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BTG I AZEB LRTHIER L2002 End, 72F TV RETORBEII I TORNT &
L L7,

PRBHEREE ORIV TIE, KO DT Y — ROIREBGIREC, KO DIRPEREE & AU
BEEDK ) DIFT Y — ROERNES TIERWEE L H Y, FEEOBIETIE, 1BERESH,
RO OIRPEREE & 2B SN BE TV T, AR IR REE~ZENERE I ND 2 &b
HbH, KIOFHEEICH LTI/ =F 7 B XREE, WMEREEICH L TZ=F 7 2 IR $ETiE
ISERG L, ZORBET, KO OWRMEREICT HIEFEEE LT/ =F 7BV XR ENES
Ih, £0%, PRMEEEICZHNEEINTLE, 72F 7 XRENGZ TF 7 B IR §E
OV IR ZNKEL 720 [BEBG CORILS TPEINT, £, A RRCTHLZ L%
HHIZ, PRRMEFEEICZENEE SNH S, @INSN T =F 7 B XR SERKRR G S5 72
&, WEMERAOBLETHE LS VR b 4 U7,

UED XS, KO OWMEREEICKT 2% b, KO DWtERELRI L KOHEETH D
PHBHEREE O K H DT Y — RICHHT 2% T, IREOFIEMHIZMZ, 2WREE I
ETCHUHFEREZLEL LW 2F 7TV XREZERIRT LI EDRLEE L WEE X, o,

T AT T AR 3



JF T TV

1.5

ERXIEROZEBRUVRAFEDORZE

AFNOK D SItEREE 2 x5 & U7BIFsIE, AF O BHGRIERE O 5 DIRRE
FERNCFIEL TS,

H

AHN DBR%E DA E

X 1.5-1

IRT,

7 AT T AR

-
—

i % BT KRR

[F1N



J T FT T~ LR o
EEREXIIHEROBEBERURFEORZE
1.5-1 BRFEOEER (1/2)
Rt

Zee mom | o | |
L

RBNAE

MhERMST

o
P w0 ||
FumesE] o | |

FIMAEHER




g FT T VR

HENE RiEs4t

Zet] wo#m | o | |

MAEEM T -
B

L

-

FRPR AR

gusts | o | |
FumEs®| o ||

4 1.5-1

FAFEDREER (2/2)

1.5
EREXEERORERUVHEDRER




JF T TV 1.5
ERXIEEROBERUHARDRZE

1.5.2.1 ZEERIREERDREHE

1.5.21.1 REICET HHE

AHNE AstraZeneca fENBHFE L7227 = F 7 B OIREERAITH D, - AR K 0 AR
FER ORGE TR OB 2 BIMA LTz, BAIOLEMIZ OV T, ER 1S 4 6 A 3 BAHESRFERE
0603001 & [T EMREBR AT A T A > DUGEIZHOWNT ) HOVERL 9 4E 5 A 28 HATSEES 422 5 T8
JEER N QST RUAN O 22 EHRBR AT A BT A 2N T 12T %, EMRGFABR, nsasr & O
wilEER GRE, wERoVLRS) | =7 Lvma Lz, 2017 422 ABiE, EAET
DRBIEENEONTEY, WPFROMRERHICBW T AL ETH o712, 2B, U
2017 48 2 HBUEMGET Th 5,

1.5.2.1.2 ZFEHER

7 TFT B O SEEE R O SR ERER AR X' v 7 = VEEORIRIH GRS G S i C
W5, Alal, BRRMAFEEIZST 5 9 DIEROWEZ #HIGE & L7 AHFEICSHT- D, AstraZeneca £k
THEM SN T OAFERBRE R ESZER L L TR LT,

Bl <ot H R CTRE SR REY M5 OFFZEE, NI UAR—F—ROS FrFy
RIATKET 2 BRI NS BESR FLEVEA, MRk AW o BRI 2 ER KOV L= B
7 U VY AABLEERIZOWT, &HE in vitro ZEERREBRN G S vz, £72, 7 =TT IO
WTC, Br 7 AEEOYIEIHGERFICRHE L TW RS T SRS RE, T AR—F—, BHEK
OA F 2 F % 2T DERP R S, 7rds, PURMERE O 5 DIREEOfEL S BT
TIIFAE LR Z &b, 2h 1 2 AT 23R & U TR 72 in vivo FEFERBR 1T FEHE L TV 7220,

1.5.21.3 IR, 77, KBH, BEHOFER

I TFT T )VIRE O IR I ENREIZ B9 B in vitro KL OV in vivo R OREBREGEIZT B2 7
T VEER) R R B EMBE R IRl S T D,

s TVEERRERIC, FEERERYEERRRE L X7 v MERICRB 7 2 F T, R
# ML (N-IIE T L LT OKEE(EAR), M2 (7-KBRILAR), M4 (S-ER(LR) KOYMS (N-iL7 L%
AR) OREENRY T =gy, WNCT v M 2 F T I~ VRO L&D
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1.5.2.2 ERREHERDIRHE
ARG GEAGRHFHICRB T, FHME R & ALE A 72 BB OB 2 7”7,

1.5.221 S I HABRRUVERKEEGR
15.2.2.1.1 % 14858 [CL-0009]

DK 5 IR E B & B IAA] 150 mg, 300 mg K T8 600 mg % [SAER A% E Lz &
& O R O BE & MGt L=,

1.5.22.1.2 HE@mESE | #H5EER [CL-0002]
R DR 5 DIFPERREE B 2 XTI AHK] 300 mg ZARIR7LHIE R 7 ¥ 2 — L X TIE R & [F]
FROWI A 7 ¥ 2 — )V CIRAER ARG Lz & & Ot M OFEWERE 2 M5t Lz,

1.5.2.21.3 BEDZFZZEHE [CL-0003]

SRR N B ME A BRI, AH 50 mg $EA 22N TR RIE&, &iEliR) (ZHRE
ARG LIeLED, 72FT7 0 OFEYBREBIZKITTEFOREL WL M2 B L,

152214 TJIKRFHY IO LEOEYHEEERIE [CL-0004]

FEEEREEE RN B 23512, CYP3A4 DFFWHERITH D 7 VAR FH I 2 ERORE%
AFNEGEH L&D, ZARFY I N7 o F 7 OEMBREIC 5 2 B KR N2 MEs o
WTTRRET L 72,

