopride:: ['C]-RAC) it v h =2 5-HT, &K U 77> R([''C]-N-methyl-spiperone :
[1C] -NMS)%Z#45- L, PET A% v > & FEfii L TN K332 0 Dy Z B N r b= 5-HT, &K
DEFRERDT,
BRI (G RR)ICIIT 5 [1C] -RAC #itr. R ORIEARE L MIEEEICH T 5 [1C] -NMS &
iﬁm@%ﬂ&&%ﬁﬁmb\71?757®FA:/ThxﬁW£ﬁ4&U?EFZVSHB§§W
HARITEAD Le, 7o, 72T 707 v A BERERE 12 FFHZRICBWTH 7 =F 7 B Il R
KaEEHELTHDZENRBD LN,



VI. EhEB(ICET HIER

REREERLMBRIIFTEVRE
OOt ub=YoHTy AR AR (B E)  O—OFSIVDyZ A HGA R (k)  o—o M4t

WL Th =S HT,E A A FULE) @@/ s3y Dy ki (R AR (n=8)
(Wi hdn=4)
ZHREAEONR %) sahAsangorgos  (he/ml)
g 4 1000
2 z 10¢ 4100
% 'oF ] 1L
fk (s 1%
% = Lt E 10 %
Ol 1 1 1 1 1
0 10 20 30
51 () 5 (h)

2) RN UZREERER

D YARFILOTRELERFRBERGICHT HER 019
JXFTEALRNIAFBED T RENLERIZEIVFER LY AP LOBEKIGE, 1.25mg/kg Uk
TR BRI I LB FRICABEICISI L, £, 72 F 7 e ofifilghRizrerra~o v
LIFIERET, 7uaP o3 TEThoT,

JRAFIIZEITEZT7REILERZEBEREICHT 5

n=18~20
(Il /53) Mean=S.E.
40+ *:p<0.05
354 i (vsIA IR HERE, Student’s tHEE)
" 30
s
H 257 T
Bl 204 -
¥ 154 * 4
10+
5_
0

w 12525 5 10 20 25: .6 10 12525 5 10 (mg/kg, po)
AR s yO¥Ey  yunsuvy

Q@ TIADTREILERFREL LEY BHRVEXESICXT HER ©
JZFT AL, RRIUMEEEEOT RELE RCEVFER Lo~ 7 2D X DX D E8) K& ONlEpk R
. TIEH 80mg/kg LA . 40mg/kg VLTI REEIZ b U T EARAFHNS A BIZHmH] L7,



VI. EhEB(ICET HIER

FHRELERFRLCEYEEICHT HEH

257
4 n=20
L Mean=S.E.
¥ 3k:p<001
T 15- (vsiB IR IR, Student’s thitss)
B
2
= 10'
74
5.~
Ak
L s 10 20 40 80 10 20 40 80 (mg/kg, po)
HHERE  rxFTEr raHEy
FTRENLERFEREKESICNT S5FH
25
sk
20 n=20
x #3%k:p<0.01
K (vsiE iR BEEE, Student's thisE)
A 157
o1
7
104
i 10
fit
5_
0 00
e 10 20 40 80 10 20 40 80 (mg/kg po)
W rFTEr raiFey

3) Lo b= URBERERER (SvH)
T v hOF ANV UFHHERY EBICKT HEH 20
JxFTEL Bu h=AMFEEEOF SN THER LT v FOERY EE A, Smg/kg LA THBET
IRREIC I U ERFRICA BICHH L, EDsoflIE Smg/kg Th -7,

FNCUBHRERY EBIIHT H1ER
([!iji)i— n=9

l Mean=SE.
16 l *:p<005
H 14 #3%:p<0.01
I 12 (Student's tha)
h 12-
10+
B s i
IEI EE S
6_
ﬁ 4 skok
’ B
0-—
Wi 25 5 10 20 (mg/kg, po)
X HEAE SIFTEY



VI

EMEEICEY HEE

4) #ANERIZHT HER
D HIL FATEHIL) I2BHBCR = T7ERER

i)

i)

NAORY F—)LBEATEFHILICE 1T B4R

NaRY R—=LE2 R LA N=T 2RSS BIES~ X C, K% 2 F T2 &G LY
A R =T FERERICOW TR LT,

7 FTEURERETIL, 20mg/kg OFEOBE T I3EEP 2 BHICY A b =T NEEL L7223, 40mgkg T
WERBE L hotz, —FH, »aX) R— LB EHTIEIT R =T ORARNE -T2, 7o &
HHTIHIVWTNOHEIZBWTHY A =T 3A N7,

NARY F—)LBEA T XHILICEIT D ORX F=TEEER

A JH i (mg/kg. po) VA b =T FIE R SREE
25 0/13
5 1713
JTFTEY 10 113
20 213
40 0/5
10 0/1
. 20 /13
i 40 /11
60 0/5
0.125 312
. 0.25 6/6
nEed R 0.5 22
1 13/13

NARY R—)LRBAEA < FHILIZHE T B4R

Y R=VREEA P 2TF T VB RERE LIZEO Y A N =T HEEHIZOWTHR
Uz, RBEHEGHE, 7oF 7 UG TIE 53.8%((7/13 S (P A b =T #B#%, F Loz d
DEFRIN LTHA 30.8%., 4/13 FDICT A h=T WD L, ~aXY R—LEHEETIE 92.3%(24/26
N VA =T 0RO bNTz, o, 72 F T RS THEEL EO KGN LTz E5H
M 1/13 B CTH o7, e R—= U EERED ) B YR M=T B8RO LAk 24 BHIZEBWT, %
FEDIERH BT DL 3 8H, 782 21 B CIIHPEFE~RE, H 2 WITRE DL RH b,

o BRECRA M TERRE
%

1007 8\~ F— )b (n=26)

o0 B8 /TS (n=13)

. O0--0 2z +7E>

o (RIS ASREE L2 Aoz b % i)
60
50
40
30
20
10

HEEEN T NUEHE

T T T T T T 1
01 2 3 45 6 7 8 9 1011 120H)
iy [



VI. EHEEICEY HER

R EHSN N

ST T

T
=
1

DA MZTOEHREFTR

@ \uNJF—=L(n=26)
B8 7T F7E(n=13)

T T 1
10 11 12 G&)

o
-3
00 —
O —

@ Sy RrzZBTRZHELTO—EBfREERS?
Ty MZZZFT U EEE LIEBON & L7 v — BRI OV TR L7,
s TFT E L, 20mgkg L b CHEBEAIBREC I LA E Al 2 L7 o —EEIEM 25 L. 80mgkg £ 5
BN E ALY R—)L dmg/kg # 5K L [R5 D 7 & L7 o — 330 bz,

()
i 457
Ij‘l_ 40_
3 354
7 301
2 25+
- 20+
< 157
101
5_

BEXREEZHHER (Sy )

T

v MIBITENELTO—ERER

ek

e

Mean+SE, n=12

%3k :p<001
(vsiF i I BE, Student's thiaE) i
ok
T
$k *k
*% S ik
ﬁijlﬁ

20 40 80 10 20 40 80 02505 1 2 4 (mg/ke.ip)

TEF TR Ja¥Es N =)L

16)

Z v b TOBRAFFAEER TILOBRALONI G LBIRA 2 ER 2R L, SEERSIER & o BEE 23
W E SN D BB RANIK L CIEHZ RS o7z,

i) BEEEKS 9

7 TFT UL, A0 IZEB VT 20mgkg T, 7 B E L 10mg/kg & OF 20mg/kg T, HFREFH AL T
% DA F MR B (8 K AR L) 2 VAR BB IC bE LA B IS & 7228, A9 IZEBWTiE 20mg/kg Th
AR A RIS e hoTz, —H, ~aXU R—/Ld A10 12350 T 0.5mg/kg CH IGHIREL 2 VA it
SPRBRIC L LA RIS, A& T A OFRIMiat s AN,



VI. EHEEICEY HER

A9 RV A10 (231 5 F X MlRa $k (B AR 5 5)

n=6~13 #:p<0.05
Mean=S.E. (vsiB R BB, Student's thE)
lfl 1.8 JIFTEY  * oy . NEANYF—) -
7 1.6 7 *
56 14 8
')t 1.2+ -
7= 1.0 b
IA) 0.8 -
o 06 -
A
e 0.4 .
¥ 024 .
T#l 20 g 5 10 20 Tul 20 @ 5 10 20 WE02505 1 @K 02505 1
1} I T B BE AR A A W A
A9 A10 A9 A10 A9 A10

i) R#EEKRSY

&5 (mg/kg, po)

JTFTE RO aPE 1L, AL0 12BN T 20mg/kg T DA #EHIIN D 38 K AHIIEL 2 s Boet FREE LIS
LABICED S, BHEOT7T RE/LE R BELHICLVERICHEE L7223, A9 TIXAEERZLILRD
Lo tz, —Ji, ~aatl R— LT A9 LY A10 DUWFHIZIB U T b I8 KA B & I iseh FREE I
EUABEICED &, BHEOTRE/LE XEEIZXVEIE L,

A RV A0 1261+ B R Ml (RERSH)

*:p<0.05

a) Vs AR, Student’s thE

b) vs &ML 58, Student’s thR7E
TRENMCRIA B EDRON T ROAIZ S

n=6~13
Mean=S.E.
147 ZIFTEr
;!% 1.2
¥ 1.0
X B E=
L 0.8
7
D 0.6 ;
A *a
0.4
(‘H]
fid 0.2+
" 0
B 20 W 20 TR
R R Bk
A9 Al0

@ £ FTOER D

- Jay - NARYF—) b

| m =

= | H @ &

| w2 | ) “a)

B 20 @ 20 7R WL 7E B 1 7E
RERRE MR EMRA IR Evkdk AR Evkh
A9 Al0 A9 A10

%45 (mg/kg, po)

A RFUERE 255 & LA 75 & AR5 R B S Wiz 350 T L MER MR 5 0O F B B
WX, 7R EEREOMICHBREEZBO RN T2,



VI. EHEEICEY HER

mEEPTOSYFUIcwT HER

5)
D Syhr®

T M7 ZF Ty 20mgkg Zfk AR ONERENEE- L, g7 0T 7 F R 2 TR FREE & b
WGt L, 7 =F 7 B dh% 15 gt 7 a7 7 F UREOE— 7 BRAa b, 120 0% £ T
RIS BRI L < HERE L7272y, el R— LD X 9 e ffil7e ER 2R Stz

miFRT05 9 FUIc/HT SR

n=6~8 *:p<0.05
Mean=S.E.  (vsif#iEx B, Student’s thi )
(ng/mL) I e, Wi 5
90_ i X3 130, T X
O—O Xy i 1204 OO i#Hil s e
80+ *—0 /I TV 110- *—e /TFTV
" Bl oy [ PRty
70 1004 A—A TR =)L
il i g)-
%60 4
! Fol g
2 a 70-
= 7
7 404 7 601
: Z
-l 40 g
3 . &
20 304
20 i
104
10
0 T T T 0 T T
1200(43)

@ £ FTOMERM

120 (5) 0 30 60 90

B 15 GBI 1 5 b

WA RIPERE 2R L LI O 7 7 2 AR T HERILERRICI N T, 7 r T 7 F U REICE,
7T ARG L OMICABREEZRO RN STZ,

(3) 1RSI - Frihrfa

MM ER e L



VI. EMEIEICEYT S5ER

1. P REOHE

() ARLAEDGOPIRE

EEER L

(2) B&
1) BREiES"Y
@ &H

AR THR SN mPRE

EERA B -6 Hlic7 =F 7 B2 10mg X 20mg % ZEMGRFICHERR OG- Lzt 2 A, Z72F T
DORIUTIERLTH Y | H5% 1.25~1.40 KR e A IR (Cmax) 3388 b vz, £ Dk, —FaME
DWHEER L, PR (L)X 3.24~3.45 FECTH - 7=,

HAERSFOFHMIEPRECARRERER (FHELRERDS)

(ng/mL)
1000
L OO0 10mg
0 20mg
( )HEFIEL
I
5 100¢
i :
7
o
a’-
x
° 10
v L
i3 E
i3
0 1 | | |
0 2 6 10 12(h)
R
BRI SHOENFHE/NSA—42
BE5E s Cmax Tmax AUCo-» tin
(mg) (ng/mL) (h) (ng - h/mL) (h)
10 5% 28.0*+15.3 1400418 141+68.0 3.45+0.732
20 6 65.71+32.0 1.251+0.524 234+47.6 3.24+0.407
AR R O RNR <, WPENRE T A — X ZHIINTE o7z 1 Bl EERO =, CTF)E =R R 22)

(AR OERENZAELOHARIT EE, FACIZZ7=F 7 LT 1E 25mg, 1 B2 X33 EE0 &S %
A L., BE OIS U THha (CHET S, @H, | AEEEIT 150~600mg & L, 2 XT3 B4  TRA

Bh54 5, ek, RERITER BRI XV EERET 5, 2L,

H5,

1 HEE LT750mg #2722 &, T



VIL.

EWENREIC

Ed5HER

@ #t (GeH & DEMFHRFMHRER) 7

A B 38 il
F— R =B T AR
i A 2 5 5% O S AR EHRIZU T L B0 TH Y
TR 2R L2,
BEL-DOL,

FHICFEFETH D Z &7

T DBITIF
—FEDOHE L ER LT,
i U > Cmax & O AUC,. 24 DN DO Z= 1Y) SR IR 4
IJALJ éﬂfuo

L HERZOD 7 H B

EMFHRFHRRICE T MR VEFIOEYHE/NS A —4

J 2T T 25mg(AlkL K O\BER) & ZZMERpIC R OG5 L, 2 Fl 2 iy o x
ARG LT,

AL D G EZICO0Em N
ERERD /NS — 2 R L, Al S & #51% 1 RFR LN R @R E LS

PEHE D REYEA 72 L TR Y | mRANITAY

" Cmax Tmax AUCo-24n tin
P (ng/mL) (h) (ng - h/mL) (h)
bk 38 65.29+31.43 0.72+0.19 172.0%+77.1 2.8840.59
feail 38 60.64+26.84 0.99+0.35 170.1+75.6 2.80+0.53
CF)E =R R Z)
EYLHRSFERERICE T AR VESID
EHMBFRRETILKRBRERERS (FOEI1ZERE)
(ng/mL)
1007
i 60
4%
rp
b3
J;_T:
o 2 4 6 8 10 120
WE
2) REERS
@ BREH
ERERAB 76 Bl =F7 v 10mg(BEANZ 1 B 1R 4 AR O#& 5 L& 2 A, Cmax OEIXKE

BHC KON L7ZAs, #eh% 2 LD 7 = F7 LRI, RIZ X 52T H5hs
molz, ZOZENLRERGHTOME 7 2 F 7 U REICAL P RERITIA NN EB X DI D

E)ARFNOEFB S e ik kR OVHES TEH. mA i&z%?t/kbflﬁxmg152Xi3@;©&5%

BAZA L. HBEDRREIOS U TR 4 ICHET S, @, 1 AR5 RIT 150~600mg & L, 2 XIE 3 ENZH T TR A
BehT 5, 7k, BhEITEH - BRI i@%aﬁﬂ#éctﬁb\1Hgkbfﬁm@%ﬁx&w L, T
b5,

GrEINT — &)

SME KA RTVELE (B 12 6], LM B3 )W =F 7% 1B 25mg 26 L. 1 B 3 FIKE

BAHE L7223 6 1 [F 250mg F Tl L7z, Wi 1 [E 75, 150 LT 250mg O H&EIZHB VT, 9 Bl
BWERE LR 7 = F 7TV REEZRFLIZE Z 55[@&8@9@@ g o F T EEGR S8
RFRRAE - Coin) |13 A BEZENRBD ST EFREBIZEZEL TV D L B2 b NTZEERERGREOT —2),



VI. EYHEICEY SEE

@ :

®

ZmEeE (EBRT—4%2)
A IRIE LS 12 F1(20~39 k. ¥ 31 m)Ic, 7 =F T B % 1 [A] 25~100mg OFiPH Tl LT 1
Hz@ﬁ@&m&ﬁLtOUjm%g@%E BWT 7 BIERGZOISE 7 =F 7 & REZH
E L&A, Cmax 1E 2.6 FFHZIZERD B, tipld 3.5 K Th - 7o (BEANE G-RED T — &),

RERSFOFHMFEHPRECKRERER (FHELRERE)

(ng/mL)
500 -
% 400 -
5
T 300
\a‘—
A
E 200
i
]:E
100
0
0 2 4 6 8 10 12(h)
IR i
REESHOEMBE/NTA—42
b5 & %k Cmax Tmax AUCo-12n t12 CL/F
(mg) (ng/mL) () (ug * WmL) () (L/h)
100 12 397+57 2.6+0.7 1.69+0.19 3.5+0.2 67.1£7.1

CFEE = HRER )

B MBEAT—42) ®

SEANKARTVERFIC 7 =2 F 7% 1 0] 25mg OB L, 1 B 3 BINEROHESLRNS 1 [
250mg £ THHS L7-, Wi rh 1 3] 75, 150 O8N 250mg D FHEIZBW T, 9 [ E# G LinlEdh 7 =F7
EUREAZRF LIZE 2 A, Tmax KO tip ITENEI 1.0~1.5 FEE L O} 2.7~6.6 FEfH] Th o7z, Mg
o =TT R B LT L, 75~750mg/ B O HEIZB W TRIBIERR® vz, 72
J T F T OEYENREITIEEITRER D DIV o e FERIE 5RO T — ),

B - $rh0k 25mg(3 [Al), 50mg(4 [F1), 75mg(9 [A]), 100mg(3 [Al), 150mg(9 [F1), 200mg(9 [Al), 250mg(9 [Al)

