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NV, ATT VUM~ XL, BB A0—X, v/ —)L
6000, FefbF %>, # = bk, HLFouioy
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A WTRORBRIEH T TS O EFRD I,
GMEL - TR (Lo LOVEGEZE L2780, B EZBIL L TWD, &8 « HRESL,
TEEE : 30% LA EDZALT, BEEEADS 2. Okgf (19. 6N) A, A HIPE « HA&ESL)

. ABERUBRROREME
A L7

. fhF EDERESELR (MEIEFHEL)
24 LA




7. BHEY
R 17 =F7 7<)/ EgiieE ] OBMBKICES L TWD Z ERERINTVD
T bbb, REBRIKIZAK 900mL % vy, /N RAEIZE D, ’ﬁ?ﬁ 4y 50 [al#E CRBR 21T 9 k &, 307
DIRHFRIT 5%, ETH D,

<HE>
B ZEE) O SRR 9

HIFFEUGE25mMg (AL R3]
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AR GBI =) OpH1.2 (900mL) 50rpm
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OB : pH6.8  [FI#E%L : 100rpm
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TBHEERA (51

HIFFEUE100mg TIAS R3]

TRED 5 RJIFIZOW T
100mg = F ) CEERFIOEHZEBIZALIL T 5 LHES Iz,

AR A F2h L7ofR, TR HIEREICEG L, 72F T v g

SRR A R4 12k %)

AR 7 =FT ¥ EE100mg (53 F3) (Lot No.QU100-11)
PEVERLA] (B4, 100mg)
FRERYE R
bR GRABRik |(OpH1.2 (900mL) 50rpm
&) R @pH3.0 (900mL) 50rpm
@pH6.8 (900mL) ,50rpm
@ /K (900mL) 50rpm
®pH6.8 (900mL) ,100rpm
HIE RS OBRIANT 15 3 LANIZ ) 85% LA Eia L7,

@FRBRELANT 15 5y LAY 85% 8L BiaH L=,

@FEAERLE D S RS 60% KON 85% 1T & 72 A3 72 2 B A (10 KX
15 47) 1ZHBWWT, RERIUA| D v H S AR E LA O S =R = 15% D
#HPHICH T,

@FRBRELANT 15 5 LAY 85% 8L BiaH L=,

®RBRBUHFNT 15 45 AN 85% L FisH L=,

(TR I EFE S D EW 1




( &) BaEEDH B

&)

( &) BaEEDH B

®

( §) D SH

BRI - pH1.2  [Bl#5% : 50rpm
120
w= —=8
80
60 ’
—8—  HIFTFELEI00me I T
40
=== RERFIER, 100mg)
20
o T T 1
0 5 10 i5 30
FEHAER (5
BRI - pH3.0  [Fl#5% : 50rpm
120
00 -
80
60
—8—  HIFTFELEI00me I T
40
=== RERFIER, 100mg)
20
o T T 1
0 5 10 i5 30
FEHAER (5
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@RERHE - K [ElHEE : 50rpm

( &) BaEEDH B
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—8—  HIFFELE100meIFE)
= =0 - ERBFEF 100mg)
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OB : pH6.8  [FI#E%L : 100rpm

( &) BaEEDH B
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=]
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30

404

=== FREEFEIERL 100mg)

—8— SIFFERIOme TS

20+

0 5 0 15
E R (4

JIFFTEUEE200mg I+

JTFTEUEE200mg T3 3] 0%, B MEXtG e LAY TFRIRSEMERBRIC X 0 e EHEL & o

FSPEARR SN TN D/ =T 7 B4 100mg (33 b 3] 2 EUERE L LT (& ERRZ2 /RN

TR OEFHIREARAT A BT A > GRREATN 1124004 5 : A 184 11 7 24 A) | (2

WS EEHBRBREATY, R 21T - 72,
THL 5 RIFIC OV TR 2 Fohi L 7R, Th e HEREIEG L, 7=F 7 B
200mg 53 ) LEAERGFIOE RIS TH D LHE SN,

30

AR 7 =F T EE200mg (53 b2 (Lot No.QU200-S1)
FEAERIA] . 7 = F 7 B U8E 100mg 93 h 3] (Lot No.QU100-11)
ARERE ARIZES
AR GRBuk |OpH1.2 (900mL) 50rpm
&) AL @pH3.0 (900mL) 50rpm

®pH6.8 (900mL) ,50rpm
@7k (900mL) 50rpm
®pH6.8 (900mL) ,100rpm
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Il R

SR H R
OaBREANT 15 23 ANIZ Y 85% LA EIaH L=,
QRBRBIFNT 15 43 AN 85% LA HisH L7z,

776
@RBRAANT 15 5 LIS ) 85% L B¥aH L=,
ORBRHRIANT 15 43 LINIZ Y 85% LA EiE L7z,
il 2 DY HIZE
D@E@®15 43231 2 3 BRUA| OfE 2 OFEH I,

OIEYERLF D SR H 25K 60% M DN 85% 1T & 72 A1 Y 72 2 Wi (10 KX
15743) 1ZBWT, VAR EEHERIAF O A =R £ 10% OFEFHIZ H -

BB O F 905 1+

15%DO#iHEZE A 5O 12 EH 1 ELL T T, £25%DFHEZEZ 5 H DN

( F) REMHSH

( &) BREMEH

Mmool
BRI - pH1.2  [Fl#5% : 50rpm
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60—
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20~
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20~
0 ] ] 1
0 5 10 0
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1.

12.

13.

14.

e = DER NS §0
BAARNA

BHIh DERE S DHERAERE
HiE 7 2F7 7 <)Vigtaee) ORERRBRICE 5,
SR\ AT IR B I E

HEPOFEMRS DEEE
AR 17 =FT7vr o~ Viglhse E®mEICX b,
Wik~ 757 4—

Rhas MO EEE (AEE R : 230nm)

Pl
RN

BAT DAHEMED & 5 kWM
RHER e L

EEABEAEES - MENHRAEEICET 5
BB L

ZDOfth
EARRAA
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V. AKRICEE9T 5I1EH

1. EERITZHE
WA I TRIE

2. BERUVHAE
WE, RACIZZ =F 7L LT1E26mg, 1 H 2 X 3ME X0 FHG5 205G L, HEDIREEIC
Ja U CRa BT 5, %, 1 A5 EIT 150~600mg & L, 2 T 3 [mIZoi) TRRAOEET 5,
¥, HHEITFEER - ERICL VEERRT S, 2770, 1HEE LT 7550mg #2720 &,

3. FRERALIE

1) BBERT—21Xy5—2
Pt e

(2) ERER%HER :
MR L

(3) ERPRREEHME -
Pt e

(4) BEMFER :
P -t e

(5) HREERIERER :
1) BESILAITHERIGHER :
kg L
2) PEERERER -
R R L
3) ReMHER
kR L
4) BHE - WEAIHER
ey
(6) JREAIER :

1) ERAMERE - FEEARGHE (FIRE) - BERTRERHER (MRERERS
g
REER e L

2) RBFHLELTREFPEOARRIERE L HBROBE
BN
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VI. EHFEEICEY SHE

1. EEPHICEAEHSLEMIILEME
TPy, saFry, URRY Ry, o Ao UEBEKY, S SY Ry, e
v, TUETFTIS—

2. XBE{EHR

(1) JERIEREL - 1 FIREFF -
T b= RS R, ERHTR & I U< De A REER 2 b b by
LLBIC, BEHERICE ST S LB BNDE R b=y 5 HTw RAERHIEARSND S = &
T, BABERIC bR AR