1.5.2.2.1.5 HEIMOEYSIRELLEEER [CL-0006]

KO ORMEERT 25U, EEMR, BIEAE2%x2 7 v 24— "—{EIZCTHR—HA&DOARHA
50 mg $E K TN 150 mg $E& AR L7z & & OERE K O a2 et L,

1.5.2.2.2 FIHARUE Il FHEER
15.2.2.2.1 I/ #8588 [CL-0021]

PR ERFEDOK I DR Y — RERE LERBRTHY, BEIH (7R _H=
EMRBEEILEGRER) SRR L GEEmIERT Rk 5 8R) 2ol En s, 1B I1HTIE,
AFI300mg/H XX 77 vAR%E “HER FICT8EMEOAES L, MADRS &5t A a7 OE{LEIC
KOS AR OT 7 v RIS DB EERBR Lz, £72, AFIOREM R CEYEREIC SV TR
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A L7, R IEITIE, WRIMEZZET LIZBEICH LT, AFERIIREG Liche oz aett,
BHRWER OFEENREIZ DUV TR L 72,

152222 Him&HER [CL-0022]

R O BRMEFEEBE DK H DT Y — REX4UT, AHF| 150 mg/ H XIXAHA] 300 mg/H % I
BERTICTEMES LG 0R e, ALK ORISR L,

152223 HFIYEHER [CL-0023]

PBPEREERFE DK DT Y — REMRIZ, B{EAL2x2 7 8 24— R—IEIZ TR
50 mg $E M OVARHAN 150 mg 8% CNVENIEEMR TS TG LTIEGE A ME, ZatE Rk O3y Bt
R L7,

1.5.3 BB+ HEFERR

JTFTEV IR BEX, REICBW TRANCAR S, 201547 H 31 HRFRT, b KHHE,
PBMEREE OEREE, SHRIEREE O 5 DOIREE, BUBMEREE OMERRRIE Z & Tokk & 7255 C, 90 7
ELU EIZBWTEBEZBGE L T 5,

7 F T BV XREEE, KEIZBWTRIICER S, 201547 A 31 HRET, A KTE,
PBPEREE OBERAE, BRSO 5 DIRRE, PRRMEREE OMERPRTE, KO DWRtEiEE, St
L E % B Tekk 2 7eiInC, 90 A ELL EIZHB W TRE A TS LT\ D,

154 HAERUTREHE
1.541 RXxT4v b
1. WBMEREEICS T 2 5 DREICRHT 550 5%

5 /I AHERER [CL-0021] OIGH# I WIOFRER XY, TEFMMEE CTh D105 1 MIRAERRZI T
% MADRS Gt A a7 OR—RAF A b OELEIZEBWT, KAI1300mg #E & 77 B AR L O
g I EEEOZE (W] 95%EREIK ) 1, AKI 300 mg BEICIBWT, 77 BAREEL L THEEHY
ICAEERIKTRRD Oz, £72, BIKGHEEE TH D HAM-D\; &5t A2 7 TH, AHK| 300 mg
FIZBW T 7R L L THEHCH BERIR T A4 b7, CGI-BP-S X T} CGI-BP-C (241
TH 7 78R %E LRI AIMED IR ST,

LEXD, RENIAREREFICIST 5 9 DREZUET D 2 L3 R S,

2. REIEGRORMMEE e (BEE)
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25 /I AHRUER [CL-0021] T, 10 LI Z 52 7 Linii I WNCRBAT L7 /BB ORI 4 52 B i
5 LTz, BRMEICOWT, 165 T TAH 300 mg BECEI Y 117 H 72 8BFICEBIT 5 MADRS &3t
A AT DL, _R—=ATA b SHFE TR T L, TO®%LIFERKKFE TCAa 7T
IHERF ST, IEDOFERHMEIEE (HAM-D,, &5t A =7, CGI-BP-S, CGI-BP-C) Tb, A
W AR £ TARI O RITHMERF Sz, ZatEicon T, EMEEIC X 0 AEFELOIEBEHN
ICRERE(RIZA LT, BERREC/ A Z YA L TH BT RRBEITEED bR o7,

U bXv, RENTEMBESROEME, ZeErmERsh, EMcbi 2850 REThHD &
Ez b,

3. 1 H 1 [EERSICE D2 RFEH

— RN BRPEREE D 5 DRI LT, SR TR 72 2 MR 217 © "TREMED &
o RURT e 77 ATEETHY, HEREPDRWVNEET Fe 7 7 U ARELS D LE
Z BB [[EE, 2009, AFNIARAMERAITH Y, & W ARRER [CL-0021] TiF, A#liZ1H 1
ISR G ORI FEICBIT 2 5 DB AUET 5 Z LRI, L7eh>T, KAl
X1 H 1 EgERRGEETHZLICEY, TReT T R&mEL, MEEREED 5 SREDIE
BIZEMRCTE b B2 6T,

4. ElE ~OF 55
i E B [CL-0022] TIE, 65bl LOMRBMEREEF DK S DRy — N BB In/-a#E
(2, A 150 mg/ H X ITAKAI 300 mg/H % 52 BE#E L7#55%, MADRS A&t A 27 OFEIMHEIL,
TRBE 5BLAHR L D A IR L, 1BRUIRKEREE TR a7 ORI Sh, BT LI
BIWEEHTH, WEREICE 5T MADRS 5t 227 O L RIE T RA ST,

BT a7 =L, 72 F T B IR ERCADEIRABR TN E TITHERINTWND HD
ThY, BB BTz,

LUEEY, w3 5 D ARH O FITTa WAL £ TR

t

]

=

L, #eMEIC-OVWTHRE AR

IRV EE 2 BT,
1542 YRS

1. BERORHY 27

5 T/IT FHARER [CL-0021] OIEH 1T, A 300 mg #E Tl b 2 < 3881 L 1o EF G K OVEER
HEOBEBMENEETERVWAERRIIBERCTH 72, TORARIL, 77 REELY bE-
776