DNEIZHH




VI. EYHEICEY SEE

1 B 3 BIRERSFHOFHMFRRECARERS (FHERERE)

(ng/mL)
1000
i —o— 75mg(¥.n=12)
i -O— 75mg(#%.n=13)
800 —— 150mg (%, n=12)
i% L7 —— 150mg(#%.n=11)
i —— 250mg(%.n=12)
;;L 600 [ EIN —— 250mg (%.n=11)
+
¥4
|
¥ 400
BE
200
0
0 6 12 18 24 30 36(h)
iy 1
1 B3EIREHREHFOEMEIRE/NNSA—4
Beh& o Cmax Tmax AUCo.sn tin CL/F Vz/F
(mg/[5) (ng/mL) (h) (ug * WmL) (h) (L/h) @)
75 B 12 277+ 54 1.0(0.5-3.0) 1.07£0.19 2.7%+0.19 89+12 —
LS 13 294+ 41 1.0(0.5-3.0) 1.20£0.17 3.47+0.3% 86+t 16 —
150 5 12 625+121 1.0(0.5-4.0) 2.30+0.33 3.0£0.3» 78+10 —
| 11 | 572+ 63 | 1.5(05-4.0) | 2414034 | 4.4+0.8 73+ 8 —
250 B 12 778108 1.5(0.5-4.0) 3.38+0.46 5.8+0.39 87+10 710+t 93
LS 11 879+ 72 1.5(1.0-3.0) 4.08£0.53 6.610.89 72+ 9 672t116
a) P RAB(HIPA), b)P 5-1% 3-8 REM D11, o) #&AHH D - (CFEIfE YRR E)

@1H82EES5E

1H3EZEOLE HEAT—45) ¥

1 H2EE A LHEREBME 20N =F T % 1 [ 25mg 225 L. 1 H 2 [BIERD

BEHLens1

[0 375mg % Ty L7z, Wil 1[5 100, 250 &N 375mg DRIV T, 6 I E#E

5 UM 7 = F 7 & R A E U BRI G 05— 4),

I H 3 EHRYS A RIMEBE (B 12 6], %tk 13 B2 =F 7 € bk 1 [H 25mg 7 BBIsA L, 1 H
3 ISR 5 L7223 65 1 (1] 250mg % CHi L7, Wit 151 75, 150 K OX 250mg 00 fil BHZ 3510 T,
9 B E LinifE 7 = F 7 © LR A E L (BRI B 0T — 2),

1 B AR —Ed % 750mg/H (375mg 1 H 2 [F#2 4 - B 12 4], 250mg 1 B 3 @45 : Bk 12 fil)io

Mg 7 = F7 L REHBOBENERFT L2 L 25, 1 B 2 BG5S Cmax (38 < . Cmin (T
K 7polz. AUC O 1 AHEAE I # G- RIEUT BIFR 722 < AR DfE 42 7~ L2 (BERIIR 5RO T — &),
FEE M &=
1 A2 [E#%EG 25mg(2 [A]), 50mg(3 [Al), 100mg(6 [[1), 150mg(4 [E]), 250mg(6 [E]), 300mg(4 [E]), 375mg(6 [H])
(50~750mg/H) | DOJEIZHE &
1 H 3 [EEE 25mg(3 [A), 50mg(4 [F1), 75mg(9 [A]), 100mg(3 [Al), 150mg(9 [F1), 200mg(9 [Al), 250mg(9 [Al)
(75~750mg/H) | ONEICH &




VI. EYHEICEY SEE

1H2EHSLF 1 B3EAREZRSHOEDEFE/NS A —4

3 [ JHF(mg) Cmax Cmin AUC(ug * h/mL)
1 [o] & 1 H A& (ug/mL) (ug/mL) AUCT 1 A#LEfE D
1 H2[A 375 750 1.14+0.11 0.115+0.022 5.51+0.51 11.0
1 0 3[A 250 750 0.778+0.108 | 0.193+0.027 3.38+0.46 10.1
A G0 T 121 5 AUC, b)AUCTX (1 HFE-[m1%%) CEHIfE AR HERRE)
(3) HEH
U ERR L

(4) BS - ftRAEOZE
1) BEDEE
O BRT—42"
RN E + 5 Fllc 7 =F 7 B2 20mg 2 ZEEREH 5 WX % 30 I HERROES LinEh 7 =5
TEVREZRE L, ZOME, BBREGREOMET 7 =F 7 R ZEER R 5T TE < HE
%L?‘:iﬁ\ %#@@Jﬁ?/\o?f‘—&&: = ;E wu&b%ﬂj— JxFTE /@I&W iﬁ—ﬁg@'ﬁ/a X720
LD LB 2 LNT-FEAIBEGREDOT — X)),

EEFRHSVEERERZEOKREROTYMBERRECEREREDE (FHELFRERE)

(ng/mL)
1000
i —O- 0mg  ZEINEE Y

Jiiig --@- 20mg  EHEG

4% 5) SEIE

o0l 2o @E 7

g : s (5)

7R BT ~a .. ©

Eo iiii

g 10t T~ T ®)

I -o

(5)
O T T T T T 1
0 2 4 6 8 10 12(h)
FE
EEBHLIVWIIERERZSHOEMBENSA—4
Tmax Cmax tin AUCo-»
oAy i o
REOH e (h) (ng/mL) (h) (ng * h/mL)
Ze G IRy 5 1.3%+0.6 65.3135.7 33+0.4 234+ 53
Btk 5 1.2+04 96.1+32.2 3.4+0.6 348+122
CEfE AR HER 22)

(FEABIOAGREN - AEL AR EF, KA =F 72 LT 1A 25mg, 1 B2 XE3ELY #5520
L, BEOREIZS U ThA ICHERET 5, @%, 1 BESEIT 150~600mg & L, 2 X 3 BN CROKS
T2, B, BEREITAE - ERICZVEEYEHT 5, 72720, 1 BEE LT 750mg ZE2R2\W2 L) ThD,




EYHEICEY HEE

@ SHEAT—52®

A RMIERE 10FIC7 =F 7 1 25mg MG HE S LT L 1 B 3 EIKERAKS Lz, 1
[l 100mg DHETOEFREBICEWTRFOREBLMF LI A, BEEGHOME I/ 2F 7
VURFEIR, ZERERRIC N OIRE CTHERS L722Y, Cmax KON AUC ~DEE XD Th Y | FE B
LTI D BFROREBII N EZZ LN EERIEGREOT — &),

TEBHLIVWIEERERSHOFEHMBFDRECKEEER (FHELIZERE)
(ng/mL)

400 - —o— ZEJHIF £

" L —O— HiEHEY

iﬁ

300

V4

¥

7 200 -

<

vl

it 100

B

O 1 1 L 1
0 2 4 6 8(h)
IR
EMEBRE/INS A —4
Cmax ¥ AUCo-sn? Tmax
(ng/mL) (ug * h/mL) (h)

ZEHGIRERE -(A) 291 1.09 1.25(0.5-4.0)
BHESB) 364 1.25 1.25(0.5-3.0)
BHEOEE
H(B/A) 1.25 1.15 —
LED 90% {5 #E X 0.87-1.80 0.99-1.34 —

)T b) PRI

2) HRARDEE

VIL 7. Q) BtREE &L ZTDER| OHEBM
<BE> MHAERICE L TEENED LR W SRR ER) O 3 30
AHEPEH SN D AREME D B W MR~ XY R—L UARY K 4 I 77 I)EDPFHICD

WTh, EYEREAH RBR BT b TV D25 AFI O i I SR 2 IR O b e > 7z,

2. RUEEMM/S A— 5
OFZiv
KR L

(2) AR E 3
(7 v Mg

Z v MEEZAWD in situ V—IEICTLD .

(3) HREEEH

7 F T E (47 9ug/mL AR AR KR 00 B WA HE
HE L7 = A, SFHRINHEE ERIT/ME T 3.61h . FIET 2450 Thot-, o T, /INEIDLEIBO
FHEHICBWT, IBRREED 7 = F 7 L TEeNICRIN ENn D EE 2 -,

0.20h' (FE A TIE B GEmERE © 20~39 7% : 12 )2 1 [7] 100mg % K EH 5 L71=5A)10



VI. EYEEEIcEd 5ER
4) 2IVr735UR
1 289075 0R
55 BIES ik CL/E(L/h) ZRIEH
el VI 1. (2)2)@ 4 B g (15
100mg K AEF G- 10 (P B R AE ) 12 67.1+7.1 = -
(20~39 %, P4 31 7%) 77
Sl
100mg S fE 5 19 (e IFAIE Fe ) 11 50.9+6.7 VI 10. (3) Flfin
(65~74 wf. “F-¥ 69 i%)
(Tl )
2) BHUT7TSRD
fEEERL A (10mg 6 1], 20mg 6 BINZZ =F 7 & 88 10~20mg % B[ 5 L=k Tix, Riics =F7
UM ENR o END, JZFTEL ORI VT T ACEDEE S VT T ADEEIT
1%ARMTHDH EB LN,
RAROEBRB SN AEROCRER HEaE, mAZZoF 7 LT 1A 25meg, 1 H 2 XT3 EED 5450
WL, BEOREIZS U TRAICHET 5, @5, 1| HEGEIT 150~600mg & L, 2 it 3 ENIo T TRAOES
T5, B, BHEITEE - ERICX VBEEEET 5, 2770, 1 HEE LT 750mg 2827802 &, ThoD,
(5) R HEHE
GMEAFEA RIPEBE DT —52)™
1 H3EREZORSH
5 L3 Vz/F(L)
H(n=12) 710+ 93
250mg X3 [al/H Jz(n=11) 672+ 116
(Tl )
(6) ZDith

EMRBMORER/AATA—2 10

FEEHRHT A RIE LS 12 B1(20~39 ik, ¥ 31 m)IZ, 7 =F T B % 1 [A] 25~100mg D i Tl L
T 1 H2EREROBES Lz, 118 100mg ®HEIZIBNT 7 BIRKERGHOMIET 7 =F7 £ %
WE L&A, VZF T B (REAE) T 55 2.6 FERD T T i M E b BG4S 397ng/mL)IC 2 L 7=
%, 3.5 RO Cil R Lz, —F, BB TH 2 M1 KOV M2 O T REX, 7 2F 7
CRZALIR)YDH) 1/10 L FOEETHR L, Cmax X Ml TZZFTELD 1.8%, M2 TZZFTELD
49% Th-ol=, BT, M1 LOIM2 D AUCoin 157 ZF T E LD 29% KN 5.6% E DTN TH-T-, &
B A S TRIE B 11 B(65~74 1%, T3 69 1%) Tl #5-1% 2 BRI O b 7 =57 B R E N IES
BEREL D bE<HEB L, SiERED AUC)1n(2.59ug « WmL) el #E(1.69ug « WmL)D 1.5 % TdH -
Teo E7o. mlERE 11 GO 2 B2 D AUCe.1on O FHMEITIEEEERED 3.5 5 Th o7, 2D 2
Bl % bR\ T e RO )OI ENRE N T A — 2 I TIEREE T & FREOEEZ R Lz, 0 2 Flo &g
BB T D7 V7T 7 U ACLF)IX, EEWMETEEON 4501 THY, @EFEEYOR3 501 T
Holz, LOLENRL, 202 FNZET A FERER CVE BRI AT MIIRD btz (BEA
G DT — 7)),



VI. EYHEICEY SEE

MEXREBEICE TS TF7E(100mg) 1 B 2 BIRERGROD
Mgy TF77 £V RUKRBEMRERRS (FHECRERE)

(ng/mL)
500
—e—JESiGH 7 FTEY
400 F —O— Rl 7 T FTEY
1iiL —m— A M2
- —O— ol M2
Z 300 - —A— e M1
T —&— R M1
..?—
7
¥ o200
v
b=
g
100 &

0
0 2 4 6 8 10 12
I§E (h)
HERAEERBICB A9 IF7EL(100m)1 B 2 BIREERSHEDOEMIE/ISA—4
w feas o o o ) o L
JZFTEL | 12 397+57 2.6+0.7 1.69+0.19 3.54+0.2 67.1%+7.1
I M1 12 7.2+0.6 23+0.6 0.049+0.006 11.8£2.4 —
M2 12 19544 3.1%+1.0 0.094+0.018 43+0.5 —
119 | 483+96 29+0.3 2.59+0.54 3.6+0.3 50.9+6.7
PR 9b) m;?s 2zﬁm Lit?w 3??2 %ﬁij
i 2 (740, 963) (3.1,3.0) (4.87, 6.95) (6.0, 3.9) (20.5, 14.4)
Ml 11 | 107+12 3.4%0.4 0.080+0.008 99+1.4 —
M2 11 | 13.2=*2.1 32404 0.090+0.015 5.4+0.4 —

CEEME A ERR )
a)y B HkEE 11 4
b)HRENE T A — Z NIEEIERE & [RIFRE Cd o T- Wil (11 1 9 41)
OE W MIE 7 = F 7 B PR &R LT i R (11 2 B, SIS A )

3. BEE (KEaL—3>) B
(1) B
B L

(2) IS A—2EHER
MM ER e L




VI. EWMEIREICRE T HIEE
4. IR
(WA FT_AFTEY T 4
5.7% (5 =27 A P, )
(2)BALHRAL
NGB ORI & B2 HILH(T v R,
©)LITES
SENFEARERE 6 Hllc, 7=F 7> 1 B 3 BIEROELQ25mg 725 150mg £ CTH&E) L,
150mg O & CEFIRRE & /e o> 72 IRBE T, “C ARk 7 —=F 7 ¥ 150mg % H[mlfe 5. Uiz, JRP KR O
~OBFEBHREBE RS, J 2 F T E LV ORINERIL 728% LU ETHD EEZ B ),
(DI IEER
EEERR L
5. 9
(1) Mm% —RxB P9 @ it
MAERIPERET NHNZ 7 =F 7T E2H 5% RY hrr X#Ha 2 o —% —WiEHki (Positron Emission
Tomography : PET)IZ X D IXN R/ v Dy BFIR KO E v b= 5-HT B R S A R 2 BEt L 7 BRIRSEEL
REBRICBWC, ZRERZEA L TWD I EDRERINTEY , MR —MEM A @R T EE2 6015 19,
(7 v R
7> M UCHFE#K 7 =F 7 v 25mg/kg # HEREAHK G K1 H 1B 9 HERERAKRE LE ZA M
PN REIR L 1T - 0.5~1 FFRZ IR S AN RBIRIEZ R L, 2 ~O3MmITEHNTh o7z, Ei-,
THEEIZEBOD TRMAZ P AR L0 b @O B EEIRE DGR b v, D%, R & & Ik
BIEEIREE IR T L, 85 24 BRIBICIZIE S A L OB CIRETEED 10%FEE L 720 | #5168 Fifi#iC
VRN, PR, MR A ONRRIR BREASE OB Tl RS & R EEICIR T L7,
(2) m%—RREEEAME G
FEERDULER B R I ST B HEEIE WO RRBERBIT R OBER T 7 N 1 A& R~7z
WA DT, 7= F T EATHONTIE 21 HI(B1.716.8 5% : FIE HEHERE, HEERSEY % 581
336.9mg/H . FHMRERHIN 28.9 ) NEFF SN TEY | Bl ~OIEYOBITHFRD LIV TN D 3,
<BE> (Fv bk, UHF)>0
7 ZF T EUEMYRE 15 BT v b (200mg/kg/ H) % OUERE 18 H w74 F(100mg/kg/ E NI N # G- L= & 2 A,
# 5. 2 FEEZ O FERT 7 =F 7 B UOREE, BEIROER 7 2T T EURED 2 KT 09 FTHo
7o
(3) EiA~DBITH

OME AT — #)374D
J2F T EUEERATORABZIRBNT, Z72F 7 B O T ~DBITHEIZOWTLL T OB RE
NI TS,

g | TR Lty =TT 3l
5 &

1 200mg/ H i shd 37)

1 200mg/ A 62ug/LCRRAE). 13ug/LCF-HIE) 38)

6 25~400mg/ [ M S 3 (25~75mg/H), 32nmol/L(100mg/H). 264nmol/L(400mg/H) 39)

1 400mg/ H Alug/L, FLIH/MAEERFEL © 0.29 40)

9 6.25~100mg/ H FL /AR b ) 0.41(FEPH 0.14~1.67) 41)

AR OER SN AEL AR HEE, RACIZZ2F 7L LT 10 25mg, 1 B2 WE3EL 0 #5506
L. BEOREIIS U CThRA ITEET S, @H., 1| A5 EIE 150~600mg & L, 2 X3 BN CROES
T5, 7B, BHETFR - ERICZVETENT 5, 270, 1 HEE LTT50mg B 2N &, | THD,



VI. EWMEIREICRE T HIEE
(7> F)?
IIRBIEE R v M UC Rk = F 7 ¥ 25me/kg ZHEIRR DG Uiz & 2 A SLit TG feiR s x4
I AR EE D 1~2 5 CHERS LT-, 70, 8514 24 B O A1 b R OVLH O AR BE 1, Bers i i
s LT 54 0.5 KD 3% LA R Th o 72,

4) BHER~DBITH

(9)

S DOLERT 7 = F 7 B G RIERE (R G L & E ORBILIEKR O V7 =F 7 © r OiEa
HA~DOBATHHRES N TND P,

Z DO/~ DIBITHE

(7 v k)

T v MZUC k7 =T 7 v 25mg/kg HEBREOR LG Lk 2 A, #51% 0.5~1 REEIC ki N i
FIREIRE 2R L, BE~OHMITES)HTH D &2 bz, Il Tl i fEREE 0 20 £, &l
B N—F— R TIIH 5 S DS O ST BRI E SR BTz,

T, Ty MIUCHE#RR7 = F T 25mgkg & 1 H 1819 ARIXEROKELG Lz Z A, 9 HMER
F 5 51 O = AR R RE R S 1348 5 1 BFREIRIC A DL, SHER~DO M T HE R 5 & [ CTH -
Too AARRECSTREIREE X, 1T & A EOMBRICB W TRIER S 168 RFfEI I ITMR MR & FfRE & 7257
N, CEBE. BhE. AR, BREK OSHUIRRIC 380 D O BE R B X AR 5 L 0 b E o T,



VIL.