(2) Y EE T 5HBAM :
LR L

(3) EFARIRAFR - e -
Pt e
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VI. EYBEREICEY S1EHE

1. MApREDHR - X

(1) ABEAZE MR -
LB L

(2) HREM+RERZERAH
EERABFIC, 72FT7E8E2mg (33 ) 18X/ =F 78 100mg (32 b
)18 (7=F T E LT 25mg, 100mg) ZHtRHFEEE L7840 Tmax 1%, 7 =F
TEUEE25mg (33 b3 TiX 1.46+0.83 ] (Mean+S.D.,n=20) » , 7 =F 7 & ¢
100mg 33 b 3] TiH1.33+£0.71 B (Mean+S.D.,n=20) ¥ Th -7,

(3) EREIREABR CRERR S Nl rhiBRE -
AW R R D
J9IFFEVEE25mMg 3L R
JZFTEUEE26mg 33 3] GUBRELAD ([2oWT,  TRIE IS O AN 7/ [ R
BRATA KT 4 ) (EIHFEH 487 5 : PRk 94F 12 H 22 H, [EIFHRE 786 5 : AL 1345
H 31 H—#BekiE, AT IEE 1124004 5 : Ak 184 11 H 24 H—#BckiE) (ZHERLL C,
AW TRV S R 2 S L 7,
ABRALA] (Lot No.QU25-11) &HEHERIAIZ ZNF 168 (V7 =F T L LT 2mg&H) ,
27127 v 24— 3—h (IRSEHIM - 7 BRELLE) IC X R AL T (10 48, 720
£) 1210 R LA Eofffsts, K 150mL & & HICHERRORE LT, miEffr =57y (R
ZAR) BEZRE L, 7o, 5% 4R ETIIERE s L,
13 OAIVICIEENRE N T A — & Z 5l L7o/E R, Wil Cmax & Y AUCo-24 O U O ) E D
720 90%[FHXMIE, EnEilog (0.774) ~log (1.103) K Wlog (0.853) ~log (1.012)
THY, Cmax 7 log (0.80) ~log (1.25) DOFPHNTIL/Ae~72, LvL, #EREEN 204

(1#E1040) Tohy, HAIMZE HUEOFEEDZE) X Cmax Tlog (0.924) , AUCo24 T

log (0.929) & log (0.90) ~log (1.11) D&PHNIZH >7, FEHEENIHELL TV D &
HESNTHDZ END Y, RERIA) L AZAERIAN T AW A% TH 5 LHIET Lz,
< T ZFTEURE25mg 32~ OIRYENE PRI/ NT A —5 >

JTFTEUEE26mg (I R PEAERLA (BEA], 25mg)
Cmax (ng/mL) 54.120+35.575 54.050+24.839
AUCo2+ (ng - hr/mL) 192.6+78.6 204.9+78.1
AUCo-., (ng - hr/mL) 194.0+73.2% 200.5+75.5
Tmax (hr) 1.46+0.83 1.18+0.61
MRT (hr) 4.16+0.87 4.16+0.91
kel (hr?) 0.264964+0.045473* 0.264386+0.041396
tue (hr) 2.68+0.42% 2.69+0.45

(Mean*+S.D., n=20, * : n=19)
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{ng/mL}
BO ]

n [ —e— HIFFELEEEmTALIE)

Gl L a0 BB (SR, 25mg)
Mean=®5.0. n=20

R N HH B E
&
=
=

T 1 —
61 2 3 B 12 24 (hr)
WEHwE

IMAE PRI O AUC, Cmax %00/35 A— & 1%, BB O%IR, (KK OB a1k -
REEISE OB K o TR D ATREMD H 5,

JIFFEVE100mMg NIAS R3]

JZFT7EUHE100mg (32 3] GRERELHD 1ToWT,  THEFEES O AW 5 E SR
BRAA KT 42 (E3EFEH 487 5 : PRk 94 12 H 22 H, [EHBRE 786 B : AL 1345
H 31 H—#BekiE, MAFAIE 1124004 5 : Ak 1842 11 A 24 H —HBckiE) (CHEHLL C,
A R [R) B A i L 7=,

ABRALA] (Lot No.QU100-11) &fE¥ERIAZ 2N 18 (7 =F 7 2 & LT 100mg &
), 2/ 287 0 24— =5 (IRIEHART - 7 BRILAL) Ik 0 R A S (10 &/8F, &
20 44) (ZH5-RT 10 BERILL oo th, /K 150mL & & b ICHER OS5 LT, migh s —F
TEY (REMK) BEZHIE L, 28, &5#% 4FHECITERae s L,

5O IEMBNRE T A — & ZFFHl L7-FE R, WAl Cmax & TN AUCo-24 O XHUE DO E-EIED
ZD 90%EHEXMIX, T+ log (0.898) ~log (1.128) & U'log (0.916) ~log (1.150)
THY, WTFNLTA RTA4 L DHEUETH S log (0.80) ~log (1.25) DHEIFANTH - 7=,

YL EDOFERIC LY, FBRRH & EERFN I FRIICRSE Th 5 &l Lz,
<JZFTEUEE100mg [2 3 b 2] OEYEHELA T A —F >

JTFTEUEE100mg [ b2 | HEHERLE] (824, 100mg)
Cmax (ng/mL) 272.759+137.729 266.579+133.057
AUCo24+ (ng * hr/mL) 920.8+713.5 842.9+427.7
AUCo-., (ng - hr/mL) 909.7+726.0 832.9+440.1
Tmax (hr) 1.33+0.71 0.89+0.35
MRT (hr) 4.07+0.67 3.91+0.55
kel (hr1) 0.265941~+0.048132 0.264900~+0.052320
tye (hr) 2.72+0.66 2.74+0.65

(Mean+S.D., n=20)
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—8— JIFFELE100mgl IE)
<. FREEEIM (AR, 100mg)
Mean® 5.0, n=20

RE NHHY B R
8
|

T _l lI I >
P ] 12 24 (hr)
18 5 AR
M3 PEEEN N AUC, Cmax EE D37 A —F1%, #HERE O=IR, (KEOTRIRERL -

BRSO RIR NI L > CHRAR D FTREMEN 0 5,

JIFFEUEE200mg NI R3]

JZFTEEE200mg (3 h3 ) IE, b bERRE LAY FRNRSEERERIC X0 o3 EE
i & DRIEMENHER SN TWS 7 = F 788 100mg (332 b ) Z2HEgERAIE LT G808

HL702 28 OETE R O 2RI SRR T A R4 v CGRAERAERE 1124004 = : ik 18

£11H 24 H) | (ZESXEHRBREZITD, HERFE21To7-, TORE, /7=2F 78

mm@raysziﬁ%@ﬂk@%?%ﬁ%@ﬁﬁ%&ﬂiéhktb,W@ﬂmé%i%
A% CTHD LWL, (TIV. ®ANCEIT 2HE-7. WHitE) OESK)

(4) i :

DR L

(5) BE - fRAEOZE .