AANT X HBIREO AR R DO EFRORIY A7 2B L, BEOREAECBITLH
BB O IR MR & £ O B O BREICHE SR T2 Z LI W THEBTOILERDH L EE X BTz,
ZD7, WAXETE, BHH EOEBEOEREREANEEQHEIZ [V 2F 7 dEL LTH
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WARRICER T 2720, R, EEF) - £ - KT ERRENEOERTAEZ L2203 H5D
T, AH GO BE I HBHEOERFEMGIRZ M O M OBEIERE SRV LS ICEET S
Tl mRETHILICEY, EEMEST LS L L L,

2. HEARSNEIER

PURBMIR RO BIZ L0, HEFEVEREEANBEIER N A BN D Z ENmbN TN D, %mmmﬁ%
[CL-0021] DVEHE THNZIWT, HEARSKIERICBIE T 2 A EFZORBIRIL, 77 vARFIC
KA 300 mg BEOFBLEN G o T, HERIMBIERICBEET 28FFRD S B, b %< %’%fﬁb
TeDIET T2 27 Thole, 1BHE & VR0 1A OFE 7T C, 165 1 TAHI 300 mg FELZHE
DAHT HITZERE T, $EHARNSERICBEET A ERFLZOI L, KOS BRLIZOEFT IV
T THoT,

7 TFT B IR SEOKA RFVEZ )15 & U7z E N ERAR RS L O ORI 3800 T, #ERIh
IR HE SN TEBY, 7oF T IRE @4 e s ) OBRMSGEOHER EoEE
T, BEROEKXZEWEHOE TERIEV A XX TIZOWT, ZOMOFIVERHOE THEAS
FIERIZOWTEHHH L TWD, 2078, 7=F 7V IR 8 (B4 Br s ) O CE
ERARIS, M EOEEORENWER OBERZ2RIER KO OO RIVER OB ST 2 5L#d %
N DY

3. M & O HbAle ~0 %%

5 /I ARRRBR [CL-0021] OR#E ISRV T, MmBEE & OV HbAle & H12, 1AW I &R
R=RAT A D OEEICRE R EBIA LR o7z, TEF T & I68 1182 OF 7o fighr ¢
by, JEHE T HATTARH] 300 mg BEZEID £ SN2 B TIE, B L O HbALe & HI2, 1Bk
HEEDNR—=2 T A OB BIZRE BT LR 5T,

—F, 7ZFTECIREE (A4 Er s v) ORMCETIE, mbEER O HbAle ~D#
BT LT, BEROMEAREL, A LOEEOEERE, BEALAKES K OFEIVER
@Ejvtﬁml TEF OTE CHEE WA 2 FE# L T 5, 5 TV AHRRBA [CL-0021] i, B} O HbAlc
EBICREREIFNIA LN DT b DD, KElL 7 =F 7 B IR IR —OH R &2 &/ L
TNDZ NG, AROFMNLETHLZ7 2 F 7 EV IR EE (W4 vr s ) OFRMNTELR
ERIZ, MUBEE KON HbAle ~OF BB L TEEROHEERZREL, M LodgoEER S,
BEREANEEROCRIEH OBERREEAOE TIEEMEZ M52 L & L,

4. BHF - FETCEE

75 I ARERER [CL-0021] TIaW I HICH T 2 ARICHET 2 A EFZORIRIL, TR
# & FK949E 300 mg HE CRIFEE H o 72 b DD, AKFEEHNZI VT HZRIZEE T 56 FEHFL N A
v, @R [CL-0022] TiX, SETHITA LR -T-0, BRRICHEET 2 HEFROIE
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BRI LT, WAGIERE [CL-0023] TIX, SECFLOAZCEETST 2 HEFLORIIIADL
nighnot,

WRENEREE MBS 1L, ARTHROAREEBEIT SV A7 BEN I EBMbATHY, RE
DFHE LTHRICESD r—2 b b H[FE, 2010). BGRB8 0 FARER O 4 FERIE RIS
15%TdH D, PHHEREEEH O 25%~50%30 72 < &b 1 a0 BRI OREER D & 2% [Jamison]
oodl. F7=, MR E BF O B RBEATE (RRSUIER) 13T 6.1% & OWMEDRH 5
[Baldessarini, 2003], HAIIBFETEY — FTHIFEALAELT, FICKIOFE Y — RicAkL
% =k hab[fsometsd, 1993, FAEDEIRIEAEVNK 5 DIF T Y — RIS E G [ C
bb, ZORY, FITETE, HRCKOBERCHRSELET 5 BESITH L THEA Lo
EEOMERE, BEARMAWEEROZOMOEZOE CEEREL TR L, FICREOFIK
SICHLHMAEITOE, BEAEANEEOH CHEEREL LM T L L L L,

155 ERNIZHEIT5ERFIOERKMGIE S T

PHBHEREEIX, K0 H D WILEIE OB L2 AN RBEE L T2 mMEETH Y, BRkEE, 5o
RREZARV KT, Z7=F 713201045 11 A 10 HEED 155 6 [0 R OB O mE W ARK
PRI - ISR S COMBTOREE, DIMEREIZB T 5 9 IR 13T D EE Lo
BRSO & <4, 2010 4F 12 H 13 BIZEAGEE 7 O BRFBE AR S ivle (FRk 22 4
12 H 13 B EEHE 12138 1 5, BAEEARE 1213456 1 5), AFIOBRREGE R, A
BEE D 5 DARREIC T DG 2 AT 2 EANIAAE L TR o oy, AFIOBIRHIcA T e
VA DRRRPEREEIZ I 5 9 DR OUGE ] OIS ERG L, ks, A7 e id Dk
PEEIC IR D BER OS] IZHOVWTHELEZRGL TWD, 47 P DSV TARIIZI N T
R FEE I AR & L Cll)s 2 BUS L TV A HUEMIRIRIZ 7T U 77— Th Y, DR
PEFEE IS DEER OB & L CHECEZ TG L TWD 23, TRRRERREICIT 5 9 DR Dk
2| OBJSITESEF LTV, £, TR THREFEEICBTA2R0=E Y — ROH
F o FENE OIS EBUG L WD, TIRIEREEICEB T 5 5 koM oS TmE L
TR, ERBE T, SMEENA R4 BTN TWE Y F UL, NLTalg, B
N BEL E WS RN REENMEH STV DA, BHGMEREREIS T 2 BuREE ISk L2 F
THDOHRTHY, BRMEREEIZIIT S 5 DRI 28I XS LTz,