EYHEICEY HEE

HEEZ Y M CEZE#M I TFTEY 25mg/ke)1 B 18 9 HE

REZORSROBHBAKSEER

B

T BERR EE (ug eq./g (/mL))
HGR 9 HH#&5

0.5 HFH 1 R 4 Ff 12 24 72 BFH 168 FRFH
14 (/mL) 1941078 | 2.43£039 | 091+0.15 | 043%+0.02 | 0.12£0.01 | 0.04£0.00 | 0.01£0.00
% 1355050 | 1.90+028 | 0.79+0.10 | 0.47+0.04 | 021+0.01 | 0.09=0.00 | 0.04+0.01
[k 5.64+2.60 8.42+1.76 3.09+0.43 1.50+0.13 0.83+0.08 0.46+0.02 0.38+0.03
= 1.05£0.65 1.90£0.45 1.07023 | 097+026 | 0.67+0.09 | 0.47=0.11 | 0.18+0.02
Bt 7.61+1.32 8.59F1.10 | 659144 | 498+0.65 | 4.16+027 | 2.06+022 | 0.66*0.03
i 0.39+0.15 | 043%+0.03 | 025%£0.03 | 0.12%£0.03 | 0.06£0.00 | 0.03£0.00 | 0.01%0.00
[T 0.60+0.25 | 0.87+0.06 | 0.36+0.06 | 0.21+0.01 0.10£0.01 0.05+0.00 | 0.06+0.01
@S5 1.84+0.76 | 2.69+0.41 127020 | 0.70£0.06 | 0.29+0.04 | 0.22+0.01 0.130.03
R 0.75+0.31 1.060.21 0.70£0.03 | 0.30+0.03 | 0.13%+0.01 0.06+0.00 | 0.04+0.01
N—A—f | 4241197 | 7.78+0.93 | 4.631091 1.66+0.17 | 0.47+0.03 | 0.18+0.02 | 0.08+0.02
Ll 1.870.76 | 2.81+053 | 0.89%+0.18 | 0.40%=0.07 | 0.18%=0.01 0.10£0.01 0.05+0.00
(53 12.0+3.5 15.0+2.1 735+083 | 5.15+033 | 3.22+0.28 1.820.09 1.05+0.06
PN 15.0+4.6 243+6.7 182+48 184+20 17.8£7.71 | 0.35+0.05 | 0.18%0.01
KGN 354+84.9 498+110 | 3737867 | 2834+561 508+226 7.84+0.51 | 3.91+043
e 44.1+8.8 64.1%=7.0 312+26 26.8+0.9 147+1.46 | 7.09t038 | 2.41%0.02
fit 535+2.03 | 823+1.37 | 3.41+0.80 1.37£0.12 | 046+0.02 | 026%+0.03 | 0.16+0.01
(%%?Eﬁ/ H\%E")” 264+1.11 | 4322099 | 2.72%+1.07 | 0.65=030 | 0.712020 | 0.24%+0.03 | 0.19%0.02
A 1.07£0.45 1.712025 | 0.59+0.09 | 0.30%0.01 0.13%0.01 0.0620.01 0.15+0.05
JEER 4661082 | 4.73+0.82 1.74+039 | 0.63+0.02 | 0.16+0.01 0.09+0.01 0.09+0.03
TR 4.18+1.16 | 7.38%338 | 2.66+0.19 1.79+0.58 | 0.47+0.07 | 0.15+0.07 | 0.17%+0.13
/A 7 s 4.00£0.71 5.16+1.09 | 3.27+029 | 2.99+0.37 1.55+£046 | 0.81+£027 | 0.44+0.02
FIAI 1.58£0.62 | 2.82+0.55 1.40£0.21 0.81£0.18 | 0.22+0.03 | 0.080.00 | 0.04%0.01
[N 6.70£2.05 11.5+42 244+6.64 | 769+t483 | 7.34%473 | 023%£0.03 | 0.20%0.07
HEIENEY | 443+1154 | 409+11.0 107+28 520+77 67.4+425 | 0.83%+041 | 0.25%0.12
Fe & 1.13£0.41 195024 | 0.92+0.18 | 0.50+£0.03 | 021+0.02 | 0.12+0.02 | 0.23=*0.15
INE 95.3+30.9 170+13 155+40 33.5+7.4 4041130 | 041+0.01 | 0.23%0.01
INERKEY) 982+332 | 3167+785 1790+317 269+65 514+184 | 3.76+0.20 1.48+0.47
i 0.60+030 | 058+0.08 | 067029 | 029+0.15 | 0.05+0.01 0.03+0.00 | 0.01+0.00
[T 931+1.85 | 9.65+2.79 | 5.45+1.13 | 4.84+0.11 3.69+030 | 3.14+026 | 2.76%=0.10
E 201+23 705+ 169 97.4+357 | 322+125 | 322+1.72 | 0.12%£0.02 | 0.11%0.01
HNEY 56771817 | 2230+971 1529+394 2.90+0.72 | 48.5+39.1 0.24+0.12 | 0.60+0.24
28T i 410=1.68 | 832+138 | 4.69+1.22 1.65+030 | 0.27+0.05 | 0.08%0.01 0.070.01
it B 0.78£0.15 1.16£0.17 1.11£0.09 | 0.82£0.03 | 0.36+£0.04 | 020+0.03 | 0.17%£0.01
Tt A5 142052 | 246%£036 | 0.95+0.19 | 0.53+0.02 | 021%£0.00 | 0.12£0.01 | 0.08£0.01
FOR IR 142+0.8 179174 20.8+6.9 21.6+5.9 14.4+7.6 11.4%+2.6 125+2.6
i3 5.07+£1.45 18.1+2.8 13.6+23 124+031 | 3.13+0.81 | 0.67%+0.16 | 0.61*£0.15

CF4IE = EAERRZE | n=3)

(6) MIFPEAKEEE
b MISEE AREA R 83.0£0.4%*) in vitro, 0.2~3.0ug/mL)

6. fRE
(1) BB R O BRRER 599
I TF T EALFEICHIC B W TR S 5,

b b TOTEERBRBITMBKPRIEOBRIL L DY S-A X RMETh Y, ZOMmORHERK E LT, 7w
Uk, HEEROKEL, F2HEA LI V7 v rBBRALBPEESND, £, B MFI /Y —A
Z W invitro R TIX, 7= F 7 ECOFERFHME LT ML DRBO I, £DIEN M2, M5(/ V7
TFTEY), M6, MI3 Bt sz, 6z MSEFIZE TS EENRHY & LT MS B350 b,



VI. EYHEICEY SEE

FEANT — )

SME A TIE B MC ISk = F T v < VERYESE 150mg & B 5 L C A O AR E A i
T2RBRICEB VT, M4 LY M10 g EERH CH O . BG 1 Bk T mET RE O
151%. 14.7%I2F824 L7=, REIKRIT 232% Th o7, F7-. MIEF 7 =F 7 o 85 T4 o
FEJERE D 1/5~1/10 FREEDEFEETHER L. 7 =F 7 B ATl REta =17 5 2 LR -,

JIFFTEDHETERBHRR O

Mg M8
e Ve Re
O N(j g‘" NBT AL
N, N, N,
o : - :_ ki :,~ —
5 5 Ho- s ‘\
M3* M10 | ehR () M11* ax M2
T i 43, b,
MES
(A% (TE) Bt
b, AR, Shitudh- H% on . B
BRI W) ~ P o~ O @f"
m2* " N\) M J N M13
= KEHE = @ -
S S R ¢
d
SIFFEY
s-AFLFL
O—MWL#—Mtl l O-fR 7 ILF I x
_~oH
s
. (i) M4*
x :23 ehinsE hy-A(E T
g Foh AR M
79k, AR, Y if

ERRR. SubE(EE)
FybmdE, 4R, R HE

lN—Jﬁ?JbﬁHHt

HH

¢ e
Nas N‘) M5 Ne J M7
U eeew ] A
Eheomy-A(BEE) g
+16

Qﬂ

%D

Unknown M+16 M819.006

N,

o

=TNIOU RS ERITHEHTESNDRBY

E MZE T B Mg R EYAR
1fi 5% AR R (1 45 PP RETR BE LS 6% %)

FHE | R HRAE
R Ml M2 M4 .
h B
(mg) | (h) o jcI;I:Aﬁ;g Ml ik M2 Ak M4 ik M7 | M8 | M9 | M10 |Zoft 1
150 1 | 232 | ND | ND | 14 | ND | 25 | 151 | ND | <05| 09 | 34 | 147 | 322 | 937

ND : RS



VI. EYHEICEY SEE

(2) RBI_BEETLEEE CYPEH) OoFE. FEE
N 9TF7EY

EMF 78 Y —L K0 CYP3A4 BIBLRICK D “C =ik =F 7 ¥ in vitro (NEVERM BT LIz &
ZA B NMIBIBRZZFTELD MA, MS(/ VT =F T L), M6 DIRHNTIZ CYP3A4 B 59 5 &
Bz, o, MI0 ~ORFHTIFIEI 7 v Y — AREEDRBE G T 5 L HE SN Y,

ErIBEHFEIIF7ELRBICEAEST D EHEESNDIERY

Oj&-()n
,_/

ES
on OH
Gt /_/o—/_
o/ O " (_N
ﬁf e o/
< CYPD6 N CYP3A4 N=
CYP3A4 CI?} ij M
N ¥ YP3A P
HO/C: sLFTE 0
CYP3A/ NPE,M
OH NH
r
S o
o 7 @ = M5
M6 .

2) REMMS (/IO TFFTED)
tEMFIZmaY—A B FCYP KONT T EUE ) AF U7 —BEFEMO)VREHLRIN KNZH CYP2B6 € / 7
2 —F PR EHWT M5 OREBHCRE 532 REIBEREEZ R L2 2 A, M5 ORGEHIZIX CYP3A4,
CYP1A2, CYP2B6, CYP2C19, CYP2D6, CYP3A5, FMO1 K (X FMO3 3575 Z & BRI I iz,

<£E> CYPPMHEEHIZONT
D7 =F 7 v RORHY 49
E R P4SO T A Y 74—k T D7 2F 7 EROREO in vitro IRFEREZRFTLIZEZ A,
CYP1A2, CYP2C9. CYP2C19, CYP2D6 K UN CYP3A4 iEMEICXI L CIHERZ R L=, 7o F T
KO O & b Mg e A2 2 B USSR B ER O&EE 2 /B4 255 O Ty EHERl Sz
(7 2F T RO OREIZ = F T % 375mg DART 1 H 2 MINERS LD 7 =F
7 £ Cmax O 10 f£30uM) & O 50 f5(150uMIZFRE L7,



VI. EYHEICEY SEE

HIFTECRUREYMD in vitroRHBEEHE

RBFHE (%)
P450 CYP1A2 CYP2C9 CYP2C19? CYP2D6 CYP3A4
(FH (Z=FEFV) | (MATHIER) | SAT7z=bY) | FFAMANTIN | (=7 =VEY)
{LEWIRE | 30uM | 150uM | 30uM | 150uM | 30uM | 150uM | 30uM | 150uM | 30uM | 150uM
7 I? —b 17 — 47 — 40 30 62 — 40
=
Ml 33 51 30 63 52 68 50 61 16 89
M2 — 37 — 50 47 68 43 57 — 9
{t M4 — 14 — 47 — — 18 59 33 56
B M5 — 43 — 37 — 50 37 76 52 87
) M6 — 21 — 38 — — 41 65 8 53
M7 — 20 — 40 — — 37 53 — 31
MS — 20 — 42 — 24 — 49 — 13
M9 — 37 35 72 54 76 — 50 — 11
M10 — 12 — 47 — 3 — 6 — 19

M4, M6 K U'M7 & S-A 7 == A VR & DBBER R+ CThoTeizd, b ORBOBLERIIRD e o7z,
b)150uM IZH 1T HFAEZHEN 50% L FTH 72D T, B L 2dro 7z,

QORI MS(/ V7 =F 7 £ L4540
t ~D CYP Zp FRMARHNEMICKIET M5 OHEMFEHEZE MNFI 7 v Y —2 % O THRE L7z, M5
SN 0.14~100umol/L)iZ, CYP2C19(ICso i : 21.1umol/L), CYP2D6(ICs fifi : 41.3umol/L) 2 TN CYP3A4(ICso
fill : 6.5~18.9umol/L)iZxt L CRAEMEM Z /8 L7243, CYPIA2 KUY CYP2CY (Zxt L CIFFLEEH %1% &
A ETRE T2 o 72 (ICs il : >100umol/L), F 7=, M5 (X CYP2D6 Jx O CYP3A4 (25 L CREMRAFHI 72 FHL

EEREZ RS enoT,
E kCYP R FREDKBIEMEICIKNT 5 M5 OEE/ER
CYP &y THE(FEE) ICso(umol/L)
CYP1A2 (20umol/L 7 = F & F ) >100
CYP2C9 (Sumol/L ¥ 7 v 7 =) 7) >100
CYP2C19 20umol/L S-A 7 == kA >) 21.1
CYP2D6 (Sumol/L THF A ha A kL7 7 V) 413
CYP3A4 (Bumol/L X &' T 1) 94
CYP3A4 (15umol/L =7 = P ¥°) 18.9
CYP3A4 30umol/L T A b AT 1) 6.5

lbEo X iz,

(3) MERBENRDEERVZDEE

in vitro

(=2 A HF YD
B =0 A P NCHE ey =F T E L BRI G LT & X O Comax ZHIHHEDR) 2% Th 722 L b, 7

TFT B OPEIERGHRIIRE N EEL LR,

RBRICBWT, 72 FT7EV RN V7 = F 7 B EERAEWIT CYPIA2,

CYP2C9. CYP2C19, CYP2D6 K TF CYP3A4 JEVEIZx L THWHEMEHEZ R L2, 7 =F 7 B 375mg
Z1H2EELELZGGOE N TOMETREDK 10 UL EORETAHALNIERTHY . HhfHEIE
HoOBERZRETHHOTIERWVWEZ X L,



VI. EYHEICEY SEE

(4) REMMOTHEOERRWEEL, FHELE
JF T OEERHMOIIEH % | SR EEERERER, [TE3EERRICBONTHREILIZEZA, &
MEF O FEEREHH TH D M4 L MI0 IZWTIICEBW T HIERZ RS 20o7=, —J7. M1 LT M2
i, WINbL 7 = F 7L R Dy, Dy AU b= 5-HT, S FIRICx L CRWEFE 2 7=
L. M2 (JTEERERBRICB N TCHL 7 = F T eIt LIVMER 2R L7z, LasL., M1 KON M2 138
MARFOFERFMTHY . b MR TIIBRHERLL TH D032 & RIRRE TH -7z 9 VI 2. (6)
Z DMt IEMEHEY ORI ST A — X | OIS,
— 77, W M5 13X Dy BN 5-HTon 2B N E DOt b=, KX, BERAZ I A
2H Y ROT BT U CRZERYT S A TITRFEDR & 0 | Dy ZHERIZH LT S-HToa AWK L T
VBRI Z 7R L72, MS X NET(Norepinephrine transporter : / /L= E R 7 U o h T U AR—H —)IZxf L
TEWEREEZ R LER, Ee b= bV AR—F— RRI VT VARAR—F—FPRE/)TIV T
VAR A =TT BB o 72 4D,

1. et

BEFRRAT + 5 BIlC7 =F 7 B 20mg Z HEHEAKG L& 25 JRTTORLACU IR HERF
(Bong/mL)LA T TH U | JRF~DRZEAARD PRI T G- B D 1% A & HER S vz (FERIF GRs D7 — 2)D,
OMEANT —2)»

SNEAFA RIERE 6 B, 7 =F 7 v 1 H 3 EIRKERADKEG(25mg 7>65 150mg £ THE) L, 150mg
DR CERIRIEL 72> TORIET, MC MY =57 L' 150mg & WIFR G LT, B9 168 B % Tl
B3 LT BSTRED 93.0 £ 1.2% AN EIL S 4, JREOFE S ~0 RS REHRR T 2 2h 728+ 1L1% KU
202 1.1% Th o7z, £7&HH 48 B £ TSR OHONRENPEIE S0, PEIHTESHATH D &5 %
Bz, RO ERRHHIL M8 KO MI0 Th - 7= (GERHR 50T — #),

(% )

i (930+12%) & frit
R —O0— R
?ﬁ . (728£11%) —@— 3
B 60 CER iR )
113
HE 40
itk
S 20 (202+1.1%)
0 1 1 1 1 1 J
0 24 48 72 9% 120 144 168
IFE 1 (h)
E MMZH I BRER B WM R
DR EE R (B 5 BTk 5 %)
E iS3i5| R
R M1 M2 M4 .
he h M1 M2 M4 M M8 | M M10 ot AF
FEl® ] e | fEM fali fok matk| M o oM At

ek
JK | 2-4 | <05 1.4 0.6 02| <05] <05 4.4 0.5 23| 241 29| 274 44| 688
# | 0-12 0.5 <0.5 34| <05 0.5 1.0 1.5| <0.5| ND 3.6 0.8 1.8 4.3 18.0
ND : fEHIBRALLT  H& : 150mg

(AFNOAGE SN AELE AR HERY, RAKEZ7=F 7 & LC1E 25mg, 1 H 2 X3 B L0 &5 %
L., BEOREIG U TR ICHET S, @%. 1 AL EIT 150~600mg & L, 2 X% 3 EIZ5 T CTRRO#K S
T 5, 2B, FEEITER - ERICZVEEEBT 5, 270, 1 HEL L T750mg BRBRNI L] ThD,



EYHEICEY HEE

10

I &L HREE
LR L

REDERERITLEE

FSYRR—4—IZET B1EHR
MM E R L

(1) BRERTEE GMEAT—42) ¥

PR RE R

ERE VT F=2 0 )T T A<30mL/min/1.73m?)8 FiiZ,
HL7zEZA, Cmax LN AUCIF. fEEERE A DR 1.5 (ERRE DM Z R LA, BREREREICL D tih D
WRIZRD BN oT, £, BERED V= F T DI VT T A(CLF) 7 VT F= 2 VT 5
 ADBNCIEIA B 22 FBEIBIFR I 7 B 72 D> o To (BERIR G-HE D T — ),

BHREEEEEICHS T 2 FHMBEPRENRERS (FHELRERE)

7 TFT ¥ 25mg A HAAEIRE

(ng/mL)
1000 g
L —o— THkEEE

It ~O- HEHEA

it i

o100k

A 100 E

I

\%

Z: L

v 10¢

wof

3

1
EREEETRFICETS2EMEBE/NATA—4
Cmax Tmax 2 AUCo-0 ti2 CL/F Vz/F
(ng/mL) (h) (ug - b/mL) (h) (L/h) (5
BX s Al [ gz
;;fﬁbh”j 117+ 18 | 1.0(0.6-1.5) 0.553+0.119 4.1+0.7 642+144 | 310+ 42
fREEERR 787+12.1 | 1.0(0.5-2.0) 0.366+0.062 51406 858160 | 593104
a) U fiE () CEEIME EHERAZE . n=])



VIL.