Vi 2zt (A LoEES) (ST 25HA-7. MAEH) 0HEZZROZ L,

(6) B&H (REaL—L3v) BHICEYHBELALEMENDEEHER :

DR L

. RYRERAI/S A -5
(1) BRI :

DR L

(2) RIREETEH

TR L

3) "AMIATFRAFET 1 :

DR L
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(4) HEREEEH :
B R HEL B A & -
#HIE #€ 25mg #& 100mg
5 25mg (n=19) 100mg (n=20)
kel (hr) 0.265+0.045 0.266+0.048
(Mean=*=S.D.)

5 VIUTFPS VR
P -t e

(6) HMAEHE:
P -t e

(7) mMBFELHESE:
MR L

T
BB L

4. S

(1) 1% — MBEFTEEIE
EEER L

(2) mi&k— RS EBME
HEER R L
<zH>
BER (7 v MRV X)) THRIE~OBITHRHE I TS, (V. 22t (FEHED
HEE%) I+ 5HE-10) £LY)

(3) it~ iTHE -
U R L
<BE>
I ~BIT T2 eI Tns, (VL 24t (EHEORES) 23T 55HE-
10] £v)

(4) BEEA~DBITH -
DR L

(5) ZDHOBEADBITHE -
BB L

5. e
(1) KRB R U HRE -
MMER L
<HE>
FIHFE TV 224t (EH EoiEs) 24 2HEA-5) L)
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(2) REI-BEE5T 58F (CYP450 FE) OHFiE :
MM ER L
<HE>
EENRHEERIL CYP3A4 TH D, (VI Zett (FH EoEESZ) (BT 2HE-7) L0)
(3) MELEERDEERVZDEE :
MR L
(4) REMIDOFEDHERLLE :
P -t A
(5) FEERHMOZEERMI/NTA—42 :
MR L

6. Bt

(1) BEtERAL R UHERE -
EEE R L

(2) Ptk
R L

(3) PR -
LB L

7. FSORKR—2—ICEAT B1ER
FMERe L

8. EMFICLDIRER
REER e L
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. £ (FRLOEES) ICH9 3I1ER

1. BERBELTOER

(1) HELLMBEEDOLEREA L, WRFEET b7 F—2R, BRFEEEEFOEXRGEMEALNH
BL, RCICEDSENHAINDT, FFRSHIFE, MBEQHEFOREETTITITI &,

(2) BEIZHE=-TIE, HoMLOHLEEMERANRRT DEELAHESILE, BERUZDORKE
[T+5ICERBAL, 08 28, ZR, HRFOERITIEL, COLSWERNHLoHONT-S
BICIK, BEbICKREZHEL, EMOBRERTSES, HEILHE, ([EEGERIE
=1 OESR)

2. ZRRRLZOEA (RAREZED)
B (ROBHEICEEELEWNI L)

(1) FHeREORE (FEREZELSELI BTN H D, )

(2) 7L Y — VB EARSE O AR RN A OB\ TS H 5 B (PR RIS EH 255
END, )

B) 7 LTV rakihofss (T RVvF I 2777 4 7% —OREIBRICHERT 256
ZR<)  ( HEAER) OEZM)

(4) AFN OB R LBEUE OBEERE O & 5 B

(5) BERIWOEA, FERBOBIERED & 2 B

3. MRERIIHRICEIET SERLDIEE L ZTDEHA
L

4. AERUVAECEETIHERALOFELZOEY
24 LA

5. RERSESARETDER

(1) ATHEREREED S 5 BE KRNI TICFIC I VRS EnD =0, 7V T7 I A0EA L,
HEEE N PRS2 035, B WlxIE1E 26me 1 H 1E) MHoEEABKBL, 1H
M EIE 2 25~50mg |2 T AR EREOREZBE LR OEEICE G T2 &, )

(2) D« MAEKEA, MmEREE, K0T TZNE 08O H 5 EBE G0 —@Eom/E
BETRbHobNAZENRH D, )

(3) TADAZEDOBIEER, LN OBEROH 5 BE USEBEEZKET S8R0
H5, )

(4) REIRUTZ DOBERERED H 5 B, LRk QT ERIEREEOERE, T QT IEE2E 42
ENINBIN TV DK 2GR OEE (AFOFEGICEY QT MRS IER T 5 a[iEMtER H
%o )

(5) BEEXOBER VAR SEZET2EE UERZELIEIBZNARH D, ]

(6) Mg ( [EmE~O&E ] OEBH)

(7) BEPRIG OFHERE, Bk 2 W TR ORE R OfEMRIA %2 A3 5 8% ( THEEREARN
HE ] OHESH)
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6. ERLEXRNIE L TOEHRUVRES X

(1) AKFlOFEHIZLY, FLOMBPEED EFANS, BERBEMES, h T v R— R, BRI A
OB AT EDZ ENHDHDT, AFEGHIE, WHEEOHESLOYE, £, ZIR,
BIRE DB 2 +3I2AT5 2 &, RIS, @ImpE, JEHSEOFERIEOERK 14/ 9 5 8E T
%, MOBEES EH-U, REHREZ 2MICELIEIBZENRH D,

(2) AF|oOFEIZXy, BILERS SbND ZENH DT, AFIHEGHIL, UK, BEK,
T, TRER, IR, ERRREESOMMEERICER TS L &b, MEEORNEEDOBEEE 1+
TFATH 2 &,

(3) AANIOEFIZEEL, HONUHERL (1) KO (2) ORWERANBEATLLERNH D Z L%,
BEROREOFFRICSCHA L, SimbsEk (0¥, 28, 2R, JRE) , RiFEER
(Wi, fEaUE, miF, REk, MR, ERkEES) ICEEL, 2o X5 RER S b
LAY, EbICEG 2L, EROZEEZZTL L9, FETHZ L,

(4) AFIOFKEIZ L VIEREENZRTZENHHOT, BGCEEL, EMo#MENH bl
LA, BRI, EEREEOREY) LB EZITI 2L,

(5) AKX, FrIABRMABROBICEIEEBOELZE- T 223550 T, AL bH, HFELVE
DOARIMESER A B B OB A IR ES, WYR0AEEZI1TY Z &,

(6) AAFNIEE L THIMHRERIIEAT 5720, BR, FEHN - KFH - REEEREHAFEDET
DEZDZERHDHDT, AFFKGTOEREIIIBHEDBIEERREZH S BROBRMEICIEEH
SHRWVWEHITHEET D &,

(7) ARG OU 0 B2 O, RAERSEBIET 2N SH250 THELEZ +5ITV RN D
AERIEOHELZEDO LoD, AEEZRAIEE T 52 0nEE LY, o, EROE(LITA
D OHNTESEEITIE, MOEEIEICO D EX D7 SR EEITH 2L,

(8) BEHEEBDEZMALW AN LEEDFIEIZL Y, AR, Eis, S8, TR, R o Bk BOE R
DHOLOLNDZENnbD, HHEEPILTHHAICE, RAICHET L2 EEEITY 2L,
(9) PURBMIRERIZIWT, MZERE, #ARMARES O MARZERENSHRE SN TNDHOT, REpR
He, BHIBVR, IEW, BACREZEOERE -2 H T 28T BT 258ICIXFEETHZ &,

7. tHE{EH

ARANTEEL DOREEE TIRHEICAH SN D, AAIORFNEE G4 2 70 P450 BE# 1T CYP3A4 Th
Do

(1) FREELEDER:

R BE ERERE - BEFE B - aREF
FELFYY T RLFUCOEREZHEE ST LU 37 KU o fES)
(TFHF747Fv—0 |, EELMEFETEEZT | o, B-ZHEORMAITH
ARBICHERT256% (L 0nb b, 0, KEID o -5 EHERHERIC
<) K0, B-ZEARORFBLANEH S E
(RAI V) AL & 720, (MR TER RS

ns,
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(2) tRFELEDERA :

ERAE BREREEK - BB A& B - EEREF
HRAX AR RN HIE 23RS 5 2
rh R A I 1 EVRDHDHDOT, fHxDOBEOEFNFOMAEEHEZEZ T2 &R
7)La—)L REOEBEEICERL, HEICH D,

®EGEIHZ &,

CYP3A4 FEERAEHT
B
Tx=hkA
TN
2L B — LR E R
Vo7yorevyw

Yiray

2

ARANOIEH KT T D Z &0 D
éo

AHN O FHERHEESR CTH DH CYP3A4
DOFEIZLY, KOs VT T
AMBEINT D EnH D, SEAN
WZBITDH 7 ==~ B
WZBWT, AFloRO 7 V77
AN 5 fFiTEmL, Cmax KON
AUC IZZENEI 66% M TR 80%IE T
L7z,

Ly CYP3A4 FHEER
5T HEA
S hTaFT—

Yiray

e

AHFNIOIEM 2158 5 B L
HoHDT, fx0EHEDIERK
OBAMEICIER L, AH & E
TOMELTHEICKRETD Z
&

OF T & 0 AT oD i B i 23
EfEE 720, QT FIRSIER T 5
BTthinnd s,

AHN D FEEARHEEFRE TH H CYP3A
R BLET D7, IR E
D ST DR S D,

ARE AT FRUY CYP3A4 PHEA|TH
D haty—ar @A  EN
KT ZOFAKG L Ex, 7
TFT B O Cmax KON AUC (3%
NENEMZES D 3.35 KO
6. 22 (T o770

CYP3A4dBEERZER | AHOERZERTIBEN | AROTERBER TH D
ERGE 3:1] NHDHDT, HxDBFEDRE | CYP3M ZHET H 7=, MiEf
T 2w A WEOREMEICERL, HE | RED EATIAMEELRSH D,
% BT HZ L,

W) ORI ERERILT 255121, ARIOBELZETHZ LBnb D,

. BlfER
(1) BHERDOME :

ARF I A AR AR S O R E S BUBE 23 B & 70 DA 2 i L CTU 7,
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(2) EXGEIEREABER

BEXRGEMER EEARH)

1) mlEE BREET 7O RF—LR, BREGEE : 5062 S O b, FERFES BT
U R—V R, BERFHESENOHECICEDI R EOBMMIAIRRBET-EDZEDBHHD
T, MPHEORES, 1, 2K, 2R, BREOBILEEZ 72T, BREDRD L
e, gEEHIiEL, A A VRPAORG AT 0L, EMURLEEITO Z
&

2) BB : IKIENRDH LD ZERHDHDT, WK, BEREE, mit, R, SR, =%
P O IMAE R A FERD NGl 5 E2 R LY RAEE21TH 2 &,

3) EMEMRE (Syndrome malin) : BEMJEREEENH LD Z ENHDHDT, MENHRHER,
SREE DGR, WE T REE, SR, MEOZH), FBITENRBELL, FUCOEHEHBEN
HONDHEEE, EE5EFILL, KGH, KoihEOLFEH L & HITHEY) 7208 %
152 &, AERIERICIE, AMEROHEMNSS CK (CPK) O ERARALND Z 0%
<, Fo, IAT UV REF O BERIRTRALND Z ENRH D,
ok, mEDEHE L, EARPEE, RN, JEERENL, BACER, SWEBREES BT
L, C LI HRE SN TS,

4) BB - BBUTRIEN H O Db D Z R LD T, HWH, BK, CK
(CPK) Et&, MmO RFIA 7y EHERRD S-S F&ES 21k L,
WY)REZIT Y Z &, £, BBIIRAREIC X2 2B EEORIEICEFEET S Z &,

5 E& . KRN HLLDONDIIENRNHD, ZOLX)RIERLS L ONGAE IS EF 1R
570 EURIE T 2 &,

6) #EEERIBREE, BMmEBKED : BEEKEE, AMEKBONSLoND I ERHDHDOT, miEHR
BEETORE, BELZTHIITY, BRERRD ONIGEIIIRGE I 57 L)
RAEZRIT O T &,

7) FF#EERESE, #H : AST (GOT) , ALT (GPT) , y-GTP, Al'P ® EHZE%4E 5 fTrkRE
EE, WERNOLDLNDZERHDHDT, BEELTHITITY, BRENBEDOLNIZHEI
TG 2R IT 57 EEUIRAEEITO Z &,

8) WEMEA LR : IFEME (BRECAE, O - g, 2 UUVVER, SO H 5\ it
M OIGNEY D 5 >HFEDRER) 2K L, MEMEA LY RIIBITTH2Z2ERnHLHD
T, BEMEN D OONTGAIE, BEEZFILT 572 EM R LEE21To 2 &,

9) BERMIORAXRUT : NAMEOAREEESNND L b, PR LT 0D
%o

10) FhZEiefE, FEPERARMAREE : HURBANIRKIZEB W T, MZERE, FRR AR E S o e FEke
JENHRE SN TWVWDHOT, BEELHoI2 TV, B, MdE, WU ORI, HIESENTE
DONTGEITE, HEERIET R EEORNEZITI Z &,

11) "EMERRIEFEFAEIE (ToxicEpidermalNecrolysis : TEN) , R E L IEEE iE (& &
(Stevens-Johnson fE{&EE) , ZWHAIBE : MR LEEIEHARAE, FZJREREMEARAE i,
AL o BN D Z ENHDHDT, BEL+HHITITY, BENRD LN GAICIT
BhHAZRILL, BEURLELITO Z L.
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(3) ZDhDEIER

g
BH A ~H

R A
R, S, BUR, R72, R, »E\V, BHEE, #0, %O
fb, s, HROES, Bl LORT, K, MEE, SR0BTEL,

s |0 O F U, BIERLE, W, SR, BERE, ARGN, AR,

ROV MRS, ZEIE, MEVREET T h—o X, FER, B, 5 o8, M,
WEITH, HEVE, A%, BE HOKRMERE, BRTE LA L2
Ly 7 ASEGRE, BB, EERIRE, BIE, HRSE, BT
THYYT, Rk, WEREE, G, HIEe%, EoiEe, STk,

MESERER (X2 UT7, WTRE, UX =7, BREREERME, % REGER,
HEREIEE, SRS

% WERCERID, AFERERMINIVE, FfL, fUBORD, I EUERECEN

Emmz | EVPERME, LESE, LEHRE, (S0E, W0E R SR

iR, e, mAERREE, By, LER QTR

FEi AST (GOT) k&, ALT (GPT) k&, LDH k&, Al'P E&, y-GTP L
H, BUILEUIME, FFEEREMRA R

FERRFR SR Rk, W, B
(B, AR, L, RATTE, WM, MR, TR, WIERH, Hk, H

HEBR R, SRR, WCEECE, him, ERRCE, B, M, §a
TR, B

iR REALBH I, 90, A

R#E - A5

w7077 FUMIE, Tald, @aL AT u—ViE, Tsd, AR,
FORIRE R, SR ME, &0 YU U AmdE, MEWE, R, K7 hU oA
iE, AKi#E, Z0E, TSHEY, TSH BA, & U 27 V&Y NiUE, SREE
MfE, PRYERSME, FT48d, FitiE

BEYE W5, MBI, FRE, W5

SARETR PERIES, PEIRINEE, JRICEL, JRFA, BUN L&, Fiehid, STRERE, 1
T A, BR, R, REA G
&, HJ)E, CK (CPK) L&, AN, (KEHN, BHIET, 27T,
B, RERCD, WodE, AR, ERRE, L OV, EEVR, IE, R

Z0H R, ETCY, o, BIEDE, SmvENE, SHEATE, ERE, dERh, Bk

e, HRERET, BASAE, MWK, MiEEE, M, EYERUE, HIEAME,
HopEsE, WREEH, SF, BBE, FHABRUEEE (RIR, B, 50,
TR, WER:) , AYE, [RERPED E G, EIE, e

(4) HAMNBEFARBHEERVERREERE %

R L

(5) KB, BHHE EEERUVFHORREERIOEHERRRELE

EER R L
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9.