J T T ENIENNAORFEIREST A R T4 T LERROIEA| L & HIBRMERE O 5 DfRThE
DRI E U THER SN DA L oo TERY, ZRNICIEH @R L L UEMT O T0D D
DbHDH, AIHTIE, 7F 7 EANIBIBRHEREE D 5 SREOIRRED T2, WIS THEA ST
Wb, TO—FHT, WFHEZ%T 5 REFEIZBWTE, BARZMEZ I ERE TR 5
ORI DS SN RERREE A U D 2 L3 D 72 < RV EE 2019, &R A K
TANZTHRINTWD I = F T B UL, BABMEREE O 5 DRBICEZ T HIERIE LS L CTER
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FOVEVENE L, BISIMER SN TWDEEEZRET 572012, ARFID DIRGMEREEIZBT 5
I OFEROUE ) OIS A TG T 2 2 ENEEND,

Flo, 7T T EATMIMNTIBNT, HEKRIE, BHRMEEE OBRRRE, BRMEREE O 9 4k
RE, WHBIERETE OMERFEHE, KO OtEEE, SRS %2 G tekkx 72sicxt L, 90 7 [H
PLETHAREZRGLTEY, BEFRICOEVEBKRTHERAEINL VD, ABIZBWNTYH, F—0OF%)
WrEEA LTS 7 2FT7EVIRE @4 Eu s o) 1%, SEKRHEZBEIEE LTE
DT DR ERRH D,

AFNTE W AHRER [CL-0021] (28BW\WT, MBMEREEICI T 5 5 DREEZWHET D Z &2
BNz, TOMRITZEMICOI VMR SNS Z bl z, ZatElic oV T, HEiRen
BEIILDETIAFFEOFEMEDOREN AL ONIZN, INbORENT a7 4 —ViX, 7
TFT BV IR ERHIDOERRBR CINETIHRINTVDIHOTHY, Hii-2MEITRD 5
N hoiz,

LLbEXY, BRBPEREED 5 RIS L, 7 =F 7 E U BEECENAOIERTA KT 4 12T
TR L U CHERE S, AR CIGEIGIMER STV DRIISEWT, ARAFI2S DIEMEREIZE
J5 5 IR OUE] AAHE - R E L THEISE IG5 Z L iE, BAMICERRS LD LH
2D,

156 »Ee-®HR (B), AE-AE (B)
AHNDFER ORAT 4 v e VR Z2BEL, ENICET AR OZRE - SR KOk - A
BZUTOLDICHREL, ERMBERTTAGERFELIT) Z &L L,

he - R
| BB (B B 5 ik otkE |

Hix - B=

W, AR =F 7L LT ES0mg L VREEBMAL, 2 HUL EOREEZHIT T 1
] 150 mg ~HET D, TO%, IHI22 HU LEORIEZH 1T, #EHETH S 1 (8] 300 mg
BT D,

7B, WINRb 1 H LERERE L, B% 22U EHT TROKET L&,

-----------------------------------------------------------------------------------------------------------------------

(% - ARICEES SEALOEE) |
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
SEROQUEL XR safely and effectively. See full prescribing information
for SEROQUEL XR.

SEROQUEL XR® (quetiapine fumarate) extended-release tablets, for
oral use

Initial U.S. Approval: 1997

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS; and SUICIDAL
THOUGHTS AND BEHAVIORS
See full prescribing information for complete boxed warning.
Increased Mortality in Elderly Patients with Dementia-Related

Psychosis

. Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death.
SEROQUEL XR is not approved for elderly patients with
dementia-related psychosis.

Suicidal Thoughts and Behaviors

. Increased risk of suicidal thoughts and behavior in children,
adolescents and young adults taking antidepressants. @

. Monitor for worsening and emergence of suicidal thoughts and

behaviors.

-------------------------- RECENT MAJOR CHANGES -
Warnings and Precautions, Falls 02/2017

--------------------------- INDICATIONS AND USAGE  ----------mmmmmemmmm e
SEROQUEL XR is an atypical antipsychotic indicated for the treatment of:

. Schizophrenia

e Bipolar I disorder, manic or mixed episodes

. Bipolar disorder, depressive episodes

. Mia'or depressive disorder, adjunctive therapy with antidepressants

---------------------- DOSAGE AND ADMINISTRATION -------——m e

Swallow tablets whole and do not split, chew or crush

Take without food or with a light meal (approx. 300 calories)

Administer once daily, preferably in the evening

Geriatric Use: Consider a lower starting dose (50 mg/day), slower

titration, and careful monitoring during the initial dosing period in the

elderly. (23, B3)

e Hepatic Impairment: Lower starting dose (50 mg/day) and slower
titration may be needed (2.4, B2, [2.3)

Indication Initial Dose | Recommended Maximum
Dose Dose

Schizophrenia - 300 mg/day | 400-800 mg/day 800 mg/day

Adults

Schizophrenia - 50 mg/day 400-800 mg/day 800 mg/day

Adolescents (13 to 17

years) (2.2]

Bipolar I Disorder 300 mg/day | 400-800 mg/day 800 mg/day

manic or mixed -
Acute monotherapy or
adjunct to lithium or
divalproex - Adults

Bipolar I Disorder, 50 mg/day 400-600 mg/day 600 mg/day
manic Acute
monotherapy -
Children and
Adolescents (10 to 17

years)

Bipolar Disorder, 50 mg/day 300 mg/day
Depressive Episodes -

Adults

300 mg/day

Major Depressive 50 mg/day 150-300 mg/day 300 mg/day
Disorder, Adjunctive
Therapy with
Antidepressants -

Adults

1.6
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--------------------- DOSAGE FORMS AND STRENGTHS --—------------——--
Extended-Release Tablets: 50 mg, 150 mg, 200 mg, 300 mg, and 400 mg

CONTRAINDICATIONS
Known hypersensitivity to SEROQUEL XR or any components in the
formulation.