EYHEICEY HEE

(2) FHEEREEEE MEAT—42) ¥

(3)

FFRERERE & FR (7 L 2 — VTR i, 7 =F 7 ' 25mg A BERE O# G L= & 24, Cmax KLY
AUCine (FFEFERLAN LV R <K 1.5 £5), tip lTEFERA LD bR o7 1.8 /%), /o, 2V T TR
(CL/F)IZHERERZ I LAY 25%K T L 7= (BERI & 5-RED T — &),

R REEE B E(CH 1T 5 P MERREIKREHER (TELRERE)

(ng/mL)

1000 g
11 - —o— NFREEREE B (7L a— AR )
i - -O- HEHEA
T 100k
74 F
T r
F C
E L
B 10E
i o
gL Q

1 | 1 1 ]
2 4 6 8 10 12(h)
F
i aefEEE8E (FILO—ILERFEE) ITH 1T 5 EMEIRR/NS A —42
Cmax Tmax ¥ AUCinf ti CL/F Vz/F
(ng/mL) (h) (ug * h/mL) (h) (L/h) (L)
JFHRE kR R 78.5+14.4 1.0 (0.5-1.5) | 0.386+0.077 55+1.0 79.4+10.7 573169
A 53.0+ 3.5 1.25(0.6-3.0) | 0.248+0.020 3.1+0.2 105+ 8 455+29
a) "H I fiE (R FH) CF4IE = EAERRZE | n=8)
BhE 0

EIE 11 1(65~74 7. T 69 M)IC. /7 =F 7 L & 1 A 25~100mg OFEFH TS LT 1 B 2 [FK1E
POHE L7z, 11 100mg O HEIZBWT 7 RIKERGHOMET 7 2F7 v 2 I G 12 45
(20~39 5%, P 31 R LA L2 L 2 A, @il K OYEEEE 1BV T, Cmax (T2 E & L%
2.9 LN 2.6 FERIRZICRD BV, tin 1 ZTNTN 3.6 KON 35 Kl Th o7z, Fio, 5% 2 B LI oI
gy F 7 VR IIEREEE L 0 E < HEB L, AUC. o0 IZFEREEE OF 1.5 (5 TH - =Bl 510
T =),

FEBMERVSHECHSITHTHMBERRECAREHS (FHELFERE)

(ng/mL)
500 -

" o g
i 400 —— JEmE
)
< 300
+
.
¥ 200
Z
i
aE 1007




VI. E¥EREICEY 5I1ER
EEBERVEBEICEIT2EMERE/ S A —4
ik Cmax Tmax AUCo-12n tin CL/F
(ng/mL) (h) (ug - h/mL) (h) (L/h)
FEE 12 397+57 2.6+0.7 1.69+0.19 3.5+0.2 67.1%+7.1
EYiE=s 11 483196 2.940.3 2.59+0.54 3.6+0.3 50.9+6.7
CL/F : A& EREOM P REHBICE S, ADTOLRE 7 VT TR CEIE + Fm e 58)
1. Zhh

ARV




. ££¥% (ERLOZEES) ICEJISEE

1.

EENBLETDEH

1B
=R

LT1ELVMDREOEREM S, BREET 7Y F—2 X, BREEEESEOEXRGEERANETL.
REICESHZEAHAHDT., AFHFREDE, MEEOHEFOERE+FITITI&. [1.2, 2.5,
8.1, 8.3, 9.1.5, 11.1.1 58]

1.2 BEILH=2TIE, HoMLOHLERIEANRRT 2561 HESI 2. BERVEDOREISTS
[CERBAL. 0. B8k, ER. HRFORZEITIEL. COLSTERNHOOAIGEEICE, ED
[R5 ZHHL. ERMOBRER(THLI. HEITH &, [1.1, 8.1, 8.3, 9.1.5, 11.1.1 3]

(FFL)

1.1 AR O GRITHERIFIET b7 ¥ F—3 22K LT L7eBIREHE SN TWLH DT, AAFK G HI2IX
A O RE F DBIEE 2 153147 I BEDR H D,

1.2 —fRICHERIVEEF IIREBEN LN &6 FERFEMES 87 ¥ F—3 A0 BERIGVESIES O &l
ERZRIICER TS0, ZROORIERNEIRTL25E01H 5 2 L 2BE KO OZEKIC /75l
L. A, 8 2R, SREORMERICEET 2 L 58T 288N H 5,

BB (ROEBBICIBELENT &)

I ERREORE [BEREZENAIEIBEMLND D, ]

2.2 7V EY — UERFRE R O AR AR AN A O TRV T B D R R AR VE F A3 Y 5 S
ns,]

237 FLF Vo 2R 5F0RET RLFH U v 27+ 7 4 7% —0OREARE, UIHRHERICBIT S
RIEBEE S L <X EMEMCE T 256 2k<)  [10.1, 13.2 8]

2. 4 RFN DRIk VBEUE OREERE O & % B

2.5 BEIRIB DO BRE . HERBOBMAEROH 5 8E [1.1, 11.1.1 2]

ERRELETDER
2
2

(FERL)
2.1 AFNIPARRINHIER 2 S 5720, FREREOBE ITHRE L2EE, FERELELSE 8En
W5,

2.2 AENIHHAINENER 03 S D 72D, 7L Y — VBRSSO AR AN EHI A O IR W T ICH 5
BEICEE LG E, S OIS RSRIEWER S Em I 28T nH 5,
2.3KFNTT FLF VU v a ZHREERIERZE L TWHIZD, 7 RLF VU v a, BB ERERTHHT R
VHU U EPFALIESEA. 7 R Y oo B REHISIERSMENL & 720 . ERE FERARER IS
BENWNH D= O I LT,
LU, TR 29 4R FEES 12 I3RS « A dn AR R S B IR E L EXIRM S L A RiE S ) 1BV,
7 RUF Ul ol ERZ AT 2 UEMIREEOFHIC OV TIE, BRI R TR Z 2 8E 1
NHDHHEDOD, T 7 4T7F—IIBHRRIREBICELFREENH Y, Rl kal@EE LT Rt
VUGNV INDZ LG, TFH7 4 7% —{BEFICBEDRREROEMIZHRIIETE 51K
HTIZBWTT FLFH Y v EHTA LT, VAZEZZBEBLTCHLHBETE D EHMENTZ, 20D
2018 AE 4 HiC, 285 KO BHAZEE] OEOT FLF U gk dic#ic (7 v a7+ 74
T X —ORAIRRIENT 256 %2k< ) 2BRLTHZ L LT,
FO%., PRI L 7 FLF U U E AW BRREEE O BRI LT, WEEF O EE I L LR R 5
ZEND, PUBMIRIEL T R U U EAHRAREEE L OOFHFFOT KLF U U RERIZ OV T, AFE L
BRI ST YRICBW TR SN, TORI. 2023 4F 10 AU TOSERE 2, 2] kO T6f
HES] OHEOT FLFH U AR DEHEIC TREHERIC IS T 22D L < mEMEMCERT 2 5
ABER< ] B L, [HFHER] OHEIC 7 Fvr U U EHERREA] 2B L7,
FHANIZBWT, Pt B icxtd 2B T KLU CRIFI oM EERHE S, PEHOHE
ERHDLZENRWEESNTEBY, FAFAICIV T RL T Y URIRICE D EEZONDZEFLNITE A
FHEINTWWARNI &, 0
c PURSHIRIRZATALE L7277 v MZT RLF U v aE L, mER ORI Z Rt Lz s Z A,
BERENRDONTET RLF U o 58T MIBWTHlRBEPSEEIC L v ERE#H S5 % H
BEr R ERAHZ L, D

— 44—



VI. &2 (FERLEOIEE) CBY 51EH

c PUBHR DB G SN TV D RBFICBWT, @M FT7 R P U Y KA a5 Lz e
A, TEBEEICEELE B2 o I ERFE IR TNAZ L, D

2.4 RANZ X 2B EOBBUERPHE SN TND, AKFNOEG T 50 OBBEUER 2R = L7=BEFEO H
L BREICAREFEG LI-GEA, BEERBEUERD BT B8ZN1H 5,

2.5 BERIFEZ AL TV A EBEICBWTHERIFME Y 73 R—Y 2, BIMBEEORIERAN L < #iE ST
WHZ e, HERFOBE, FERFOBEREO & 2 BE ITIIREG LN &y

3. PREXTIMRICEAET 5FE L FOER
BIE STV

4. REZEBRUVRAEICEET STELZTOER
V.4 RZERUVAEICEEYT 58 22RT252 L,

5. BEELEARNIE L ZDOEHE

8. BEEREARMNIEE

8.1 AANIOFHIZ XV, FELWIMBHED LD BERBMES BT ¥ = A BRI B IR O Eody
B %785 Z ERH DO T, AEIEG L, IFEEORECOE, 28, IR, HREOBIE
AT 2k, BRI, I, RS OB RIS OGRIN T2 AT S B T, I ES B L
REPRREZ 2B S B8EN N H D, [1.1, 1.2, 83, 9.1.5, 11.1.1 BHE]

8.2 AFOF LIz kv, KILEENR D LONDZ L NHDHDT, AKFFKGFIL, P&, BEE, Bt
PRER, IR, EifEESORMEERICERE T2 & &b, MPHEORESEDBERE +0I12(TH Z &,
[8.3. 11.1.2 /]

8.3 AKKNDEEIZEE L, H O U Lt 8.1 LN 82 DRIWERMNEI T ALANH L2 L &, BEKRVNE
DFEBFA3ITFHB L, @mimEEk(ne, 28, 2R, BRE), KIEER( ), Bemk, ST,
PRER, IR, BEfEESICER L. 2O BRERRS SN -LAICIE, BEHICEGEHEL, &
o8t 5 5o, fHE+TS 2L, [1.1, 1.2, 8.1, 82, 9.1.5, 11.1.1, 11.1.2 ]

8. 4 RKKIOF 5 L W IKEHEMAE KT 2 ERHAHDO T, JEMICES L, JEMOMEN S &b - 8a%.
RHEE, EERESEOBMYRE LT Z &,

8.5 AAFNX. FriIBRBMBMMNC RS M RMEZE T2 N H DD T, b HA, HEVEDOL
JERER DY & & O =G A I3 ESE, MU RAE =175 2 &, [9.1.1, 9.8 & ]

8.6 AANLTE & L CTHRMIRRITIERT 5720, IRK., HED - £ - KEHEEHRE NSO T3 =
HTENHDHOT, AFNEGFOBE T BB HEOEISEE G 2 £ O OBt S E v X 9
WCHEBRTAH &,

8. 7 RTRIRIEN D DY 0 B 2 OFS, KEAMER DN EAL T 2 ATREMED N B D O THIE & + 01T\ 7208 B RiTE R
HOAEZEL LoD, AEEIRLITHEETDHZENREFE LY, 72, JEROBALRD SN-85E6
\ZIZ. MOIEEIEICEI W 2 57 CTRYIZR L EZ1TH 2 &

8.8 HEEDBAMABRI A 72N LG OHRIRICLY | AR, Bl B8R, TH., IEESEOBETERN & 6
b END D, HEEZRIETHEAICIE. BRelCBET LR SEEICITY Z &,

8.9 EFERIERIE, AIMERBD NS b2 ERH LD T, MIEHBREEITO 72 Y., BEE2 512470,
FHENEO SN EAII R G A2 5 2 R0 E AT Z L, [11.1.6 B3]

(i)

8.1 AHNOF G ITHERIBIES BTV R—=3 A& R LT LIEBIRHRESNTEBY . ZOMIC s BEERE
BINME SN TWD 20, AABG I M EORNESE OB R L2 +0IAT I MERH 5.

8.2 (KIMpEDFHBUEFINHE S TWD T2, B, R, miF. Rk, IR, EikbEEE oK
JEMRICIEE L, M E O EEDOBIER %2 451217 9 WEN H 5




VI. &2 (FERLEOIEE) CBY 51EH

8.3 R AKITVERFT I/ REBENZ N2 LD, BERBMES b7 3 R— A BERIGIESIE, (K
PEORIER 2 BYICR R T 5720, ZROORWERANRRT 2580855 2 & 2 BE R ORZDFZEIC
AL, OB, 2R IR, HERSOEMBEORBRER, B, Bk, Wi, B, R, =2
Ak b = A DRI BE O FTEER ICIEE T2 X Y R8T AL ERNDH 5,

8.4 AFNOFHICI VIKEEMERKRTZENH D, FEMIIHERBOMLRE-THY ., EMOEEFICE
WCHERIBME S BT v R—V 2 ORIERANEE SN TWND Z e D, ERMOBEN S &b izHaid,
BHEE, EERESEOBEU)LEEZTOMLERD D,

8.5 KANLT FLF Vv oy ZHEMWITH L CTHIMMEZET 5720, 7 KL F U v o ZBEENERICLS &
B2 HIDENMERIMEDE Z 2 FTREMEN & 5, SEAIKGEREE TOEWNERRRER CIL, &2 HERInE 26
B1(4.5%), IMJELKT 4 B10.7%)ENHE I N TN D, BEBBOEITELEZ +01T\0, B BH,
F U EOMRMEIEIR AR D 5N HEIITEET 2%, HEICKRGETALEND 5,

8.6 AAllxe A% I v Hy ZHRICK L TBAMEZ T 5700, B A IV Hy S AFRERERICLY | IR
K TEES - £ - ENEBNRE NS DOR TN Z S ATREMEN & 5, SEAIKRIE £ TOENERKRR T
1% 142%, AMEOFE I, MAHER T 30% (IR HME STV 5, AFIE G I H B #0EIR% O fE
B % £F O B O BEICIEFE SR VWL Y EETOILERS 5.,

8.7 —xiZ, PURARRIE CRITAERE D OYI Y B2 Bz, BIRERZ PRI L TU Y B2 254, NN K
X2V Dy ZERD S OFURS IR OBERLS — ISR 2 0 . AR AE R O BAL & X 72T ACRIE
HANFIZCRBT 2580350 E SN TWD, 2URZKEMIEROE(LS 2 BT 5720, BEOREZ
BELND 1~4 BT CRNEEEZRA IZHET D ERIRFICARI Z R 2 1T ET 52 EREEL
WEBZBID, iz, KEIA~E0 R ZBITHEROEALDERD DS, AAERIEICRE 3%, @M
Y7L 21T O MR D D,

8.8 7 =F 7 UK, SHTwZERK R KAV DyZRBWRNCZEOMOER b= R8I BERH
VKT R U R 7 2 A4 SR L THMEEL A L TEBY . AFloRG2HIE LGS, 2
B DZFAR~DIRI) 2B RN AR SN D Z LIC X0, BERUER Z 5 & 24 A fEEN H 5.
AHNEF—RDTH D7 =TT 7~ )VERIERIEE O BRI 3U T SEABE U G RE & OVBEUE
BERENRBOONTEY, #EEHIETHIEEIIRAICHETDIZENLEELNEZIOND I LD,
JTFT VT VBB BEE OB AR H SN, TOEOARANCB N THIBRR L, EEM
HZ L LT,

8. 9 KRR D EG AR RER, S EEYB 5B, HIRZICB W T, AFOF 5% I BIERIERIE, [ BRI ()
DEINTWD, BRENROONTHEAICITER G2 IET 57 CEY20E 1T H LERH D,