10.

11.

12.

13.

(6) M7 LILF—ITHT HEBRURARE

B2 (ROBHFICIIB/BELEGEWLNI L) <>
AR D RS Txt UIBBUE OBEERE D & 5 B
Z DD ENEA < k>
B ”
SBBE ®%, METHIE, R
BERE~NDES

HlinE TR (BIAIE 1A 26mg 1 H 1[E) o526 L, 1 AEEZ 25~50mg 29 %
IREBEORELZBR LN GHEEICRE T2, (HRHE CRIFERE IR T/ =TT
OIEAZ YT T2 20 30~50%E<, AUC 13K 1.5 f5CTh Y, v s r fed 5 m
BOLNTWD, £z, WAMERRBICE O CIRmIE L bl U, RV LT 0 5B EE A3 BN
TOHEANBDENTND, ]

Wi, ER RIEEF~ORS

(1) 8RS - I SUTIEIR LT 2 rIREVED & S 8 NITIE, 1B EOAREMEN a2 Rl % &
HW SN HECOBRKET 52 8, UHRTORGICET 2 ZEMITHL L THh72awy, B
WER (7 PROUYF) TRE~OBITHAHRE SN TS, Eo, EREHICHUR R
EPRG SN TWL5E, FrARICHALES, R, MREE, RE, HEORET, S
MRS DOBEBUEIR-CHB IR N > DIz & OWMEDRDH D, ]

(2) BB : RALTOWmANKRET 256120, RLzhibses2 L, (AT ~BITT5Z
EMHRESNTND, ]

INREADERS
NN A 22 I MEST LT ARy, (i HRBR 2 220, )

BRRERRICRIETHE
TR L

BERS

FEAR © E2UERIEEIR, $E, SR, BEFTH D, ETHICERE, ECICEDERRE SN
/Cl/\éo

B AFN R REERNI RN T OMFIRIEZ1T O 2 &, REOBWRHFEIAZITH L, FFK
W2 % b N HEITITKIEOMENR, AN LFFREFEOEYILAEZITO Z &, BRILERD S bh
TS a3, SRR FE R OR GEOWY RNE LT 2L, 2L, T RVvFU Yy, R
NI T, BHND o S EREEERNC X0 IRILE 2 B S5 AR S D5 D TEREG- L 2
&o
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14. BRALOIEE

RHIRZ AT

PTP wdEDHANL, PTP > — bRV L TRAT LS L 9EES52 L, (PTP »— FOik
BT &Y, BOGATAEERBEA~RAL, BIZIIZRAEEZ U THERRFRE SO EE R G HEA
DERT 2 Z LS T, )

15. ZDHOEE

(1) AN X D15, FRIRARHOZRENRE I TND

(2) EWNEERABRICBWT, AH L KRR RO L @%,ﬁ@@%%ﬁﬁﬁ$éh1w
%,

T, HEERFICHOWIAANEREER 5BV T, AEBEENRE I TV D

(8) AMETHN S 7= FRENEIZBEE U 7 A itk GRFEAN hRE -w%)%ﬁﬁémﬁ%%%ﬁ
Gl L7z 17 OEKRRABRICE N T, AFlZ2 G eI PuEmmRER G Y 7 e R GREE
g U CHELE N 1.6~1.TEENho T2 OHERH D,

F7o, AETOEFREICBONT, ERPUSHRE S IEER USRI & FIRICETED |
HIZBE545 L 0MERD D,

(4) 4 X CEMKE (100mgkg/H%Z 6 KO 12 » AM) ROEGIZLD, a AT —/LEK
[AEICLDEEZEZONS ZARBHNERRO N, LrL, =74 % 1L (&K
225mg/kg/ H % 56 ) K OTF>HEEICE S L THHANRITRED bhvkenoTz, £7-,

RRBRIZEBW T, AHK| & BE L7 AREEIIRD S o T,

(5) 7 v M 24 » AR O&ES Lz ARMRERIZBW T, 20mg/kg/ B UL E OO 58 T3
WIS DFEBBEEE D EADHE SN TND, ZHHDEFEORRIL, FomBEIZB\W T m
FIOFUEBE LR E LTHESINTWAR, B Tl eI 7 FURED LA L FEE
TR D BHHEME I TR S AU TU 70y,

16. ZD1th
BASARNA
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X. JEEGERERERICRES SIEH

1. RE

R ER

(1) EHNFEEHER ( [VI. EHEB(ICEHIIREI B8

(2) ®

BIRIEERE -
MR L

(3) REMEFIEHER :

(4)

2. &%

EER R L

ZOHOEBRE -
LR L

SHER

(1) HEHRSSHEHER .

(2)

(3)

(4)

EER R L

REHSEMERER

U R L

<HE>

A X CTEMRKE (100mgkg/H%Z 6 TN 12 » AfM) ROKHIZLY, a b xT7a—LEklE
LB EEBZLND ZARBARENIRO LN, LrL, =7 A%/ (BK 225mg/kg/H
Z 56 W) KONT > HEICE G LT ANRITERD bivienote, Fi2, BKRRERIZIBNT
by, AL BHE L -ABRRE IR b o7z, (VL Zett (R EoEES) (2B
AHIEA-15] L V)

EERESHRER -

U ERR L

<HE>

B ES (7 v RO YX) THRIE~OBITHRHRE SN TS, £, EIREICHURE R
NG SN TWDGE, FrAERICHILES, IR, MRS, Rk, HERIEET, St
S DRI PHEAR AN IR DN B Do - L OWENH D, (VI 224t (EH EokE
) BT mAE-100 k)

TOMDOFHSEMN -

MY ER e L

<BE>

Z v MZ 24 » AMREOEE U728 AVJFMEREBRICIW T, 20mg/kg/ B UL EOMED B 5L THAR
JE DB O ERPNHRE SN TWD, ZRODOEBOFTRIE, FolEIcknwTrrno s
FUo LB LT RE LTHRESNTWAR, b FTIRT eI 7 F U EBED R LR O
B ME AR IC S L CnZey, (T 24t (EA EoEES) B4 2EHE-15] XY)
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X. EEMERICEY 51HE