----------------------- WARNINGS AND PRECAUTIONS  -——-----memmeemeeee o
. Cerebrovascular Adverse Reactions: Increased incidence of
cerebrovascular adverse events (e.g., stroke, transient ischemic attack)
has been seen in elderly patients with dementia-related psychoses treated
with atypical antipsychotic drugs
e Neuroleptic Malignant Syndrome (NMS): Manage with immediate
discontinuation and close monitoring
e Metabolic Changes: Atypical antipsychotics have been associated with
metabolic changes. These metabolic changes include hyperglycemia,
dyslipidemia, and weight gain
e Hyperglycemia and Diabetes Mellitus: Monitor patients for
symptoms of hyperglycemia including polydipsia, polyuria,
polyphagia, and weakness. Monitor glucose regularly in
patients with diabetes or at risk for diabetes
e Dpyslipidemia: Undesirable alterations have been observed in
patients treated with atypical antipsychotics. Appropriate
clinical monitoring is recommended, including fasting blood
lipid testing at the beginning of, and periodically, during
treatment
. Weight Gain: Gain in body weight has been observed;
clinical monitoring of weight is recommended
Tardive Dyskinesia: Discontinue if clinically appropriate
e Hypotension: Use with caution in patients with known cardiovascular or
cerebrovascular disease
e Increased Blood Pressure in Children and Adolescents: Monitor blood
pressure at the beginning of, and periodically during treatment in
children and adolescents
e Leukopenia, Neutropenia and Agranulocytosis: Monitor complete blood
count frequently during the first few months of treatment in patients with
a pre-existing low white cell count or a history of
leukopenia/neutropenia and discontinue SEROQUEL XR at the first
sign of a decline in WBC in absence of other causative factors [5.10
. Cataracts: Lens changes have been observed in patients during long-
term quetiapine treatment. Lens examination is recommended when
starting treatment and at 6-month intervals during chronic treatment

]

ADVERSE REACTIONS
Most common adverse reactions (incidence >5% and twice placebo):

Adults: somnolence, dry mouth, constipation, dizziness, increased appetite,
dyspepsia, weight gain, fatigue, dysarthria, and nasal congestion (6.1)
Children and Adolescents: somnolence, dizziness, fatigue, increased appetite,
nausea, vomiting, dry mouth, tachycardia, weight increased (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

. Concomitant use of strong CYP3A4 inhibitors: Reduce quetiapine dose
to one sixth when coadministered with strong CYP3A4 inhibitors (e.g.,
ketoconazole, ritonavir) (23, -1, [2:3)

. Concomitant use of strong CYP3A44 inducers: Increase quetiapine dose
up to 5 fold when used in combination with a chronic treatment (more
than 7-14 days) of potent CYP3A4 inducers (e.g., phenytoin, rifampin,
St. John’s wort) (2.4, £.1, [2.3)

e Discontinuation of strong CYP3A44 inducers: Reduce quetiapine dose
by 5 fold within 7-14 days of discontinuation of CYP3A4 inducers
B

||
----------------------- USE IN SPECIFIC POPULATIONS e

e Pregnancy: Limited human data. Based on animal data, may cause fetal
harm. Quetiapine should be used only if the potential benefit justifies
the potential risk

e Nursing Mothers: Discontinue drug or nursing, taking into
consideration importance of drug to mother’s health

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide

Revised: 02/2017



1.6
HNEERIRRE

FULL PRESCRIBING INFORMATION: CONTENTSH

.3 Adjunctive Treatment of Major Depressive Disorder (MDD)
.4 Special Considerations in Treating Pediatric Schizophrenia and Bipolar

. M ocli ficati
R.4 Dose Modifications in Hepatically Impaired Patient:
P.5 Dose M otﬁ fications when used with CYP3A4 [nhibitor:
P.6 Dose Modifications when used with CYP3A4 Ind

R.7 Re-initiation of Treatment in Patients Previously Discontinueg
2.8 Switching Patients from SEROQUEL Tablets to SEROQUEL XR

4 CONTRAINDICATIONS
WARNINGS AND PECAU TION§
5.1 Increased Mortality in Elderly Patients with Dementia-Related |
Psychosi
.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adult:
5.3 Cerebrovascular Adverse Reactions, Including Stroke, in Elderl
Patients with Dementia-Related Psychosi:
0.4 Neuroleptic Malignant Syndrome
5.5 Metabolic C!
5.6 Tardive Dyski
5.7 Hypotensio
5.8 Fall:

.9 Increases in Blood Pressure (Children and Adolescents)
.10 Leukopenia, Neutropenia and Agranulocytosi.
1 Cataracta
2 QT Prolongatior]

3 Seizure:

Hypothyroidis
Hyperprolactinemi

4

5

6 Potential for Cognitive and Motor Impairmen
7 Body Temperature Reéulatioa

mmmu\mmu\lm

N

8 Dysph_agﬂ
9 Discontinuation Syndrom
ADVERSE REACTION
.1 Clinical Studies Experienc
.2 Postmarketing Experienc
DRUG INTERACTION;
.1 Effect of Other Drugs on Quetiaping
.2 Effect of Quetiapine on Other Dru
USE TN SPECIFIC POPULATIONS |
.1 Pregnanc
8.2 Labor and Deliveﬂ
8.3 ] \Iursing Mother:
.4 Pediatric Usd
.3 Geriatric Usg
Renal Impairmen
Hepatic Impairmen
UG ABUSE AND DEPENDENC
.1 Controlled Substanc
D.2 Abus
[0 OVERDOSAG
0.1 Human Experienc
0.2 Management of Overdosa
ESCRIPTIO
LINICAL PHARMACOLOG
2 ech&ism of Actio
2.2 11arrnac0d namic
2.3 Pharmacokinetic
[13 NONCLINICAL TOXICOLOG

3. Carcinogenesisi Mutagenesisi [mpairment of Fertili
3.2 Animal Toxicolotgﬁ and/or Pharmacoloég
[14 CLINICAL STUDIE
4.1 Schizophreni
4.2 Bipolar Disordei
4.3 \/Ia]'or DeEressive Disorder, Adjunctive Therapy to Antidepressant;
6 HOW SUPPLIED/STORAGE AND HANDLINﬁ
7 PATIENT COUNSELING INFORMATIO

17.1 Information for Patient
EDICATION GUID

N

o] [oe]

2| 1%

o] [00]

T

bl Bl (B

pD

O

=

P

ﬁSections or subsections omitted from the full prescribing information are not listed.