6. REDHERZRATHIBEHEICHT IR
(1) &6 - BEEFOHDEE

9.1 BHHE - IEEZFDHLESE
9.1.1:h - MEKE. ROERES., EONEXEZTNALDOEVOHIESE
BN O mERE TR H 5bnd 2 ENH D, [8.5, 9.8 B]
9.1.2 TAMAEDEEZREKE, XIIChLDBEFEOHIESE
I EEAZ IR T I E2BENND 5,
I 13T ERXIIZTOEREEOHSIEE. £XME AT ERERBOESE
QT MRS ER T 5 alREMENR H 5, [10.2 Z]
9.1.4 BRTHOBRERUVBERSEZE T HE2E
JEREEN I DI BZENRD D,
L 1.5 HKWORERE., 2lEHSI VIR EEFOHERFOEREAFE*ET HEE
[1.1. 1.2, 8.1. 83. 11.1.1 /]
9.1.6 FEIKEE., REENKR. BiE. RAKKEZEDRREFEZETHEE
FiiEReE . EARIMARIESE D MR ZERRIE N HE ST D, [11.1.10 B ]
(i 3n)
9. 1.1 SEAIA&GRFF £ COENBKRRRICB W T, DIERORIWER & LT, &K mE 26 41(4.5%).
MR 4 61(0.7%)E 083 E S TWD, FEIZ DI FEZECE M R R RS E S O - 5 %R
B MIERE, R EDOH 5 EE TIHERZEASITEI2BENMNH D720, FrCEGBRGOIHICITE
EICRETHILERS D,




VI. &2 (FERLEOIEE) CBY 51EH

(2)

3)

(4)

(9)

9. 1. 25 EDERRRERIC BN T T 7 AR L O TTANARIEDORIRIZETA SN TWRWA, FEH
AR E COENEARRBRIZ I W TERED 4 F10.7%)MEINTND, TADAFEDREIERESZ
DEEREIED & 5 BE AR 2 TG 0GB REEPEZ2BTNBH 50T, HEICKEGT DL
EHRDH D,

9.1.3 7 =F7 &' OERNHNDORKABRCHRZ BN T, LERN QT EEEL/WE SN TV D, NER
XIFZ DEALIED & % B3 Fe RN QT MERIEMREDBEH ~DOE G2 LY QT MIRNMER ¥ 2 "l RN
HHZ Linnb, EEMETLZEE L,

9. 1. 4 BEAKRRES £ TOERNERRRERICIH VT, BRERD 16102%)HE ST 5, HEREKOBERE
M OBREEZATLBEICAAEZRGT 258 IHEREZELSELIBZNARH L0 T, HEICKE
TOMEND D,

9. 1O BERIFZAOFL T D BFICB W TR F 7 v F—v 2 milbEFEORIER 23 2% < @ S
TWD 2 EnD, BERISOFIERE, b, NEH%E ORERAEOGRIN T2 A7 2 BF I IFEEICR ST
LMEND D,

9.1, 6 BRIN A ENZ W\ THOR AL EH TOMARZERIED U A 7 [ZHOWTHEEMREN R Sh, Zhvzk
BiE A, ENICREW TS e ZEREREOEEWME 2175 2 L & L,

EHREEE RS
REI LTV

FriaEfEE B E
9.3 FF#REIES B E

AFNIEICHIRIC L v Ens720, 2V 7T AN L, METEEN T2 805 5,

[7.1. 16.6.1 ZH]

(fiE#)
AANIHF TR SN D Z 2RSS TWD, Tz, SMEAFFRERERE S (7 L o — WAVE TR ) B I AR &
BE LR T, @BERA L L CTEHMESZ V7 T 0 2038 25% KT L. Cmax & O AUCine 258 1.5
TEL, tip X 1.8 EEL o Z ENMEIN TS 9, o TR ERE CIIHEL TG T 572
CHEHEBECRETAIVLERS S,

KTEREE BT HE
BIE STV

bt

9.5 1117
IS SATIER LTV D ATREME D & D eI 1T, 16RO AN ERMEE BB D &S 256
WCOHRBEHGTDHZ L, BMERT v PR OT ) THRE~OBITRRE SN TS, £z, (TiE#
HNCPURSARR N Z G5 STV DA, AR LS, IR, MEkREE Rk, HEEET, 5
PR SE O BERER SCHERIMNRIER 3 o D DTz & OMEDH D,
(A=)
THEXRNT v b E AW AEBEAFREERRICE O CTBRIEEENEO b, Ty PR FRRIE S
JTFT U EEIIREMAE T o F T EUBEOZNTN 2%, 0.9 57257239, IR O KISk
B RRER 1T 7 < REMIIMENL L TR WNW 2 | IR OISR L TV 2 AIREE O & 5 &k icid, 1R Lo
BN faktEz Bal s S HE SN G A IC0REGTHZ L,




VII.

Zett (ERALDEES) Y HEE

(6) #=FLim

(N

(8)

9.6 217

B EOBRMER ORAREOFIRMEEZERE L, BAOME I PIE2HREtT25 2 &, & b TRELF
~BATTDHZ ERHEINLTNS,

(FRF)

BB F T » M ¥C-7 =F T B 25mgkg ZHEROKG L& 2 A, BEREITEC I HLH
~AT L. I R RERE X R CR R O 2 PRED 1~2FTh-o72 ), /=, #IMIBWTE T
BT A~OBITRHE DI TN D720 BT OB GT 255 IR es P iksEs 2 b,

NRF
9.7/NR
INREEZ RS L LT R O R a2 4EHE & LT BRRABRI 3 S L Ty,
(FERL)
INREEZ RS L LT R O et 2 iR & U BRPRRRBR I3 580 S T Zeny,

= WA
9.8 SfhE
EEMBEICHEA_NT I ZFTECORA T VT T2 AN 30~50%1%< . AUC ITHI 1515 THY ., @
MAE R E N R T 2R NRD N TWD, 72, HIMNERRBRICB W CIEmmE & g L, &
MEAR I 0> T BRAE BE AN BN B8 03B b TWb, [7.2, 8.5, 9.1.1. 16.6.2 ]
(i)
AANIIFCRB SN D720, —RICAEBEDIK T L TV EEE TIIAROZ VT 7 ARMMETT 5
LEZOND, BERIAREE COENBRABRICBW T, EinE & IEEmEICAR L EE Lz & 2ol
HREHB AR L8 2 A, mimEoffEh s oF 7 v g iddEmmsa Lo bE<HEB L, AUC IX
FISERLS o 2 EBHEINTNS 10, £, ENERKRRER CIL @IS & IER i O T AR i+
DOIRBBEFEIIFRE TH - 7203, SME ORIV T, JEElng & il U CEing il e R &
DIBBENMNT 5 Z ENBDO BN T WD, E- T, EiE TIZPEN H 25mgl B 1)) 5854 5
BT ol bz 1 BHEEEZ 25~50mg ([CT 572 CBEOREEZBIZE LN OEEREICREGETHZ L,
( TVI.10. Q)FEilind ] OHZR)

1. HE{ERA

10. B E1EH
AHN OB G35 272 P450 3213 CYP3A4 Th 5, [164.1 BHE]




VI. &2 (FERLEOIEE) CBY 51EH

(1) HRERLZENER
10. 1 BERES WALGWI &)

A % BRARIEIR - $ S 1A B - fEBRIK T
7 RLrFy T RLF Y OEREZMEESE, | 7 LT U AT RuF U AREME o, -2 B kD
(TF747Fy— | BEERMEFETZEZ 5280 | MEFICTHY ., AFO a-ZERERTERICLD .,
ORAIRE, XLk | HD, B-EZBERORERNEBOL L 20 | ERE T EM
Beaikic k) 2= DRI D,

B L < IZ{BEERR
iR+ 2546 %
Fr<)

(RAI L)

[2.3, 132 &)

(i)

AENIT RLF Vv a-ZBEERIERZE L TWDED, 7 RLF U v a, f-ZAEEAICHHT KL
TV EFH LIS A. 7 KU v B BRI E MBS & 72 v . ERE N ER AR S 5 AlRe
MRS DO STV,

LU, [RK 29 4REESE 12 MI3EE - AR S RN B L X RN R e RiaEsR) 280V T,
T RUFU b o EEHER 2R T 2O MREOHIC oW L, EBEZEOICHEK TREZ 282 R
NHDHHEDOD, TFH 7 4T % —IBIEHRREBICED WREMENH Y | Rl KENEE LTT KLU
VERENVBIE L SNDZEND, T T 4 7% —IEREFICERE OERFREO LI Y RS T E D IR
TIZBWCT R P A2 FEHT22 813 VA EZEE L THLIFARTE D sz, 2078 2018
o4 Fiz, TEz) RO HHZER] OEOT v F U g sic#ic (7 v v a7+ 7 407%
U DORBIRRIHERT LA 2R ) BT AL LT,

D%, PSR L 7 F L) U E A ERREEE OO IS U<, WERFIOEER L LN R D 2
ED ., PURBHIRE L 7 RLT ) U EAERREEE & OGO 7 R LF U U RERIZ OV T, A% STk
WIS X YFZBOTHRF SN, TORE, 2023410 A2 &5 KO 1A%k OEOT KL+
U AR DR THERMEIRIC BT 2R IEMEE S L < IMBEMEMCE T 285682 R< ) 2B L, [OF
HAEE] OB [7 Ruh ) o EAHERREA] 28Nl (VL2 ZRABEZTDER| OEEBM)




VI. &2 (FERLEOIEE) CBY 51EH

(2) HAXELZDEH

TV a—)L

BHBDT, Hx DEEDOFER LA
AHEICHERE L, BEREICREGTHZ L,

10.2 GEREE (BFAICEET S L)
AN HRAREIR - 8 51 B - faBRIK
FRA e S 1 AR E S 5895 Z L8 | EAOFPAMEER 2R Z 92 &

H5,

CYP3A4 M %A 2 3K
TJrx=hrA v
TN
s B — U lR R AR
U7y By

[16.7.1 Z1&]

AFNOIER DRSS D Z &0 D,

AHN D EHRFHEESR Th H CYP3A4
OFHBIZLY, RAOI VT T A
BT E1H5,

Uy CYP3A4 [HEIERAEZHET 5
HH
A hTFar—

[16.7.2 Z1&]

AHNOER R T D BENH
20T, fllx OBRE ORI OERF
PRICHERE L, AAlEEET A E L
THEERICRETDHIZ &,

BEAC & 0 AKHI O mAE P R E N &
mE720, QT MENIEET k%
nnd s,

AHN D EHRFHEESR Th D CYP3A4
i< PRET D7, Mg RN
LRI DREEN S D,

CYP3A4 BREIEH %23 2 LA
f=all) I G w R

AHOEREZBBT 28EZ1H
DT, il & DEREOIER KL OEE

AHN O EERFH SR T D CYP3A4
ZILET A7, Mg REN LA

[9.1.3 ]

5| MCEEL, HEICKRETLSIE, | THWREERH D,
QTEHEREZEZTZLAMbNT | QTERDPHLDONLIBENLH D, | HFHICL Y QT ERAEM 2RI
[AE S N s2ketnrd s,

7 KU o E AR EA
URAALY T RLF U

BERLOLERTZEZTZL8H
Do

T RLF U LT R U e
o, B-ZEEORWHTHY | AR
RO o-=HEHEWHERIZL Y, g5
KIRORFAIERNEOL & 720 | fE
BETERABNERINIBENEH
5,

) IO DA ZELGRIET 25810, AANOBELET L L1H 5,

(FERL)
DR A, 7 —r

ARENT AR INHIER A & 272 o PRI & OPFRIC X ERHR L, IR&, BHEE
O HRAFFANHER D BN T K R A ERMENRH 5, F iz, RFNET V2 — W2 X 258507 K ONEEDEE
JHE T Z2H58 32 DT, AFIARA FIXEGE 28T 2 LERH 5,
2)CYP3A4 FENEMEZGT HHKN T == v, IANRTEE L, »SLEY—LEERER, V77 B %)
t MF 7 8 Y — A2 X DARENOMRFHZEE 53 5 £72 P450 4y -FlIX CYP3A4 THDH Z L RS TV
5, CYP3A4 FFEERZHET A7 2= A v 00 L R= B DEAFEHFH LRI VT,
AUC 728 80% LA K N L7z Z i &g, AEANCEBIT A7 == b UOFHBEGFIIZIB VT,
AFNOFRA 7 VT T2 ARK S FETHM L, Cmax & OV AUC (X214 66% T8 80%K T L 7= 30,



VI. &2 (FERLEOIEE) CBY 51EH

3)38V Y CYP3A4 FHEME 2T 234 b7 2 —)V5), CYP3A4 BREEHZ BT A=) Aa~ A 2 %)
AHE CYP3A4 DFRWLERITH L7 hat Y — @ O#l  ERNRER)ZHHLESEA, 7=2FT7E
@ Cmax 7 335 %, AUC S 6.2 {FE T LR LIZEOWENDH D O, KFILR—yThb s =F7
BT < VBRI IEE DB A RSB W TIE, J YV CYP3A4 PLERIE OGFHIFIC 7 =F 7 B o g
RSN EE & 72 B Al REME S HEZR SN A T2, B8RV CYP3A4 [HERZ R+ 2 BICIIAR 2 HiE+ 5
e LOREFIEEFTE L, 0T QT MIMRIER ORIEEMIC DWW THEEBREZ L TW\W5, £z, 5N
CYP3A4 PLEHAILIA O CYP3A4 [LEA] L OOFHFHCRB W T, BEFRKREL VW ETFHEINILOD, 7
TFTECOBREEN LA L, AFOERBEBRTABENNH S, R—Ko THAHIEFNZBNTDH,
FARICREE LIEB 552 & & Lz,
HQTIERZEZ 2 LN BTV D HA|

7 = F 7 B DOENADOERKRRLHIRZICB VT, OEM QT IERENHEI N TS, QT EE%
EZTZEeDMONTWHERZRETOBREFEICHHAT I L, QT HENEET L AREM N H 5,
(V6. (1) BHHE - MEEZEDHZEE 9. 1.3 OHEBMH)
5)7 K v U G R R

PRI &L 7 R LU U E R ERREREOOFICE LT, M3A OEERE L~ LR D 2 Lk,
PURsMIRIE L 7 R LU U ERERIREEE & OO T KLU U ERIZ OV T, AR SCHREF IS IS
TYRBZBWTRFI SN, ZOME, PUEHRIEE 7 FLh U U EFHRAMEEE & OPFHICEET 51
BAtAZS TR FRHERE LT Z @ L SN, 2ok e KO TR ©
HOT RV ez itdic [REEIC S 2 RIEEE S L < IXBZMECEH T 28568 25k<)
et Az e L. PFAEE] OB [7 RLvF U UEHERFREA 2Bt L=, ( [VIL 2. 22
ABELEZDER] DIESMH)



VI. &2 (FERLEOIEE) CBY 51EH

8. EI{EH

11. Bl¥E
WORWERNRS LoD Z EBH DT, BEE+H5IITV., BRENPRERD ONGEICIFEG 2 Ik
T 57 EMURAEEITY I L,

(1) EXZEIMER & DHER

1.1 EXLGRIER
M. 1.1 B, BREEY 72 F—U R, H#ERBEESEO TS B R

WL EL R EOEMNRIR %2852 ERH 20T, IWEHEORIEC, O, £, IR, #HK
HOBEE ATV, BERRBOONHGAICE, BH5EFIEL, 4 R CRAIOFREE1TH 72
EL EyE A T 2L, [, 1.2, 2.5, 8.1, 83, 9.1.5&/]
1.1, 2 {E M #ESEE AB)

B, B, AT, IRER. IR, EiEES ORMBEER RS b -Hma1ik, &52hmikL
IR EERIT Y 2 &, [8.2, 83 &)
11.1. 3 E4SE = (Syndrome malin) (0.2%)

HEEHHRER, SREE O T REI, WE TR, SR, MEOZLE), BITENSREBLL, THUTOE DO DI HEAN
HOHNDEGEIEL, BEERIE L, BREHE, KoihEOSHERL L HICHEYRNELRITH) &, K
JEFIERFIZIX, AMEROIEMNSC CK O ERHNRBLND Z ENEL, £, 34T v B U REE D B
BRETHRABNDZ Enb D,

7ok, WENHFRE L, EERREE . PR IREE, fEERIEML. B, SMEEEEACBITL, BT L
FIRHE SN T35,
11. 1. 4 AR B ARAE (5 A H)

R, B, CK E&H.. MM ORF I A7 vy EFERED LN GE8I3%S5 21 L,
W) R ALE AT O 2 &, BB AMARIE I K D AR R EDORIEICHEETH I &,
11.1. 5 RS (B A )
11.1. 6 |EERIBRAE., B MMEBKFE (3710 S A AH)

(8.9 &M ]
1117 FFEEERES . JE(W T L HEEAT)

AST, ALT, y-GTP, Al-P O EHZEA LD JFHERERS ., HENXHOLONDLZ LB D,
1. 1. 8 BREMEA LI RBEEARH)

B BRBL(R AR AR, s - a3 UWVERL, IO R & 2 WO IEstiEE X OB D 5 - Wi D
JER)E e L, FREMEA L ZCBITT2 2 8RB0 T, IBEREND b -EAIciE, &5%
HiE3 57 SR MEZITH Z &,
1M1 IEREDRERTDT(0.9%)
AERSEOANEEEE D S b, BEPIEZELERT A28 H 5,
11.1.10 FZEARAE. FEEFARMATAE( T 40 D AHEEAH)

B ZERRIE . T URIMARIESE D MARTERIENRE SN TWDOT, B, MdE. U OESE, EES)N
BOONTGEIE, BE52PIET A2 LU RAEEITY 2 &, [9.1.6 BE]
1M1.1.11 dEMREIZEEREEAE (Toxic Epidermal Necrolysis : TEN) . R JE¥LIEERfiE 1% £f (Stevens—
Johnson fEMEEE) . ZRAIBI( T 40 B AH)