1. SRS
(1) 55 -
yEFTEVEE2smg [ R B EERSY

JEFTEEE100mg (3 3] BEE, WG EAERT
y=FTELEE200mg (33 ) BEE LGSR
) - EREOLTEIC L VAT S L
(2) AZhoT
JR|HE

2. FHxRAM X I%EE AR
FERIR @ 34F (CLEMERBRESRICES )

3. Mk - REEK
IR RAF

4. EFHMBFOEDEER

1) ZEETORYHFE W EDBEARAIZDINT :
BN

(2) FEFIZZAFABFEOMYFEWNICDONT (BEZFICBETRENERIES)

1) BEFHE
(VI Z22tE (EFH EoEES) (BT 2HEA-1. BENEEZORE, 6. EE/REARN
HE OB R ORLE VA, 10, iR, FEhwm, RI@S~o&R5 K014, @H EoE
B OWESROZ L,

2) BEMEAHE
BEMEELTAR - HY
<FTvoLBy HY

(3) FAFIBFOFERICOLT :
BEOEGEHEN D D120, WLOER, ORECEETDIZ L,

WR7E4 FEH O PTP > — FOFEIFOAGH
JTFTEUEE 25mgla v b DTV D IR, oy
7 =F 7 ELEE 100mgl I3 b 3 PRy el Ha
7 TFT 8 200mgl I k2 H R

5. RBEEHE
EARRAA
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6. B

J2F T EE2mg [T F ) : 100 #E (10 $E X 10)
500 &£ (10 & 50)
500 &£ (/N7)

JZFTEEE100mg (3 hI ) ¢ 1008 (10 £ X 10)
500 #£ (10 & X 50)
500 & (/N7)

JTFTEEE200mg [ ) 1008 (10 ££X10)
500 & (/N7)

7. REOHME
PTPAEE : PTP (RY 7ot L7 4bh, TII=ULE +AR8) el va—+ 18
NZa%E o RV FULURSR R Ty v 7S+

8. F—H5 - FhE

F—msr# © o s = /LEE 25mg + 100mg * 200mg (7 AT 7 &)
[ 24K ATV, zu¥ry, UARY Ry, Sa R va UEREKFY, )Y
Ry, ZafFrvly, 7TIEFIT—L %

0. ERRELEAR
R

10. WERFRDEABRUVERES

Me4 REIREATSEA A TKRE S
JTFTEUEE2bmg [ k3 201248 H 15 H 22400AMX01210000
7 TF T 8 100mg [ b 3 (201446 H 20 HIZ | 22400AMX01211000
Y TFT 4 200mg (3 k3 SOETEAGROARE) | 29400AMX01212000
7 =F T ¥ 8E 25mg NP (IHERGE4) 22400AMX01210000
7 =F T ¥ 8E 100mg [NP)  (IHERGE4) 201248 A 15 H 22400AMX01211000
7 =F T ¥ 8E 200mg [NP)  (IHERGE4) 22400AMX01212000

1. RibEFENSHEAE

7 TF 7 B8 25mg + 100mg + 200mg [=3 kI |

7 =F 7 B8 25mg - 100mg *+ 200mg NP

: 201446 H 20 H

(B4 TOIER)
(IHRFE4) @ 2012412 H 14 A
(2015 4= 3 A 31 H #imh & i

T

12. ZHEEX(IZHREM, AZERVAEEEENFOERABARUVETORE

EARRAA
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13. AEEHE HIIMERLAKRERABARUVZTORE

LA

14. BEEHM
A L7

15. REMREFIREXERICET S1FR
AHANE, B (DTG BIFICET DHIRIZED STy,

16. KfEI—F

B4, HOT (94 gﬁgﬁﬁfﬁ e

s Eaga— e | oo F

JTFTEUEE26mg I 3 122108404 | 1179042F1208 | 622210803
JTFTEUEE100mg [ k3 122109104 | 1179042F2204 | 622210903
JTFTEUEE200mg (I3 k3 122110704 | 1179042F3200 | 622211003

7 TFT 8 25mg NP (IHERGE4) * 122108401 | 1179042F1097 | 622210801

7 TFT ¥ 8E 100mg [NP)  (IHERGE4) * 122109101 | 1179042F2093 | 622210901

7 TFT ¥ 8E 200mg [NP)  (IHERGE4) * 122110701 | 1179042F3090 | 622211001

%2015 4F 3 H 31 A E MK T

17. REHALDOEE

AFNE, PRI OB IR AL E T D,
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XI. Xk

1. SIRAXHE
NV=7vES77—~<
2 - 7uES77—~
3)=7BnES77—~
4)=7 v ES 77—~
5) =7 ES77—=<

2. Z0thDBETH

(¥K)
(¥K)
(¥K)
(¥K)
(¥K)

T TF T EUBEDRENECED DGR (NG EL

DU FT BRI E TOREMICED G (ENEEN
D 7 2 F T EUBEOEHEMEICE D 28R (RENEED

DT T EUEEORMFENICE D A ER (FNERL

D I T T B UEEDEM RSB D &R GENE R

a) kb B AR Rl E, BEIEIE 2016 ; C1480-C1485
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XI. EE&H

1. EENETORTKR
Y L2 (RFNISMNE TR TE LTz
<BE>
S FTETARE L LT
SEROQUEL (AstraZeneca Pharmaceuticals LP, 7 2 U %)
SEROQUEL (AstraZeneca UK Limited, - %Y &)
RENFEINTND (2014 4 4 ABIUE)
AINZF T D400 - 208, AL - HEIZLTO LB TH Y, SEOAZIRD L 1TERRD,

[ZheE - HR]

o R AE

(A% - AE]

BE, AT =F 7L LT1E25mg, 1H2 XX 3MREVEGEZBHBL, BEOREIZSE T T
xRS 5, B, 1 BHE5EI1T 150~600mg & L, 2 XL 3ENC/T TROEET 5,

B, BHETFE - ERICKVEEHEBT S, 2720, 1A®EE LT 750mg #2722 &,

KENZE T 5 FETEIRL

k544 SEROQUEL

Ea AstraZeneca Pharmaceuticals LP

FEIEA 1997

B - Bk [BEAI 25mg, 50mg, 100mg, 200mg, 300mg, 400mg
LA KaE

PGPS

2 R e 7
3UNROMEE JFIE & PR T BIFEEF 1SR4 D FRl 725 &

M - &
()

BEOBREE
o S AV GIE ISR D HESE S WEL & & W, T EREDH & ReoR B AR 1R, FlE
TG DO%, KERLEBHEOIERMOZEMEITIEC THEBET L LN TE %,
K1:@HEORLG&E

8 S el & HEREME | RRE

MAKMIE-RA |51 8H :25mgl A 2E&%5LL, F2HH 150-
BLO 3 HHEIC 256~50mg T oD &4 1| 750mg/H
H2EEZF3EFTY, 4 HEETIZ1H
300~400mg &7 5, S HIZHEFHENLEELR

AL, w2 AU EOMET 1 A 2F 25~

750mg/ H

50mg T O T HDONEE Luy,
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M - &
()