I



1.6
HNEERIRRE
FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-
RELATED PSYCHOSIS; and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death [see [Warnings and Precautions (5.1)]. SEROQUEL XR is not approved for
the treatment of patients with dementia-related psychosis [see [Warnings and Precautions (5.1)].
Suicidal Thoughts and Behavior

Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents, and
young adults in short-term studies. These studies did not show an increase in the risk of suicidal
thoughts and behavior with antidepressant use in patients over age 24; there was a reduction in
risk with antidepressant use in patients aged 65 and older [see |Warnings and Precautions (5.2)].
In patients of all ages who are started on antidepressant therapy, monitor closely for worsening,
and for emergence of suicidal thoughts and behaviors. Advise families and caregivers of the need
fo-rc;ose observation and communication with the prescriber [see [Warnings and Precautions |
SEROQUEL XR is not approved for use in pediatric patients under ten years of age [see
[Specific Populations (8.4)].

1 INDICATIONS AND USAGE

1.1 Schizophrenia

SEROQUEL XR is indicated for the treatment of schizophrenia. The efficacy of SEROQUEL XR in schizophrenia was
established in one 6-week and one maintenance trial in adults with schizophrenia. Efficacy was supported by three 6-week

trials in adults with schizophrenia and one 6-week trial in adolescents with schizophrenia (13-17 years) treated with
SEROQUEL [see [Clinical Studies (14.1)].

1.2 Bipolar Disorder

SEROQUEL XR is indicated for the acute treatment of manic or mixed episodes associated with bipolar I disorder, both
as monotherapy and as an adjunct to lithium or divalproex. The efficacy of SEROQUEL XR in manic or mixed episodes
of bipolar I disorder was established in one 3-week trial in adults with manic or mixed episodes associated with bipolar I
disorder. Efficacy was supported by two 12-week monotherapy trials and one 3-week adjunctive trial in adults with
manic episodes associated with bipolar I disorder as well as one 3-week monotherapy trial in children and adolescents (10
— 17 years) with manic episodes associated with bipolar I disorder treated with SEROQUEL [see |Clinical Studies (14.2)].

SEROQUEL XR is indicated for the acute treatment of depressive episodes associated with bipolar disorder. The efficacy
of SEROQUEL XR was established in one 8-week trial in adults with bipolar I or II disorder and supported by two 8-
week trials in adults with bipolar I or II disorder treated with SEROQUEL [see |Clinical Studies (14.2)].

SEROQUEL XR is indicated for the maintenance treatment of bipolar I disorder, as an adjunct to lithium or divalproex.
Efficacy was extrapolated from two maintenance trials in adults with bipolar I disorder treated with SEROQUEL. The
effectiveness of monotherapy for the maintenance treatment of bipolar I disorder has not been systematically evaluated in
controlled clinical trials /see |Clinical Studies (14.2)].




1.3 Adjunctive Treatment of Major Depressive Disorder (MDD)

1.6
HNEERIRRE

SEROQUEL XR is indicated for use as adjunctive therapy to antidepressants for the treatment of MDD. The efficacy of
SEROQUEL XR as adjunctive therapy to antidepressants in MDD was established in two 6-week trials in adults with

MDD who had an inadequate response to antidepressant treatment /see

Clinical Studies (14.3

/.

1.4 Special Considerations in Treating Pediatric Schizophrenia and Bipolar I Disorder

Pediatric schizophrenia and bipolar I disorder are serious mental disorders, however, diagnosis can be challenging. For

pediatric schizophrenia, symptom profiles can be variable, and for bipolar I disorder, patients may have variable patterns
of periodicity of manic or mixed symptoms. It is recommended that medication therapy for pediatric schizophrenia and

bipolar I disorder be initiated only after a thorough diagnostic evaluation has been performed and careful consideration

given to the risks associated with medication treatment. Medication treatment for both pediatric schizophrenia and bipolar
I disorder is indicated as part of a total treatment program that often includes psychological, educational and social

interventions.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions
SEROQUEL XR tablets should be swallowed whole and not split, chewed or crushed.

It is recommended that SEROQUEL XR be taken without food or with a light meal (approximately 300 calories) [see

Clinical Pharmacology (12.3

/-

SEROQUEL XR should be administered once daily, preferably in the evening.

2.2 Recommended Dosing

The recommended initial dose, titration, dose range and maximum SEROQUEL XR dose for each approved indication is
displayed in Table 1 below. After initial dosing, adjustments can be made upwards or downwards, if necessary, depending

upon the clinical response and tolerability of the patient /see Clinical Studies

Table 1: Recommended Dosing for SEROQUEL XR

/4.1

/4.2

and

14.3)].

Indication Initial Dose and Titration | Recommended Dose Maximum Dose
Schizophrenia - Adults Day 1: 300 mg/day 400-800 mg/day 800 mg/day
Dose increases can be made
at intervals as short as 1 day
and in increments of up to
300 mg/day
Schizophrenia - Adolescents | Day 1: 50 mg/day 400-800 mg/day 800 mg/day
(13 to 17 years) Day 2: 100 mg/day
Day 3: 200 mg/day
Day 4: 300 mg/day
Day 5: 400 mg/day
Schizophrenia Maintenance | n/a 400-800 mg/day 800 mg/day
- Monotherapy - Adults
Bipolar I Disorder manic or | Day 1: 300 mg/day 400-800 mg/day 800 mg/day
mixed - Acute monotherapy | Day 2: 600 mg/day
or adjunct to lithium or Day 3: between 400 and 800
divalproex - Adults mg/day
Bipolar I Disorder, manic - | Day 1: 50 mg/day 400-600 mg/day 600 mg/day

Acute monotherapy -

Day 2: 100 mg/day
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Children and Adolescents Day 3: 200 mg/day
(10 to 17 years) Day 4: 300 mg/day

Day 5: 400 mg/day
Bipolar Disorder, Day 1: 50 mg/day 300 mg/day 300 mg/day
Depressive Episodes - Day 2: 100 mg/day
Adults Day 3: 200 mg/day

Day 4: 300 mg/day
Bipolar I Disorder n/a 400-800 mg/day 800 mg/day
Maintenance - Adjunct to
lithium or divalproex -
Adults
Major Depressive Disorder - | Day 1: 50 mg/day 150-300 mg/day 300 mg/day
Adjunctive Therapy with Day 2: 50 mg/day
Antidepressants - Adults Day 3: 150 mg/day

n/a - not applicable
Maintenance Treatment for Schizophrenia and Bipolar I Disorder

Maintenance Treatment—Patients should be periodically reassessed to determine the need for maintenance treatment
and the appropriate dose for such treatment /see Clinical Studies ([4.1, |14.2)].