VI. &2 (FERLEOIEE) CBY 51EH

(2) ZDHbDEI1ER

11.2 Z DD EIEA
5%LL E 1~5% A0 1% Al BEEE AR
R | AIR19.3%). IR OB, s, TR | A RFIESIS, WaARe, L
F SyflgE, 6 B, B, MRE, ZAROBEIE | A b LA Ly T RIEERE, B
iR(14.2%). &~ bV B F—TuE R AREE, | B, EEIEE, WiRE, B
Z, . O F Wk, $5EL. BB RN, B&E | &, BEATE, B, S,
A B, AAsREE, BORERS, 25 | B L~V T, BAE.
SE, EORAET T h— AL | B
SR, S D OW, JHER. i
T4, AEE
HERANEE | T YT | R VREEE | A =7, IREREIEREE WEREREE | SERIMRIES . S—
FEAR PREk. MEERE | 2. EERE, XY UERE
= BTREE, A
FRITHET
PR
RT3 BRI ER IS F RGN, AR EREEAIE |
B, R
TEERA R | SR AN VAR M | ARME . S R, AR, | mAFPLIE, BiiE. LER QT AT
JE, OvEETCHE, | A E
DB
JF g AST L& . | AP L& y- | BV LEMSE FFFSRERR A S
ALT k& . | GTP k&
LDH k&
R 28R ERREE, sk WA, P
HbER | ER. BAgH | B RATUHE, TR, IS, T | SRR, WEREE, Hf, &
B e N=S Mo, A, MR, HAE
MR, S, B, B
iR it FLSCOR P iR, RERR
RF- N | w7 o 27F | ma b 27 | AREE, FRIWEE, @isl | T JsE KT b U D A dE,
BRI VIME, Ta 8 | v —/VILAE JE. @A U U AME, BEE | KPR, SEUE, TSHEY, TSH
b FH. BN U PIE, &
SREEMIE, JREERSHME, FTaisid,
FLIHRHE
B BUE w5 MEEE, %58, B2
WiPR % 5 PEIRIEE . PERIREE, JREEE, | Frtehild, SR E, 1 R 7
FREH. BUN L5 AL MR, B, RE A
P
Z DA, R, ) | AN, K| 2T, BB REREC. B, | EimEE, SmEE, B,
JE. CK _E&- | SN PE, EROHL, LOYMUKR, 1 | BiREG, BRE. akEE, M8
. TRIE, 1IFTY. ETE e, WREs, R, &
i BALEUGL, BFEIME. B
P, BRTEEISE . U8, BLBE.
FEAIBEDUEGERECRIR, FEL, BH
Y. R MR, N8, Bl
HEV, EE BT, B
IEF. RRMEEIE, BIERE




VI. &2 (FERLEOIEE) CBY 51EH

SEIFRBE—ERF
ERERARICETLHEBABERARREERVRRREERE -5

g s 3 CIEES N
e B R aH
A D RE
| # IiE il # 584 1,158 1,742
gOfE R o % B OE # % 365 309 674
BOfE M o % OB M 1,235 524 1,759
gOfE R o % Bl OJE f# 62.50% 26.68% 38.69%
RIVER % ORI R BUE B (50 (%) RIVER % ORI R BUE B (50 (%)
AIER SO fEE ey | FEFSERRIC RSO FERE sy | TEFIEREIC
AGRREZ | . HAFRRZ | o -
(MedDRA PT) T, BIFAER| AR (MedDRA PT) T, BT HHER At
DR O RGH
fREEE [EPAS Ao S M R 1(0.17) 2(0.17) 3(0.17)
PR 104(17.81) 1(0.09) | 105( 6.03) S A 4( 0.68) 0 4(0.23)
ARNRSE 113(19.35) 5(0.43) | 118(6.77) Bk 2(0.34) 0 2(0.11)
WIHIARNRSE 0 1( 0.09) 1( 0.06) B L~V DT 0 2(0.17) 2(0.11)
A ARHRAE 0 1(0.09) 1( 0.06) KA 3(0.51) 1(0.09) | 4(0.23)
MR i 55 0 1( 0.09) 1( 0.06) TEENFER 18(3.08) 0 18( 1.03)
NS 62(10.62) 3(0.26) | 65(3.73) B R P 0 1(0.09) 1( 0.06)
BHLEEDRE 0 4(0.35) 4(0.23) IR=F ) = KN 0 2(0.17) 2(0.11)
B 8 1(0.17) 0 1( 0.06) NR=F VP 0 1(0.09) 1( 0.06)
B 2(0.34) 1( 0.09) 3(0.17) TAFRY— 19(3.25) 2(0.17) | 21(121)
Rk 1(0.17) 4(0.35) 5(0.29) VA h=— 9( 1.54) 1(0.09) | 10(0.57)
WL 0 1( 0.09) 1( 0.06) i B 29(4.97) 1(0.09) | 30(1.72)
EENT 2 1(0.17) 0 1( 0.06) s 0 1( 0.09) 1( 0.06)
FRIBAT % 0 1( 0.09) 1( 0.06) BRME D A X R — 5(0.86) 1(0.09) 6(0.34)
SEELIRRE 1(0.17) 0 1( 0.06) SR 30(5.14) 4(0.35) | 34(1.95)
W= 0 2(0.17) 2(0.11) R 1(0.17) 0 1( 0.06)
B 2(0.34) 2(0.17) | 4(0.23) N2 1(0.17) 0 1( 0.06)
W AR 0 1( 0.09) 1( 0.06) MR T T h—F 1(0.17) 0 1( 0.06)
SARE 0 2(0.17) 2(0.11) TR I AR 0 1( 0.09) 1( 0.06)
LI 12(2.05) 4(0.35) | 16(0.92) i BB TAE 1(0.17) 0 1( 0.06)
LW 0 1( 0.09) 1( 0.06) = 2(0.34) 1(0.09) 3(0.17)
BRI 1(0.17) 0 1( 0.06) R BRR 1(0.17) 0 1( 0.06)
(3t 0 3(0.26) 3(0.17) BB HEL 0 1(0.09) 1(0.06)
bRert 1(0.17) 0 1( 0.06) FEIEB T 2(0.34) 0 2(0.11)
B 0 1( 0.09) 1( 0.06) BHE 0 2(0.17) 2(0.11)
eSS 1(0.17) 0 1( 0.06) Earei] L 0 1(0.09) 1( 0.06)
ENEIYAS ) 0 1( 0.09) 1( 0.06) DR 1(0.17) 0 1( 0.06)
5 U IRt 0 1( 0.09) 1( 0.06) MES LV VREE
U v F—Juik 2(0.34) 1( 0.09) 3(0.17) I 1 BR s i 0 2(0.17) 2(0.11)
EE3YY 0 1( 0.09) 1( 0.06) U 2 RERA E 0 1(0.09) 1(0.06)
PRI 2(0.34) 0 2(0.11) AR M BRI 0 1(0.09) 1( 0.06)
e 1(0.17) 0 1( 0.06) 2 ifi. 0 3(0.26) 3(0.17)
PN 1(0.17) 0 1(0.06) FRRZPERI 0 1(0.09) 1( 0.06)
MEE 1(0.17) 1(0.09) | 2(0.11) DEEE
HRAEX 1(0.17) 0 1( 0.06) HER 34(5.82) 0 34( 1.95)
BERY 1(0.17) 0 1( 0.06) TRAMEAENR 0 1(0.09) 1( 0.06)
e, 0 1( 0.09) 1( 0.06) ElES 18(3.08) 0 18( 1.03)
JAE N TE 1(0.17) 1(0.09) 2(0.11) Wl iE 0 1(0.09) 1( 0.06)
BITATH) 0 1( 0.09) 1( 0.06) REENR 1(0.17) 0 1(0.06)
HERES HISMBH 1(0.17) 0 1( 0.06)
iR 83(14.21) | 50(4.32) | 133(7.63) - EE PSR 0 1(0.09) 1( 0.06)
FRELE D F 52(8.90) | 13(1.12) | 65(3.73) IR 1(0.17) 0 1( 0.06)
AL D F 0 1( 0.09) 1( 0.06) DR ZE 1(0.17) 0 1( 0.06)
THAYDT 43(7.36) 6(0.52) | 49(2.81) DA PR 0 1(0.09) 1( 0.06)
PRk 40( 6.85) 3(0.26) | 43(2.47)




VI. &2 (FERLEOIEE) CBY 51EH

RIVER % ORI BUE B (30 % (%) RIVER % ORI BUEBI (30 % (%)
RIVER S DR . | SRR FIlVE 45 D FliE sy | TEFIEREIC
AGRREZ | . HFIRFZ -
(MedDRA PT) et 3‘@ RA) 4%5}” Gt (MedDRA PT) T, BT HHER At
HEORE D RE
mEEE % 0 1(0.09) 1( 0.06)
e NE AR o 26(4.45) 1(0.09) | 27(1.55) =273 0 1(0.09) 1( 0.06)
LEATIDER 4( 0.68) 3(0.26) 7( 0.40) R 1(0.17) 0 1( 0.06)
[EiNEE 2(0.34) 0 2(0.11) HFREERES
[E ) 1(0.17) 0 1( 0.06) JFHERE R 1(0.17) | 12(1.04) | 13(0.75)
REBLUXREEE IS 0 1( 0.09) 1( 0.06)
B 41(7.02) 1(0.09) | 42(2.41) iRl 1(0.17) 0 1( 0.06)
BATUHE 17(2.91) 0 17(0.98) il 0 5(0.43) 5(0.29)
PE i 1(0.17) 0 1( 0.06) RENSIF 0 1(0.09) 1( 0.06)
JBi Kk 0 1( 0.09) 1( 0.06) mE UL v IMmE 1(0.17) 0 1( 0.06)
B IR Jpi*! 0 1(0.09) 1( 0.06) R E 0 1(0.09) 1( 0.06)
g ol 0 1(0.09) 1( 0.06) EEH L UVE THBIES
oL AT o — /L IE 1(0.17) 4(0.35) 5(0.29) ZITE 16(2.74) 0 16( 0.92)
e A IfE 1(0.17) 1( 0.09) 2(0.11) B 2(0.34) 2(0.17) 4(0.23)
U U AL fE 1(0.17) 0 1( 0.06) MEERE L UEEHBES
e R 8 I E 0 4(0.35) 4(0.23) 75 [l 21(3.60) 0 21(1.21)
&2 v — v i 0 1(0.09) 1( 0.06) B EiR 0 1(0.09) 1( 0.06)
KA Y v A 0 1(0.09) 1(0.06) HER 1(0.17) 0 1( 0.06)
(25wl N RPN ik 0 3(0.26) 3(0.17) iR 1(0.17) 0 1( 0.06)
R [ e 0 5(0.43) 5(0.29) MR 0 1(0.09) 1(0.06)
AEGIR i S5 0 1( 0.09) 1( 0.06) KRR 0 1( 0.09) 1( 0.06)
ZHIE 0 3(0.26) 3(0.17) BB LUREBES
K 0 2(0.17) 2(0.11) BEIR R HEHE R K ) 4( 0.68) 2(0.17) 6(0.34)
R bEE Pl PR IR (PR IR ) 11( 1.88) 0 11(0.63)
a7 s FUMmE 1(0.17) 7(0.60) 8(0.46) JREA 1(0.17) 3(0.26) | 4(0.23)
K7v 775 e 0 1(0.09) 1( 0.06) JRICEER 2(0.34) 1(0.09) 3(0.17)
FOR AR REAR IE 1(0.17) 1(0.09) 2(0.11) RES
RN 1(0.17) 0 1( 0.06) AR ] i3 By 1(0.17) 2(0.17) 3(0.17)
ERRBLVIERE PR 0 1( 0.09) 1( 0.06)
FLH IR HE 0 1( 0.09) 1( 0.06) o LS e 1(0.17) 0 1( 0.06)
H g peds 1(0.17) 1( 0.09) 2(0.11) PR A 0 1( 0.09) 1( 0.06)
EREE. MIZRE K UHERRIES BB L UREEE
RGOS 0 100.09) | 1(0.06) [l F U | 10017 | o | 1(0.06)
T 1(0.17) 0 1( 0.06) REES L UVFERAE
BialEE S 5(0.86) 0 5(0.29)
Y 45(7.71) | 22(1.90) | 67(3.85) ELCES 0 1(0.09) 1( 0.06)
i) 15(2.57) 1(0.09) | 16(0.92) 18 % 0 1(0.09) 1( 0.06)
L REE 0 1(0.09) 1( 0.06) B2 0 1(0.09) 1( 0.06)
T 3(0.51) 1(0.09) | 4(0.23) PRI I 0 2(0.17) | 2(0.11)
R/ BIE 2 22(3.77) 1(0.09) | 23(1.32) B, BESJUFETHOFEY @RS LURY—TEE8D)
P 27(462) | 0 27(1.55) FFF A A e | o [ 10009 | 1(0.06)
HIER R 1(0.17) 0 1( 0.06) L EEELS L UVERSHAERE
e T i 20( 3.42) 1(0.09) | 21(1.21) Pk 63(10.79) | 15(1.30) | 78(4.48)
LA 1(0.17) 2(0.17) 3(0.17) T 40( 6.85) 3(0.26) | 43(2.47)
THLEEBNE T 0 1( 0.09) 1( 0.06) HAT IR 17(2.91) 2(0.17) | 19(1.09)
fo etk 0 1(0.09) 1( 0.06) FEEN 16(2.74) 1(0.09) | 17(0.98)
LTI 16(2.74) 2(0.17) | 18(1.03) EE 0 1( 0.09) 1( 0.06)
Mgk 6(1.03) 2(0.17) 8(0.46) mpi) 0 3(0.26) | 3(0.17)
ERNSRS 0 2(0.17) 2(0.11) HaJe 2(0.34) 0 2(0.11)
+ iR 0 1( 0.09) 1( 0.06)
HH P TR 1(0.17) 0 1( 0.06)




VI. &2 (FERLEOIEE) CBY 51EH

RINE % ORI BUEBI ()£ (%) HIE R OB BUE B (HHH) % (%)
AE RSO fEE R fiff FERRIC RIVER S OFERE RIS RIS
(MedDRA PT) mm BUoRER| AE (MedDRA PT) gg"gm BN | AE
HEORE DR
5y FRBE (B A ) 0 1(0.09) 1( 0.06) i R SEHN 7(1.21) 2(0.17) 9(0.52)
5y I (FE ) 0 1(0.09) 1(0.06) PR R o R 6(1.05) | 4(0.35) | 10(0.57)
bea e 2(0.34) 0 2(0.11) PR EE H M 9( 1.58) 1(0.09) | 10(0.57)
AR R 0 1(0.09) | 1(0.06) Rywe ) g 100.18) | 1(0.09) | 2(0.11)
RAEEA L 0 1( 0.09) 1( 0.06) TR AR 8(1.38) 6(0.52) | 14(0.80)
T 1(0.17) 0 1(0.06) MR N 1(0.17) 1(0.09) | 2(0.11)
ERRIEE ™ LEM QT MiEMMRILE | 0 1(0.09) 1( 0.06)
792/73) V7 A727-~F80 | 48(8.30) | 23(1.99) | 71(4.08) DR T BRI R 0 2(0.17) 2(0.11)
TANTRVET) VI /A727-280 | 38(6.56) | 11(0.95) | 49(2.81) DA T 0 1(0.09) 1( 0.06)
M7 V) HAT 75 —EH | 20( 3.50) 7(0.60) | 27(1.55) ~v 7 Uy MES 9( 1.56) 2(0.17) | 11(0.63)
FIVEINNT VAT 2T-VHI | 20(3.47) | 12(1.04) | 32(1.84) ~~ k7 U MM 1(0.17) 0 1( 0.06)
i RLEEBI KRR | 3(0.52) 0 3(0.17) AR i ERER 7(1.22) 5(0.43) | 12(0.69)
i R ELEEBAKSRBE RN | 32(5.54) 8(0.69) | 40(2.30) ~NES B R 7(1.22) 3(0.26) | 10(0.57)
m ey Le @ 1(0.17) 1(0.09) 2(0.11) i BREGR 7(1.22) 9(0.78) | 16(0.92)
g ey e s #m 7(122) | 2(0.17) 9(0.52) [ i BR B 0 10(1.74) | 4(0.35) | 14(0.80)
CNEER 6(1.03) 1(0.09) 7(0.40) I BRSO 5(0.90) 1(0.09) 6( 0.34)
PREE M 11(1.88) | 15(1.30) | 26(1.49) i H BRI 3(0.54) 0 3(0.17)
M= L AT a— LD 1(0.17) 1( 0.09) 2(0.11) T FR BRI 6( 1.08) 3(0.26) 9(0.52)
M= VAT a— U | 21(3.66) | 13(1.12) | 34(1.95) AP IR ERETIE N 2(0.36) 0 2(0.11)
M Y7 Y%y REMm| o 2(0.17) 2(0.11) 3 SENERA RS Yl 0 1(0.09) 1( 0.06)
i H R B 2(0.36) 3(0.26) 5(0.29) U Lo RERERRD 4(0.72) 1(0.09) 5(0.29)
i RN 5(0.89) 2(0.17) 7( 0.40) U Lo SERERHE N 4(0.72) 1(0.09) 5(0.29)
JVTF R ARFF =R 3(0.53) 3(0.26) 6(0.34) HAEREHE M 6( 1.08) 0 6(0.34)
M7 LT FoRARE =1 | 42(7.43) | 22(1.90) | 64(3.67) 1/ SR 2(0.35) | 3(0.26) 5(0.29)
M7 V7 F =98 0 1( 0.09) 1( 0.06) ISR EEE N 4(0.70) 1(0.09) 5(0.29)
M7 L7 F=80 | 3(052) | 0 3(0.17) GEE. PEELUVLESHHE
7 R o pEsE ! 0 1( 0.09) 1( 0.06) Lt 0 2(0.17) 2(0.11)
7V antsa e 0 2(0.17) 2(0.11) PN 0 1(0.09) 1( 0.06)
A U o L 2(0.35) 2(0.17) 4(0.23) 6 0 1(0.09) 1( 0.06)
iy RN )i 4( 0.69) 1( 0.09) 5(0.29) P15 0 1( 0.09) 1( 0.06)
AT~ U o LD 1(0.17) 3(0.26) 4(0.23) FREATIIM 2000 4F 12 A 12 H~2006 /=12 A 11 H
L2 a— L 2(0.35) 5(0.43) 7(0.40) MedDRA PT : ICH [EFSERTZEE  JEAGE
i 27 v — LN 1(0.17) 1(0.09) | 2(0.11) *1: ML B3 2 BB AR AN CREIR 4 #F, b 16 14,
mf7as 7 Fomp | 200571) | 0 20( 1.15) M7 RS 13 ¢, 7Y a~T 7 a e U8 1k,
Mp7aZ 7 F 80| 22(6.29) | 3(0.26) | 25(1.44) M7 FoBERE 1 R RE S TRy, mifEREE S
M RRIEREA L E D | 3(0.69) |0 3(0.17) SUIHNEREIT I T DA & OBFHT 38 4 3.28%1
RIS L E I | 7(161) | 1(0.09) | 8(0.46) WOLNTND, \
U= NS % 31(7.14) 0 31(1.78) *2 ﬂﬂﬂ#sﬁ T‘*‘Q%%J:K%ftﬁﬁc:isﬁf BRIR A B S IC DWW T
P S 100.23) 0 1(0.06) . MEAEE S L ICHEARH L,
M) g—FFr=UEd | 10(2.31) 0 10( 0.57)
ifn. H PR SR 2(0.35) 8(0.69) | 10(0.57)