1 A ) [E] & & HEEH & | RKE
MEKMIE-F4 [ 1HHE : 25mgl A 2[A] 400- 800mg/ H
(13-17 %) ¥®2HH:1H 2[R, 1HE 100mg 800mg/ H
% 3HH:1H2[E, 1H%E200mg
¥ 4HH:1H2[RE, 1HE300mg
F5HH:1H 2[R, 1H&400mg
S DICHEFENVLERGAIE, 1 H 400~
800mg DHELEHENT 1 H 100mg UL F CHE &
TLHONEFE L,
JER R OREMIS T H 3EEESTH &
VY,
o I ARIE SR AN 400- 800mg/ H
-MERFREIE 800mg/ H
PRGHEEE-ER A |51 HE 18 2[E, 1 H#& 100mg 400- 800mg/ H
HARETY F($2HHE - 1 H 2[E, 1 H& 200mg 800mg/ H
TAXIZT VT IFE 3 HE 1 H 20, 1 H=E 300mg
o/ A0 &4 HE 1 H 2B, 1H&400mg
LT SOICHEFRENLERIGAIX, F6HEET
Z1H®7Y 200mg LA FT 1 H 800mg £ THY
BETH5ONRLEE LY,
PGB |55 1 HE : 25mgl H 2[H] 400- 600mg/ H
FHHE (10-17 |2 HH 1 H 2, 1 HE 100mg 600mg/ H
%), HAPRE |3 HHE:1H2MF, 1HZ200mg
¥4HH:1H 2[R, 1HE300mg
®5HHE:1H2[E, 1H%E400mg
S OICHEFENLERGAX, 1 H 400~
600mg OHELEHENT 1 H 100mg LA F CHE &
TLHONEFE L,
JER R OREMIS T H 3EESTH &
VY,
PHGHEEH - [T 1 H 1R 595, 300mg/H | 300mg/H
% 1HH :50mg
%2 HH : 100mg
% 3 HH :200mg
%4 HH :300mg
WP 1 AlfEE | UF oA I T ax s A0 LT 1 400~ 800mg/ H
MERFRETE-RCN H 2\, 1HE 400~800mg %59 2%, 800mg/ H

IR HERF B IS
THEGET Do

BOTIELESND RN E

DailyMed [SEROQUEL quetiapine fumarate tablet, film coated(AstraZeneca Pharmaceuticals LP),

2013 4F 10 Ak

79608{78e8a0>
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FEENZB T D FE TR

e SEROQUEL

=t AstraZeneca UK Limited

T B

K - Btk $£#] 25mg, 100mg, 150mg, 200mg, 300mg,
e R RIE

Zhie -« hE WML S (MUOpRAER, KEBER, 7 oF 7 U iBECRIGD & - -85, BES, 8RBEor
HTBEETe)
BEA

EKRIEDAR : 1 H 2R3 5, 1RIERLA% 4 B O 1 HAHEIE, 1 HHIX50mg, 2 HHEIX
100mg, 3 H Hi% 200mg, 4 H HI%300mg &35, 4 HHLE, @EOAHERTH D 300~
450mg/H F CHIET %, BEOBIKK G L BEMITE U THE% 150~750mg/ B O #ibH @ i
T5,

PABEEE % 45 BBEROER : 1 0 2[EE5 T2, BARE IR ZEROMBEEL LTR
JEBALAT: 4 HIElO 1 B &L, 1 HHIX 100mg, 2 HBIX 200mg, 3 H B 300mg, 4 H H X 400mg
L5, SHICHERERVERLAIE, 6 HFEETIC1 HHZY 200mg I T 1 H 800mg £ TH
BT2500EFE LUV,

% BE DOERR G & BAPECIS U THE% 200~800mg/ H O T HHEi+ 5, @EOFRHEIT
400~800mg/ H D#iFHTH 5,

it - i B
(Heke)

PIBEEEICH T A2EHRERDEE : ES01C1 0 1 R#E5T5, BEEGBE 4 B0 1 B HE,
1 HEIZ50mg, 2 HHIZ100mg, 3 HHIX200mg, 4 H HiX 300mg & 4%, @O
300mg TH 5,

PIBEEEFOBEFRRLL : WG RES OBRER, BFERS LONRGREBOFRE LT 5121%, K
MR E ORI T/ = F 7V UACKE LT BFIL, W UARTHEZkET 5, £0%, BF
DERER LORFEIC LY AELZ#ET 523, 1 AFARIE 300~800mg & L, 1H 2[E#EST
bo MEFRRIETIE, RIEADHEEZHVWAZENEETH D,

eMC [SEROQUEL 25mg, 100mg, 150mg, 200mg, 300mg film-coated tablets (AstraZeneca UK Limited),2014 4 3
A%ET
<https!//www.medicines.org.uk/emc/medicine/2295/SPC/SEROQUEL+25+mg%2c¢+100+mg%2c+150+mg%2c+200+
mg%2c¢+300+mg+film-coated+tablets/>

. BRCE T SRR IRIFR
(1) HERA~OER G BT 1
AT B EOEE W, pEk, RILRE~ORS] OHOLRITUTO®EY THY, K FDA, 4—%
bTUT R RS,

(A EovER] 4w, PEfm, RILEE~OHRS
WEIRSE | IR S TAENR L TV D FTREMED & 2 Im NI, TaiR EOA I ERRME 2 LRl % &l S D a0
3528, UHRPOREGICET 2LAMITIMLL Ty, BFEER (T v NEOUHX) ThRIE~OBITHH
HINTWD, Fe, HREBEHICHFRBMHINEN RS STV 5E, FAERICHILESE, MR, FPRiEE, R, 5
BORIKT, SIS OBEDUER-CHEMIMBIEIR N D Db e L OMERH D, )
BRI RATO/mAKRET 58I, BAehIksEL28, [BATBITT L2 eBRESN TN D, ]
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SR
FDA : Pregnancy Category C (2018411 H) *!
F—=A N7 VT DB C (2018412 1) *2

% 1.DailyMed [SEROQUEL quetiapine fumarate tablet, film coated(AstraZeneca Pharmaceuticals LP), 2018 4
11 A &ET httpi//dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=0584dda8-bc3c-48fe-1a90-
79608f78e8a0&audience=professional ]

% 2. Prescribing medicines in pregnancy database(Australian Government)<https://www.tga.gov.au/
hp/medicines-pregnancy.htm>

2E RO

FDA : C

Animal reproduction studies have shown an adverse effect on the fetus and there are no adequate and well-

controlled studies in humans, but potential benefits may warrant use of the drug in pregnant women despite

potential risks.

F—ARNFIVTOHE: C

Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing, harmful effects

on the human fetus or neonate without causing malformations. These effects may be reversible. Accompanying

texts should be consulted for further details.

(2) /NRFEA~OEGIZEET D1
AT DEH EoER VNRE~O#E ] OEOLHITLLTO LB THY, KEDRMNLERVEED
SPC L3R5,

(A EoEE] NNESE~DEE
INREECE T A RAMEIIRET LTV R, (BEARERA 22, )

HHii FLIRNA

KEDHRMILE g USE IN SPECIFIC POPULATIONS < Hick: >

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%) [see Warnings and Precautions (5.7) and Adverse Reactions (6.1)].

Schizophrenia

The efficacy and safety of SEROQUEL in the treatment of schizophrenia in adolescents aged
13 to 17 years were demonstrated in one 6-week, double-blind, placebo-controlled trial [see
Indications and Usage (1.1), Dosage and Administration (2.2), Adverse Reactions (6.1), and
Clinical Studies (14.1)].

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.
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Bipolar Mania

The efficacy and safety of SEROQUEL in the treatment of mania in children and adolescents
ages 10 to 17 years with Bipolar I disorder was demonstrated in a 3-week, double-blind,
placebo-controlled, multicenter trial [see Indications and Usage (1.2), Dosage and
Administration (2.3), Adverse Reactions (6.1), and Clinical Studies (14.2)].