2.3 Dose Modifications in Elderly Patients

Consideration should be given to a slower rate of dose titration and a lower target dose in the elderly and in patients who
are debilitated or who have a predisposition to hypotensive reactions [see Use in Specific Populations @ @) and
Clinical Pharmacology (12.3)]. When indicated, dose escalation should be performed with caution in these patients.

Elderly patients should be started on SEROQUEL XR 50 mg/day and the dose can be increased in increments of 50
mg/day depending on the clinical response and tolerability of the individual patient.

2.4 Dose Modifications in Hepatically Impaired Patients

Patients with hepatic impairment should be started on SEROQUEL XR 50 mg/day. The dose can be increased daily in
increments of 50 mg/day to an effective dose, depending on the clinical response and tolerability of the patient.

2.5 Dose Modifications when used with CYP3A4 Inhibitors

SEROQUEL XR dose should be reduced to one sixth of original dose when co-medicated with a potent CYP3A4 inhibitor
(e.g., ketoconazole, itraconazole, indinavir, ritonavir, nefazodone, etc.). When the CYP3 A4 inhibitor is discontinued, the
dose of SEROQUEL XR should be increased by 6 fold /see (Clinical Pharmacology (12.3) and |[Drug Interactions (7.1})].

2.6 Dose Modifications when used with CYP3A4 Inducers

SEROQUEL XR dose should be increased up to 5 fold of the original dose when used in combination with a chronic
treatment (e.g., greater than 7-14 days) of a potent CYP3A4 inducer (e.g., phenytoin, carbamazepine, rifampin, avasimibe,
St. John’s wort etc.). The dose should be titrated based on the clinical response and tolerance of the individual patient.
When the CYP3A4 inducer is discontinued, the dose of SEROQUEL XR should be reduced to the original level within 7-
14 days [see [Clinical Pharmacology (12.3) and |Drug Interactions (7.1)].

2.7 Re-initiation of Treatment in Patients Previously Discontinued

Although there are no data to specifically address re-initiation of treatment, it is recommended that when restarting
therapy of patients who have been off SEROQUEL XR for more than one week, the initial dosing schedule should be
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followed. When restarting patients who have been off SEROQUEL XR for less than one week, gradual dose escalation
may not be required and the maintenance dose may be re-initiated.

2.8 Switching Patients from SEROQUEL Tablets to SEROQUEL XR Tablets

Patients who are currently being treated with SEROQUEL (immediate release formulation) may be switched to
SEROQUEL XR at the equivalent total daily dose taken once daily. Individual dosage adjustments may be necessary.

2.9 Switching from Antipsychotics

There are no systematically collected data to specifically address switching patients from other antipsychotics to
SEROQUEL XR, or concerning concomitant administration with other antipsychotics. While immediate discontinuation
of the previous antipsychotic treatment may be acceptable for some patients, more gradual discontinuation may be most
appropriate for others. In all cases, the period of overlapping antipsychotic administration should be minimized. When
switching patients from depot antipsychotics, if medically appropriate, initiate SEROQUEL XR therapy in place of the
next scheduled injection. The need for continuing existing extrapyramidal syndrome medication should be re-evaluated
periodically.

3 DOSAGE FORMS AND STRENGTHS

e 50 mg extended-release tablets are peach, film coated, capsule-shaped, biconvex, intagliated tablet with “XR 50” on
one side and plain on the other side

e 150 mg extended-release tablets are white, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 150” on
one side and plain on the other side

e 200 mg extended-release tablets are yellow, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 200”
on one side and plain on the other side

e 300 mg extended-release tablets are pale yellow, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR
300” on one side and plain on the other side

e 400 mg extended-release tablets are white, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 400” on
one side and plain on the other side

4 CONTRAINDICATIONS

Hypersensitivity to quetiapine or to any excipients in the SEROQUEL XR formulation. Anaphylactic reactions have been
reported in patients treated with SEROQUEL XR.

S WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death.
Analysis of 17 placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic
drugs, revealed a risk of death in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated
patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%,
compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths
appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature.
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic
drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be
attributed to the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear. SEROQUEL XR is not
approved for the treatment of patients with dementia-related psychosis /see Boxed Warning].

6
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5.2 Suicidal Thoughts and Behaviors in Adolescents and Young Adults
Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their depression
and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether or not they
are taking antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a known risk
of depression and certain other psychiatric disorders, and these disorders themselves are the strongest predictors of
suicide. There has been a long-standing concern, however, that antidepressants may have a role in inducing worsening of
depression and the emergence of suicidality in certain patients during the early phases of treatment. Pooled analyses of
short-term placebo-controlled trials of antidepressant drugs (SSRIs and others) showed that these drugs increase the risk
of suicidal thinking and behavior (suicidality) in children, adolescents, and young adults (ages 18-24) with major
depressive disorder (MDD) and other psychiatric disorders. Short-term studies did not show an increase in the risk of
suicidality with antidepressants compared to placebo in adults beyond age 24; there was a reduction with antidepressants
compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and adolescents with MDD, obsessive compulsive disorder
(OCD), or other psychiatric disorders included a total of 24 short-term trials of 9 antidepressant drugs in over 4400
patients. The pooled analyses of placebo-controlled trials in adults with MDD or other psychiatric disorders included a
total of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs in over 77,000 patients. There was
considerable variation in risk of suicidality among drugs, but a tendency toward an increase in the younger patients for
almost all drugs studied. There were differences in absolute risk of suicidality across the different indications, with the
highest incidence in MDD. The risk differences (drug vs. placebo), however, were relatively stable within age strata and
across indications. These risk differences (drug-placebo difference in the number of cases of suicidality per 1000 patients
treated) are provided in Table 2.