VI. &2 (FERLEOIEE) CBY 51EH

<BE>
NERAEEGHER GF) BMEROBELXTEE
% P EE A E B 3K 469
aE 38 B B(%) 149(31.8)
BlE A % B K 308
BIVER % FEBEE(%) BIVER O FEBEE(%)
EHmER FF Ak
R 29(6.2) ALT(GPT) | 5- 3(0.6)
HE 194.1) Al-P & 3(0.6)
EN 12(2.6) AST(GOT) |- 5- 1(0.2)
Vi 9(1.9) EREER
NS 7(1.5) N 1(0.2)
BRI 3(0.6) JHIESR R
FRRBEE) 3(0.6) (& 7(1.5)
e 3(0.6) P/ 6(1.3)
Je A 2(0.4) M 5 6(1.3)
5 ¥ 2(0.4) LR R 4(0.9)
PP s 2(0.4) W7 H N 3(0.6)
% 2(0.4) TR 2(0.4)
R 2(0.4) [l 3(0.6)
RN 1(0.2) ER 1(0.2)
BHEL 1(0.2) 53705454 1(0.2)
e 1(0.2) Rl e 1(0.2)
SihkEE 1(0.2) RATLHE 1(0.2)
B R SUS 1(0.2) B R E 1(0.2)
R =IE 1(0.2) THAEPEE S 1(0.2)
SR BRAE K g P 1(0.2)
THLDT 102.1) 11, 1(0.2)
BRI R 5(1.1) iR
PRHR 3(0.6) I 1(0.2)
e p 2(0.4) A 1(0.2)
A =T 1(0.2) i EN
CAXFHIT 1(0.2) AR IR RE AR TE 1(0.2)
HERIE 1(0.2) FRPR i A 1(0.2)
EERR S 1(0.2) JER:SIE2 1(0.2)
& AIE H i 1(0.2)
i Bk (iE) 11(2.3) RiE
BIRFR O 2(0.4)
2 1. 1(0.2) T 2(0.4)
JEL SEPEAR e 24(5.1) B 2(0.4)
BER 7(1.5) I 1(0.2)
L2qiIDER 5(1.1) 1y 1(0.2)
DT 3(0.6) WREE R
TRPEAR R 1(0.2) AVRT VA 2(0.4)
1A fER 1(0.2) Lo E vy 1(0.2)
& LT 1(0.2) TR A 1(0.2)
PER 1(0.2)




VI. &2 (FERLEOIEE) CBY 51EH

BIVEFH OFEE FEBEE(%) BIVEFH OFEE FEBEE(%)
ZDith FEEL 1(0.2)
RAHIE 2(0.4) SRSl L 1(0.2)
IREEHE N 9(1.9) JiEiE 1(0.2)
IR E R 3(0.6) 2 1(0.2)
A V7 e 2(0.4) HHRIE 1(0.2)
1 10(2.1) H A 1(0.2)
GIEbr 8(1.7) CK(CPK) L 5- 1(0.2)
- 3(0.6) I 2 1(0.2)
[O=Y 3(0.6) Hopad 1(0.2)
R 2(0.4) PRk 1(0.2)
BALRS 2(0.4) RA & 1(0.2)
BT 1(0.2) i P9 1(0.2)
BRI 1(0.2) A 4 )i 1(0.2)
fitaa 1(0.2) Ei 1(0.2)
P TV 1(0.2) TS 1(0.2)
NERAEGHER EF) BIERORBRENR

FEHLREH 2t

12 38 AT 12~23 i 24~51 8 52 LA !

A MR AL E B K 469 252 174 104 469
BIlE JH 38 Bl 3 (%) 120(25.6) 36(14.3) 22(12.6) 14(13.5) 149(31.8)

BlEH % OB K 199 49 39 21 308

SR - 225.8 H(1~1042 H), 1 H R E S & @ 570.7mg

<HE>

TRIORLIZEBY . PUEHRIRIZ L DR - HEARILES « BAARE « WOWSREWER OSRBm1E, Bt R3S v
YEH. it e F={EH. Hie 22 I HER. L7 eF L2l HER. i AT R+ Y U AEHICE - T
HETLBHEEZEZLNTWND ),

TERRE D SR REREA CBIER

1E {1 > R
Bl RS B | BERONRIEL - X—F L V=R, VAT, THIYT ., BREVCAFROT ., EMERER
I POSWEESR BEE T Lb(balm. SLIFIs. AR, kT
Bt o b= %%%%E%:?ﬁyy?\ﬁﬁﬁﬁﬁ
il BB R
PSS REOTE. I
B A2 S | WA B, HEA. SRR
Y F PSRN EEOTE. I
e
T;;%”:” BRI < B DB, S (RS, RREEMEA Ly . JRE. BRRREGE . IR, fUE -
. IRJE b RGP
o | KB, IR AR
Pl | Bk S, EIHEE, B30, Sbo%. b bR K
PUSISHEAR - 0 - SR, RRpbIES

9. BRRERBRICRITTRE

BIE STV




VI. &2 (FERLEOIEE) CBY 51EH

10. BERS
13. BEHRE
13. 1 fE4R
T RITMEIR . $HER, HEAR, R EETH D, FAUTEEE, HCIZEIEFNRE SN TS,
13. 2 &g
RIMLEDOREZITHISHE. T LT U vy R 40%, BAID a-52 FAIEREFIC X 0 K MILE 2 Bl
SEBHEERSH DO THERE LN &, [23, 10.1 /]

(FERL)

HME TAHN & e K 20g(HEE) F TR L7223 ST g 3797,

FZRERITERBERIC IS O T, B AX I v H AR EINC & 2 88k, BRkfESEIR), 7 v
TV ¥ o AR E IS X D ESEE R, B TERIRE 25380 b T B,

WEARARHCIISOE 2R L, B TR THIOREG 2 EE T 208 R8H 5, RILERD S
T A TR, MR B DR G HEEBET DL ER DD, 1L, T RLF U0 BRI,
AHND a-Z FAEWERNC L VIR EZE LS E L REERH 20 THRE LI &,

<&H>
(AMEE 1)
JEG] 119 7%, =B8R A SLFHE )
Be & : 9.6g([RIFRFAR I 3E 72 L)
R R DML
AFZ 58 SEARMA L. IR, MRHENFEI L CTWD E ZAEMENER,
RA% 1 RFLAIC RIS & 720 . RREEEAINC L0 mE T, SR R S 7,
ROEMEB D T= O L, ME TSk LAERTRE,
AR ARG 22 W% 12 B, 1T 180/83, Ak 138/47. EMHE 36.3°C, FiO2 100% (2 T A TMERSETT, L
Jili A CIIBNRUAMZFRIZ 25 72 L, Glasgow Coma Scale 3,
ECG(LrERNIC T QTe MMRIL R, 1EMERE G, MR ITECNCIEE, kP 36 Rifiltk, .
QT EE DM KB 7R BACIN I BTN EIE, B DMK IT 48 R R,
et 72 RE %, IRREBIXZE U, RS R IR B B ~HRRE,

FER 2(2c « 26 ik, B ARBRE G TRIE)®
Be g 20g([RIREARAHEEZ2 L)
PR M DML
AFHZ 100 BEARSH 1.25 FifE14 . REDRAE T kb,
ECG I CiRMEMARAZ 7B O 722 QRS HAEITXER, Hee L, IEMERE S, Mt 135/80, Rk 135/57.

Sa0, 97%.
A 2.5 Refl e, B, T e Y VEET S LRUSR L, AT 2 — 7 AL, =27 &
D R

ARA 5 BER#% . Glasgow Coma Scale 6 R FIIC DALY 72 0 | HEIEE Y v X —~Bik,
ARA 16 BEEt:. REE, $hE,
AR 18 By #% @ ECG \Z CIRMEMRIRZ RO, K 40 FEf Rk, € D 24 R, OHIE® AL,



VI. &2 (FERLEOIEE) CBY 51EH

11

FEG 3(% + 59 ik, HEA FFAE) T
Fe b 20g
Rl M QML
AF 20g OFE XK 7 mEIAR A 25 2 B, Reasbkiz kb,
77 A I — R E(GCS)14/15 OFEARKAE, HM(ECG TR & 18T, Kif+(82/51mmHg) % 7%
O,
AR A R, T 90/60mmHg % T EF-
1 BRI t%. GCS 1T 11/15 121K T,
midazolam, fentanyl, suxamethonium % §E L. K%,
I A 51 1M (SBP) Y 70mmHg (AR T, AR K Z TUEHE LB EE T,
7 RLuF U 2 (5ug/ir—20ug/7)EM . SBP 3 53mmHg (2K T,
TRULFUZ LT RUF U o (15ug/sr E THEE)NCAEE#%, SBP (X 120mmHg & T L5,
VT RUF U v & ik,

BT,

HRAEDEE

14 #HEDEE

141 ERIZFHEDTE

PTP &EEDHAIL PTP o — b2 bWV L CTRAT 2 L9 EET 52 L, PTP v — FOREEKIZ LY |
G ER N BRI A~FIA L. BRI 2B 2 L THRIAA SO BERSHEL IR T 5 2 &R
H5,

(i)
14,1 HHGEFEE 240 (AL 8 - 3 A 27 HAENH KO 304 5 (FRk 8 4 4 A 18 HAF) [PTP #EEAKIRIZ DV
T IZPEWVERTE LT,

12. EDHDEE
(1) ERERERAICEDCER

15. 1 BERFEAIZE D 1HR

15. 1.1 RANZ L D168 H ., BRERRHOZRENRE SN TN D,

15.1. 2 EWNEERRBRICBW T, AH & REBEEA RO LAEE, HifntEEEENH#E SN TV D,
T2, HERICHWEAEERRERRICB T, 2BEENRE STV 5,

15.1. 3 4METEEHE S 72 3R AE I B U 72 WA ik RGNV IEE - 202 BT 2 mm BT x4 &
L7217 OERRERIZIB N T, AF 2 & 0IEERPURRMRIEE 5T 7 7 B R R GRE L bl LT %
D Le~1TfEmnrolct DWEN DD, £z, SETOEFREICE T, ERGURFMHRIES IEER
FUksR 3K & RBEICIE RO FRICHEET 2 L OWERH 5,

(7R
15. 1.1 A& & OEFEMEIZOW I LTl ey, ENEERREBRICI W CTHRSENR DI A ETEN 1
BlERE STV 5,

15.1. 2 ENEERRBRIC W T, DLHAEZE ) THIMMEEIEE ) 284 1 61, 72 ERE®R 5 RBRICB VT
PR RS 23 1 Bl STV, KAl L OBEMEIZOWTIEB G TR,

15.1.3 2005 4= 4 H ., KERMEZEGHEFEDANL, [FREEIZREHE U 72 piEik 2 F 3 2 minEE ~o0IE

ERPURFMIREOBHIC L 25T Y 27 O E5H ) ICB L THEEMREZITH & & b, FEERPUFHRIE
DR LEEZ N DEROTRH AR L, BARENIZBNTH, 26D U A7 2OV TE IR
\ZRE# L 72,
Z D%, 2007 FEICFEBERECB T DLV 27 O EFICE L THZIC 2 DO FEFHERE SO HK
i, FDA IZBWT I H OFREREDMRET SN2/ R. 2008 45 6 A 2T X CTOHUEMHIRIEDIRA L
ELE~DZDOY A7 AT AHEROGTH AR L2, 20 FDA OE A% 1T, ENICB W TRRBINT
D iER, SRIOEFHEREOEFEREZ BRI H I o7z,




VI. &2 (FERLEOIEE) CBY 51EH

(2) FFERERRAERICE D IFHR

15. 2 JEERIREABRICE D <R

15.2.1 4 X CREMRE(100mg/keg/H % 6 V12 » HRDBEAOEGIZEY , a2 L AT m— /LA EIC X
BEEZ LD ARG ANERED b, LvL, I =27 4 PFAERK 225mgke/ B % 56 1) K%
T > HEICEE L TH AN SN ho 7o, £, BRERBRICEB W TH, AHK & B L 724
BIRE IXFRD B o Tz,

15.2.2 7 v MZ 24 » AR DG U723 ARIERER I I T, 20me/kg/ H BL_E D D $ 5. C FLARAE
BORBUBEE O ERANHE SN TWD, 2RO OIBEOFT I, (FothiEIcB\W T e 7 I LB
HLZZFTRE LTHESINLTWDN O v hTiE7 e 77 F U RED EF L IEE RO BEE M X8
I TR,

(fiEw5)

15. 2.1 MR — 7V RE W ARH 6 Ak A# G- BMERBRICH VT, &m HERF(100mgkg/ H - B BT
DOHESE R R HED 4 f5)OME 8 SHH 3 SA TR 5-Bi44 13 1 H DRI =AR%Z ANERRD b/, Lo
L. ¥UR, 7y b W=7 A4 VEHWZESEEGRERR CIXIARRIZRO T, BOER D
KT A TSR KB IEICRB I a L AT a— VARKBEIC LD b D EE X ST o,

156.2.2 7 » MTAHA| 25, 75, 250mg/kg/H % 24 5 AMKEOE G Lo ARMERBRORESR, Mo 258

TRIIRRE & boie U TS DR ERD L NRD bz 9,

FoWEICE T AIMEEORAEIT, TeT s F o FRICERTSEEZLNTVWSA, B N TOIE

DFREL T T 7 F v B L OBEMEIC DUV TIEBIREIZ S 40T 70 0,




IX.

FFERREAERICRII A HE

1. 3EEHER

(1

(2)

1)

2)

3)

4)

5)

6)

1)

(3)

IR A ER
(VI BEMEFEEICEAT 51ER ] &R

T e REEHER

JxFT DR~ A Ty b, FBE Y PROA X2 ANT, BRIER L OITEN ST 5 1
% AR OMAPERRRE R B AR R R OV R, IR, TEERESR. THILER, AR OEARE AU
WCRT DIERIC W TREF L 72 9,

—RER R UTEIICR 3 S 4EF

JTFT LT S0mg/kg O FKE T, ~ U ACBIT 28 ER 27 L, BRER &K MKREZK TS ®

7eM3. 25mg/kg B OG- CTIHEFER IR ST, ZOMMOEBIZLREL 5 20 -1z,

PR R A EERICHT HER

J T T N 25mg/kg BOF G T, v~V ACBITHEREEEME, 7 v Mk AR o i iHiE

@&vaxmxwéﬂwa&~w%%@ﬁﬁﬁ ﬁbgﬁ%ﬁz?\it\VWXﬁﬁwfﬁﬁﬁﬁ

HIRE R o7z,

—Ji, 7 ZF T BT 12,5 KO 25mg/kg B N (AL AR SEIR) & G- C R ATIRMBPME R 2 o8 LT,

HEHBRRRUVFEEHICHT 54EH

b AL IV i ZARENVE v MEHEIR) 0 107M BLETHEHUER 278 Lz,

tAX IV ZHRENLE Y Mg 0E) - 10°M THPUEM 27~ LT,

AAT Y CZFRCEE  MigHER) ¢ 10°M THBUE- 277~ LTz,

tr b=V 5-HT ZAR(T7 v Mg HEES ) 0 10°M THBUEH 2~ LTz,

tr h=r S-HT ZAR(T v M REIR) - HREFEOICHERER 271 L,

T RUFT U v BB~ T A HERE) 0 10°M TREGUER 27 Lz,

T RUF U v /(s U AT « 7 =F 7 EUIETUER 2R & o T,

T R Uy pZREENLE Y MEHAEH) . 7 = F 7 B UIETER 2 RS 2o 7,

JxFT UL, ME LIEETOZEKRTIERER 2R S o7,

FERERRITx T SR

71?7E/i2m@@&UMMM@§WW§5T JREA XUZH 1T D RGEBIIL OEfifi= 7 Z 4 7
ATkt LB E B 2 2o T,