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 to 17 years of age) with bipolar depression, efficacy
was not established.

Some differences in the pharmacokinetics of quetiapine were noted between
children/adolescents (10 to 17 years of age) and adults. When adjusted for weight, the AUC
and C 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 [see Clinical
Pharmacology (12.3)].

HED SPC*2

4. Clinical particulars < i #: >

4.2 Posology and method of administration

Children and adolescents

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. The available evidence from placebo-controlled
clinical trials is presented in sections 4.4, 4.8, 5.1 and 5.2.

4.4 Special warnings and precautions for use < >

Children and adolescents (10 to 17 years of age)

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 (see section 4.8), 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 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 maniaand bipolar depression (see section
4.8).

4.5 Interaction with other medicinal products and other forms of interaction

<>

The pharmacokinetics of sodium valproate and quetiapine were not altered to a clinically
relevant extent when coadministered. A retrospective study of children and adolescents who
received valproate, quetiapine, or both, found a higher incidence of leucopenia and
neutropenia in the combination group versus the monotherapy groups.
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4.8 Undesirable effects < #if: >

Children and adolescents (10 to 17 years of age)

The same ADRs described above for adults should be considered for children and adolescents.
The following table summarises ADRs that occur in a higher frequency category in children
and adolescent patients (10-17 years of age) than in the adult population or ADRs that have
not been identified in the adult population.

The frequencies of adverse events are ranked according to the following: Very common
(>1/10), common (>1/100, <1/10), uncommon (>1/1000, <1/100), rare (>1/10,000, <1/1000) and
very rare (<1/10,000).

Metabolism and nutritional disorders

Very common: Increased appetite

Investigations

Elevations in prolactin 1,

Very common: . .
increases in blood pressure 2

Nervous system disorders

Common: | Syncope |

Respiratory, thoracic and mediastinal disorder

Common: |Rhinitis |

Gastrointestinal disorders

Very common: |V0miting |

General disorders and administration site conditions

Common: |Irritability 8 |

(1) Prolactin levels (patients < 18 years of age): >20ug/L (>869.56 pmol/L) males; >26ug/L
(>1130.428 pmol/L) females at any time. Less than 1% of patients had an increase to a
prolactin level >100ug/L.

(2) Based on shifts above clinically significant thresholds (adapted from the National
Institute of Health criteria) or increases >20mmHg for systolic or >10 mmHg for
diastolic blood pressure at any time in two acute (3-6 weeks) placebo-controlled trials in
children and adolescents.

(3) Note: The frequency is consistent to that observed in adults, but irritability might be

associated with different clinical implications in children and adolescents as compared to
adults.

5. PHARMACOLOGICAL PROPERTIES < #: >

5.1 Pharmacodynamic properties

Children and adolescents (10 to 17 years of age)

Clinical efficacy

The efficacy and safety of Seroquel was studied in a 3-week placebo controlled study for the
treatment of mania (n = 284 patients from the US, aged 10-17). About 45% of the patient
population had an additional diagnosis of ADHD. In addition, a 6-week placebo controlled
study for the treatment of schizophrenia (n = 222 patients, aged 13-17) was performed. In both
studies, patients with known lack of response to Seroquel were excluded. Treatment with
Seroquel was initiated at 50 mg/day and on day 2 increased to 100 mg/day; subsequently the
dose was titrated to a target dose (mania 400 - 600 mg/day; schizophrenia 400-800 mg/day)
using increments of 100 mg/day given two or three times daily.

In the mania study, the difference in LS mean change from baseline in YMRS total score
(active minus placebo) was -5.21 for Seroquel 400 mg/day and -6.56 for Seroquel 600 mg/day.
Responder rates (YMRS improvement >50%) were 64% for Seroquel 400 mg/day, 58% for 600
mg/day and 37% in the placebo arm.
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In the schizophrenia study, the difference in LS mean change from baseline in PANSS total
score (active minus placebo) was -8.16 for Seroquel 400 mg/day and -9.29 for Seroquel 800
mg/day. Neither low dose (400 mg/day) nor high dose regimen (800 mg/day) quetiapine was
superior to placebo with respect to the percentage of patients achieving response, defined as >
30% reduction from baseline in PANSS total score. Both in mania and schizophrenia higher
doses resulted in numerically lower response rates.

In a third short-term placebo-controlled monotherapy trial with Seroquel XR in children and
adolescent patients (10-17 years of age) with bipolar depression, efficacy was not
demonstrated.

No data are available on maintenance of effect or recurrence prevention in this age group

Clinical safety

In the short-term pediatric trials with quetiapine described above, the rates of EPS in the
active arm vs. placebo were 12.9% vs. 5.3% in the schizophrenia trial, 3.6% vs. 1.1% in the
bipolar mania trial, and 1.1% vs. 0% in the bipolar depression trial. The rates of weight gain >
7% of baseline body weight in the active arm vs. placebo were 17% vs. 2.5% in the
schizophrenia and bipolar mania trials, and 12.5% vs. 6% in the bipolar depression trial. The
rates of suicide related events in the active arm vs. placebo were 1.4% vs. 1.3% in the
schizophrenia trial, 1.0% vs. 0% in the bipolar mania trial, and 1.1% vs. 0% in the bipolar
depression trial. During an extended posttreatment follow-up phase of the bipolar depression
trial, there were two additional suicide related events in two patients; one of these patients
was on quetiapine at the time of the event.

Long-term safety
A 26-week open-label extension to the acute trials (n=380 patients), with Seroquel flexibly

dosed at 400- 800 mg/day, provided additional safety data. Increases in blood pressure were
reported in children and adolescents and increased appetite, extrapyramidal symptoms and
elevations in serum prolactin were reported with higher frequency in children and adolescents
than in adult patients (see sections 4.4 and 4.8). With respect to weight gain, when adjusting
for normal growth over the longer term, an increase of at least 0.5 standard deviation from
baseline in Body Mass Index (BMI) was used as a measure of a clinically significant change;
18.3% of patients who were treated with quetiapine for at least 26 weeks met this criterion.

5.2 Pharmacokinetic properties < i+ >

Children and adolescents (10 to 17 years of age)

Pharmacokinetic data were sampled in 9 children aged 10-12 years old and 12 adolescents,
who were on steady-state treatment with 400 mg quetiapine twice daily. At steady-state, the
dose-normalised plasma levels of the parent compound, quetiapine, in children and
adolescents (10-17 years of age) were in general similar to adults, though Cmax in children
was at the higher end of the range observed in adults. The AUC and Cmax for the active
metabolite, norquetiapine, were higher, approximately 62% and 49% in children (10-12 years),
respectively and 28% and 14% in adolescents (13-17 years), respectively, compared to adults.

% 1.DailyMed [SEROQUEL quetiapine fumarate tablet, film coated(AstraZeneca Pharmaceuticals LP), 2013 4
10 A 5T <http//dailymed.nlm.nih.gov/dailymed/lookup.cfm?setid=0584dda8-bc3c-48fe-1a90-79608f78e8a0

>

* 2.eMC [SEROQUEL 25mg, 100mg, 150mg, 200mg, 300mg film-coated tablets (AstraZeneca UKLimited), 2014

FE3AUGI<

https://www.medicines.org.uk/emc/medicine/2295/SPC/SEROQUEL+25+mg%2c¢+100+mg%2c+150+mg%2c+2
00+mg%2c+300+mg+film-coated+tablets/ >
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