BIRBRIIK T H1ER

7 TFT B UL S0mg/kg £ OB T, HARFIER M T » NSHRIUZIB W CREIE/EA 27~ L, 25mg/kg #%

% 5T BERRERA X B TGRE RIS O T R OB N 2 7~ L, DERIC BV T HERE O PR [H

MREEHE DR D BTz,

S5\ 71%7t/izmgmﬁ%W&5f FRIEA BV TILE R OV A S TR T S8 7228,

DERICITRE L 5 2 720 - 72, 10mg/kg FEIRN B 5Tl fiaRE 1 & OUGHE A 2K S w72,

HIEBRRICRT H1ER

7 TFT B L 5S0mg/kg £ HE- T, A XITB W THFHERICEET 5 &5 2 b5 BRE 0w 2 =

L7z, 7o, vV RAICBWTHEFHERICEET 2 L B2 0N D IRKMEEOIK T2 /R LT,

KERUERERBIHT S51EH

J2FT N 50mg/kg RO G-T, ABEEKRARNT v MBI RE, TV TA BT TAKEY

7 a7 A RPECxE L, &51% 6 Rl 8% 5 X 7eino T2,

Z DD FEIEAER
MM ER e L



X. EERIREERICEI9 S1RH

2. EHEHR

(1) BEEES5EHERER
~ DA, Ty MRS XE AW HERR O &G HEMERER T, MIESsEEIX~ 7 A T 250mgkg. 7 v R T
500mg/kg M A X T>600mgkg Tho7=, [FoWETDIER & B 2 HATZIMEOFEFN, —BIREOZE
{b& LTaTOEMFEIZA BT O,

. AR £24F i (mg/kg)
B ~ U 7 b A X
0 250 500 > 600
JEEN > 100 >100 —
(2) REHREGEHHAR
1) BESMHES
A B 5R80 - B 50 B 5B (mg/kg/ H) 7 B (mg/kg/ )
7w R oo 43R 25, 50, 150 25
7 R Bo-6xnH 25, 50, 150 <25
7> bk o129 H 10, 25. 75, 250 <10
A4 X O -4 M 25, 50, 100 100
A X Bo-6xnH 25, 50, 100 25
A X o125 A 10, 25, 50, 100 50
v o - 56 25, 100, 225 25

2) BEMR

D 5 v ME B RERSHMHES
SEELET RIS IR T, BRI, PN OMBUIRSE O — R BEDZE LA b T 3, —H500
B SRECHEIRIILAE ORI, FORIRERIHN . FUREBIEAR, RIS 2 Tz,

@ 1 X=HB1H B REBSEERR
SR, AR, ARTREE, 15 ORI ORI T 5 & B2 DB IERARLRIEDN, 6 1 A
R TIE= L AT m— LARMEICRIRT 5 & %2 s S ARG NI, 12 5 AR TIEREI
BT GRS, K REIETO LG Y 5 A5 OBRIK OB 5T,

® YIB! B RERSEERR
SRECHIHER A2 b,

(3) BinEME ®
PR TR ORI E A2 O T8 IR 22 R 28 Bl | il FLEE e 2 W e BB 22 R BaBR, e MU &
PRERE = in vitro Ye R BN O T v b EHW/IERBRICIVBRF LA, 7 2FT B
ILBE T, RREEOVIMEDERERZFE R LB 2 o],

4) BARMEER
~ 7 A(20, 75, 250 KT 750mg/kg/ H)K YT » (20, 75, 250mg/kg/ BT 2 AFM G- L, 25 AJRME & Mt
Lizb Z A HET v MW THMMEE NS, B~ 7 2 L ORET > M350 T R AR A 0 A B 23 7
LTz,
REBROFERD S, ~ 7 AR D IEEFH I 2 EEMEEIT 75me/ke/H &S -,



X. EERIREERICEI9 S1RH

(9)
D)

2)

3)

4)

(6)

(N
1)

2)

EEREEMERER

ZFEHestER ©

HEZ v MTET 5aBR(25, 50, 150mg/kg/H ., #&OEH) T, 150mg/kg/ H FECAH/L & 7= AL E HEE) ) O
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AR SEFR it BRIREEMR 1999 ; 27(1) : 101-144 [SEQ-00080]

I EFR A 0 B AR RS R MEEE 1999 5 19(2) @ 53-66 (PMID : 10464776) [SEQ-00067]
NS E(DIR190218)

R YEFR fth - BRARSHEEEE 1999 ; 2(6) : 613-631 [SEQ-00042]

IR SEFR it ERAKSHREEEE 2001 ; 4(1) : 127-155 [SEQ-00200]

T FIE fih - BEPREZE 2000 ; 16(12) : 1807-1842 [SEQ-00210]

FEP R T (DIR040002)

PR SEFR fth : FRAORSHRERER 1999 ; 2(6) : 633-652, [SEQ-00043]

T A LT EBRHHE) #ENEEHDIR000072)

T AN TR ER) HENEEHDIR000065)

AT AKE fh : BRARSARSEEE 1999 ; 2(6) : 653-668 [SEQ-00044]

FEPN A E(DIR110032)

Rt E=E i FSHEHEIRSE 2006 ; 21(7) : 755-763 [SEQ-01649]

W IEA il ERACKAREEER 2008 ; 11(2) : 281-290 [SEQ-02229]

b ER] M RS AREKEE 2006 5 9(8) : 1629-1639 [SEQ-01648]

Goldstein, J. M. : Schizophrenia, Breaking Down Barriers(Wiley) 1996 ; 177-208 [SEQ-00079]
A 2(DIR190213)

Gefvert, O. et al. : Psychopharmacology 1998 ; 135(2) : 119-126 (PMID : 9497016) [SEQ-00003]
N5 #E(DIR190217)

T AR T BRI HE) $ENEEHDIR000047)

NS EE(DIR190215)

FEPN 5 #(DIR 190216)

FEN S E(DIR190219)

Borison, R. L. : J Clin Psychopharmacol. 1996 ; 16(2) : 158-169 (PMID : 8690831) [SEQ-00005]
Small, J. G. : Arch Gen Psychiatry. 1997 ; 54(6) : 549-557 (PMID : 9193196) [SEQ-00006]
Arvanitis, L. A. : Biol Psychiatry. 1997 ; 42(4) : 233-246 (PMID : 9270900) [SEQ-00009]
R4S 2 (DIR040001)

T AN TEXRAHK) #NEEHDIR000066)

7 A NZERA(BR) AHNEEHDIR000048)

T A KT BRI HE) $ENEEHDIR000055)

T A KNTEBRAHE) $ENEEHDIR000071)

T A KT R HE) $ENEEHDIR000069)

T A KT R HE) $ENEEHDIR000051)

T AN T ERAHE) $ENEEHDIR000070)

Newport, D. J. et al. : Am. J. Psychiatry. 2007 ; 164(8) : 1214-1220 (PMID : 17671284) [SEQ-02075]
T A KNTERAHE) FENEEHDIR000052)

Kruninger, U. et al. : Psychiatr. Prax. 2007 ; 34(Suppl.1) : S75-S76 [SEQ-03243]

Lee, A. etal. : Am. J. Psychiatry. 2004 ; 161(9) : 1715-1716 (PMID : 15337669) [SEQ-00965]
Misri, S. et al. : J. Clin. Psychopharmacol. 2006 ; 26(5) : 508-511 (PMID : 16974194) [SEQ-01804]
Rampono, J. et al. : Ann. Pharmacother. 2007 ; 41(4) : 711-714 (PMID : 17374621) [SEQ-01888]
Yazdani-Brojeni, P. et al. : Clin. Pharm. Ther. 2010 ; 87(Supp1)S3-S4 [SEQ-03244]

7 A ST BRI (KR) #ENEEHDIR000053)

Nikisch, G. et al. : J. Psychopharmacol. 2011 ; 25(7) : 896-907 (PMID : 21148022) [SEQ-03107]
T AR ZERIHE) HNEEHDIR000050)

T AR ZERIHE) HNEEH(DIR000054)

ERRSEEEER 82 ORBAEROTL (7 Ly VIRIEEE : 201747 H 3 A /AR HRiEEEHgEE 2.7.2.2)
SPERBR OB L (CF Ly VIRIEE  20174ETH 3 A &GE i EEMEE 2.6.2)
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54)
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T AN TEXRAHR) #NEEHDIR000067)

7 A kTR A (KE) LN EEHDIR000049)

— N fh o BARERIRREE A MEEE 2014 5 42(2) 1 190-195 [R-08886]

Higuchi, H. et al. : Anesth Prog. 2014 ; 61(4) : 150-154 (PMID : 25517550) [R-08884]
Shionoya, Y. et al. : Anesth Prog. 2021 ; 68(3) : 141-145 (PMID : 34606571) [R-08885]

T AT BRI #K) HPNEEHDIR000068)

BHIE T4 fih  KERRRHAIESE 2000 5 15(Suppl) : 181-186 [R-03239]

Hustey, F. M. : J. Emerg. Med. 1999 ; 17(6) : 995-997 (PMID : 10595886) [SEQ-00062]
Harmon, T. J. et al. : J. Toxicol. Clin. Toxicol. 1998 ; 36(6) : 599-602 (PMID : 9776965) [SEQ-00026]
Hawkins, D. J. et al. : Critical Care and Resuscitation 2008 ; 10(4) : 320-322 (PMID : 19049484) [SEQ-02543]
Gill, S. S. et al. : Ann. Intern. Med. 2007 ; 146(11) : 775-786 (PMID : 17548409) [SEQ-02468]
Schneoweiss, S. et al. : CMAJ. 2007 ; 176(5) : 627-632 (PMID : 17325327) [SEQ-02467]
Vonderhaar, B. K. : Pharmacol. Ther. 1998 ; 79(2) : 169-178 (PMID : 9749881) [R-03226]

T AT EBRAHR) tHNEEHDIR000057)

T AT EBRAHR) tHNEEHDIR000063)

7 A RZEBRAER) #ENEEHDIR000056)

7 A ST BRI (KR) #ENEEHDIR000058)

T A TR KR HNEEHDIR000062)

T A KT EBRA(HE) *LNEEHDIR000059)

T AT EBRAHER) tHNEEHDIR000064)

7 A NZERI(#R) HANEEHDIR000060)

T A KT BRI (HE) *LNEEHDIR000061)

2. TOHDBEH
AL
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1. FESNETORTRR
BERNTRE A RAIEIRIRIE L L CREZ G 85 HELLETEARE SN TV 52017 4E 7 HBIE),
AIENZ BT DREEUTR,. HELOCHEIZUTOLBY THY | HETORGRIRI L 13725,

4. HEEXIEZHE
A I FIE
6. AERUVHE
WH, RAIIEZ=F 7 LT 1A 25mg, 1 H 2 XE3EEVESGEZRBL, BEORREICLT
THhxICHET S, @, 1 BEGEIT 150~600mg & L, 2 L3 ENCH T TROEET 5,
B, BHEIFE - ERICKVEEHEET 5, 2720, 1 BEE LT 750mg #2202 &,

NEIZE TS FFTRR

4 | KE
= 1t 4, | AstraZeneca
J 5¢ 4 | SEROQUEL®

# JE - J ¥ | Tablets: 25 mg, 50 mg, 100 mg, 200 mg, 300 mg, and 400 mg

A B O A | 1997 %9 A

Zhe 1L % | INDICATIONS AND USAGE

SEROQUEL is an atypical antipsychotic indicated for the treatment of:

- Schizophrenia

- Bipolar I disorder manic episodes

- Bipolar disorder, depressive episodes
&K O & | 2 DOSAGE AND ADMINISTRATION
2.2 Recommended Dosing

Recommended | Maximum
Dose Dose
Schizophrenia-Adults Day 1: 25 mg twice daily. Increase in 150-750 mg/day | 750 mg/day
increments of 25 mg-50 mg divided two
or three times on Days 2 and 3 to range of
300-400 mg by Day 4.
Further adjustments can be made in
increments of 25-50 mg twice a day, in

Indication Initial Dose and Titration

intervals of not less than 2 days.
Schizophrenia- Day 1: 25 mg twice daily. 400-800 mg/day | 800 mg/day
Adolescents (13-17 years) | Day 2: Twice daily dosing totaling 100 mg.
Day 3: Twice daily dosing totaling 200 mg.
Day 4: Twice daily dosing totaling 300 mg.
Day 5: 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.

Schizophrenia- Not applicable. 400-800 mg/day | 800 mg/day
Maintenance

Bipolar Mania-Adults Day 1: Twice daily dosing totaling 100 mg. | 400-800 mg/day | 800 mg/day
Monotherapy or as an Day 2: Twice daily dosing totaling 200 mg.

adjunct to lithium or Day 3: Twice daily dosing totaling 300 mg.

divalproex Day 4: Twice daily dosing totaling 400 mg.

Further dosage adjustments up to 800
mg/day by Day 6 should be in increments
of no greater than 200 mg/day.
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Maximum
Dose

Recommended

Initial Dose and Titration
Dose

Indication

Bipolar Mania-Children
and Adolescents (10 to 17
years), Monotherapy

Day 1: 25 mg twice daily.
Day 2: Twice daily dosing totaling 100 mg.

400-600 mg/day | 600 mg/day
Day 3: Twice daily dosing totaling 200 mg.
Day 4: Twice daily dosing totaling 300 mg.
Day 5: 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.

Bipolar Depression-Adults | Administer once daily at bedtime. 300 mg/day 300 mg/day
Day 1: 50 mg

Day 2: 100 mg
Day 3: 200 mg

Day 4: 300 mg

Bipolar I Disorder Administer twice daily totaling 400-800

mg/day as adjunct to lithium or

400-800 mg/day | 800 mg/day
Maintenance Therapy-
Adults divalproex. Generally, in the maintenance

phase, patients continued on the same

dose on which they were stabilized.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s0721bl.pdf
(20239 H 20 H7 7 & R)

] 4 | KE

2 f& 4% | Luye Pharma Limited

W 76 4 | SEROQUEL®

A I Hi #% | film-coated tablets 25 mg, 100 mg, 200 mg, 300 mg
i A | 199747 A

4.1 Therapeutic indications

Seroquel is indicated for:

*treatment of schizophrenia.

- treatment of bipolar disorder:

- For the treatment of moderate to severe manic episodes in bipolar disorder

- For the treatment of major depressive episodes in bipolar disorder

- For the prevention of recurrence of manic or depressed episodes in patients with bipolar disorder who
previously responded to quetiapine treatment.

ML RO &

4.2 Posology and method of administration

Different dosing schedules exist for each indication. It must therefore be ensured that patients receive clear
information on the appropriate dosage for their condition.

Seroquel can be administered with or without food.

Adults

For the treatment of schizophrenia

For the treatment of schizophrenia, Seroquel should be administered twice a day. The total daily dose for the
first four days of therapy is 50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4) From Day
4 onwards, the dose should be titrated to the usual effective dose of 300 to 450 mg/day. Depending on the
clinical response and tolerability of the individual patient, the dose may be adjusted within the range 150 to
750 mg/day.
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For the treatment of moderate to severe manic episodes in bipolar disorder

For the treatment of manic episodes associated with bipolar disorder, Seroquel should be administered twice
a day. The total daily dose for the first four days of therapy is 100 mg (Day 1), 200 mg (Day 2), 300 mg (Day
3) and 400 mg (Day 4). Further dosage adjustments up to 800 mg/day by Day 6 should be in increments of
no greater than 200 mg/day.

The dose may be adjusted depending on clinical response and tolerability of the individual patient, within
the range of 200 to 800 mg/day. The usual effective dose is in the range of 400 to 800 mg/day.

For the treatment of major depressive episodes in bipolar disorder

Seroquel should be administered once daily at bedtime. The total daily dose for the first four days of therapy
is 50 mg (Day 1), 100 mg (Day 2), 200 mg (Day 3) and 300 mg (Day 4). The recommended daily dose is
300 mg. In clinical trials, no additional benefit was seen in the 600 mg group compared to the 300 mg group.
Individual patients may benefit from a 600 mg dose. Doses greater than 300 mg should be initiated by
physicians experienced in treating bipolar disorder. In individual patients, in the event of tolerance concerns,
clinical trials have indicated that dose reduction to a minimum of 200 mg could be considered.

For preventing recurrence in bipolar disorder

For preventing recurrence of manic, mixed or depressive episodes in bipolar disorder, patients who have
responded to quetiapine for acute treatment of bipolar disorder should continue therapy at the same dose.
The dose may be adjusted depending on clinical response and tolerability of the individual patient, within
the range of 300 to 800 mg/day administered twice daily. It is important that the lowest effective dose is used
for maintenance therapy.

Elderly
As with other antipsychotics, Seroquel should be used with caution in the elderly, especially during the initial

dosing period. The rate of dose titration may need to be slower, and the daily therapeutic dose lower, than
that used in younger patients, depending on the clinical response and tolerability of the individual patient.
The mean plasma clearance of quetiapine was reduced by 30 - 50% in elderly subjects when compared to
younger patients.

Efficacy and safety has not been evaluated in patients over 65 years with depressive episodes in the
framework of bipolar disorder.

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.

Renal impairment
Dosage adjustment is not necessary in patients with renal impairment.

Hepatic impairment

Quetiapine is extensively metabolised by the liver. Therefore, Seroquel should be used with caution in
patients with known hepatic impairment, especially during the initial dosing period. Patients with known
hepatic impairment should be started with 25 mg/day. The dosage should be increased daily with increments
of 25 - 50 mg/day until an effective dosage, depending on the clinical response and tolerability of the
individual patient.

https://www.medicines.org.uk/emc/product/7553/smpc
(202349 H 20 AT 7 & X)
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8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy 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 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 andyor 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.
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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 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.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s0721bl.pdf
(202349 H 20 A7 7 k& R)
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(An Australian categorisation of risk of drug use in pregnancy)

2E  HROME
F—Z 87 U7 D53JA : (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
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Accompanying texts should be consulted for further details.
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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.

KE DA SCHE

(2022 41 H) 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 Cuax 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.

https://www.accessdata.fda.gov/drugsatfda_docs/label/2022/020639s0721bl.pdf
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4.4 Special warnings and precautions for use

As Seroquel has several indications, the safety profile should be considered with respect to the individual
patient's diagnosis and the dose being administered.

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.

https://www.medicines.org.uk/emc/product/7553/smpc
(202349 H 20 A7 7k R)
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