Table 2: Drug-Placebo Difference in Number of Cases of Suicidality per 1000 Patients Treated

Age Range Drug-Placebo Difference in Number of Cases of
Suicidality per 1000 Patients Treated

Increases Compared to Placebo

<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
>65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but the number was not
sufficient to reach any conclusion about drug effect on suicide.

It is unknown whether the suicidality risk extends to longer-term use, i.e., beyond several months. However, there is
substantial evidence from placebo-controlled maintenance trials in adults with depression that the use of antidepressants
can delay the recurrence of depression.

All patients being treated with antidepressants for any indication should be monitored appropriately and observed
closely for clinical worsening, suicidality, and unusual changes in behavior, especially during the initial few months
of a course of drug therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility, aggressiveness, impulsivity,
akathisia (psychomotor restlessness), hypomania, and mania, have been reported in adult and pediatric patients being
treated with antidepressants for major depressive disorder as well as for other indications, both psychiatric and
nonpsychiatric. Although a causal link between the emergence of such symptoms and either the worsening of depression
and/or the emergence of suicidal impulses has not been established, there is concern that such symptoms may represent
precursors to emerging suicidality.
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Consideration should be given to changing the therapeutic regimen, including possibly discontinuing the medication, in
patients whose depression is persistently worse, or who are experiencing emergent suicidality or symptoms that might be
precursors to worsening depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were not
part of the patient's presenting symptoms.
Families and caregivers of patients being treated with antidepressants for major depressive disorder or other
indications, both psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the
emergence of agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well
as the emergence of suicidality, and to report such symptoms immediately to healthcare providers. Such
monitoring should include daily observation by families and caregivers. Prescriptions for SEROQUEL XR should be
written for the smallest quantity of tablets consistent with good patient management, in order to reduce the risk of
overdose.
Screening Patients for Bipolar Disorder: A major depressive episode may be the initial presentation of bipolar disorder.
It is generally believed (though not established in controlled trials) that treating such an episode with an antidepressant
alone may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represent such a conversion is unknown. However, prior to initiating
treatment with an antidepressant, including SEROQUEL XR, patients with depressive symptoms should be adequately
screened to determine if they are at risk for bipolar disorder; such screening should include a detailed psychiatric history,
including a family history of suicide, bipolar disorder, and depression.

5.3 Cerebrovascular Adverse Reactions, Including Stroke, in Elderly Patients with Dementia-Related
Psychosis

In placebo-controlled trials with risperidone, aripiprazole, and olanzapine in elderly subjects with dementia, there was a
higher incidence of cerebrovascular adverse reactions (cerebrovascular accidents and transient ischemic attacks),

including fatalities, compared to placebo-treated subjects. SEROQUEL XR is not approved for the treatment of patients
with dementia-related psychosis [see Boxed Warning and |Warnings and Precautions (5.1)].

5.4 Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome (NMS) has been reported
in association with administration of antipsychotic drugs, including quetiapine. Rare cases of NMS have been reported
with quetiapine. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of
autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmia). Additional
signs may include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it is important to
exclude cases where the clinical presentation includes both serious medical illness (e.g., pneumonia, systemic infection,
etc.) and untreated or inadequately treated extrapyramidal signs and symptoms (EPS). Other important considerations in
the differential diagnosis include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous
system (CNS) pathology.

The management of NMS should include: 1) immediate discontinuation of antipsychotic drugs and other drugs not
essential to concurrent therapy; 2) intensive symptomatic treatment and medical monitoring; and 3) treatment of any
concomitant serious medical problems for which specific treatments are available. There is no general agreement about
specific pharmacological treatment regimens for NMS.

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction of drug therapy
should be carefully considered. The patient should be carefully monitored since recurrences of NMS have been reported.
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5.5 Metabolic Changes
Atypical antipsychotic drugs have been associated with metabolic changes that include hyperglycemia/diabetes mellitus,
dyslipidemia, and body weight gain. While all of the drugs in the class have been shown to produce some metabolic
changes, each drug has its own specific risk profile. In some patients, a worsening of more than one of the metabolic
parameters of weight, blood glucose, and lipids was observed in clinical studies. Changes in these metabolic profiles
should be managed as clinically appropriate.

Hyperglycemia and Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, has been
reported in patients treated with atypical antipsychotics, including quetiapine. Assessment of the relationship between
atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased background risk of
diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general
population. Given these confounders, the relationship between atypical antipsychotic use and hyperglycemia-related
adverse reactions is not completely understood. However, epidemiological studies suggest an increased risk of treatment-
emergent hyperglycemia-related adverse reactions in patients treated with the atypical antipsychotics. Precise risk
estimates for hyperglycemia-related adverse reactions in patients treated with atypical antipsychotics are not available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical antipsychotics should be monitored
regularly for worsening of glucose control. Patients with risk factors for diabetes mellitus (e.g., obesity, family history of
diabetes) who are starting treatment with atypical antipsychotics should undergo fasting blood glucose testing at the
beginning of treatment and periodically during treatment. Any patient treated with atypical antipsychotics should be
monitored for symptoms of hyperglycemia including polydipsia, polyuria, polyphagia, and weakness. Patients who
develop symptoms of hyperglycemia during treatment with atypical antipsychotics should undergo fasting blood glucose
testing. In some cases, hyperglycemia has resolved when the atypical antipsychotic was discontinued; however, some
patients required continuation of anti-diabetic treatment despite discontinuation of the suspect drug.

Adults:

Table 3: Fasting Glucose-Proportion of Patients Shifting to 2 126 mg/dL in Short-Term (< 12 weeks)
Placebo-Controlled Studies|]

Category
Laboratory Change Patients
Analyte (At Least Once) Treatment Arm N n (%)
from Baseline
Normal to High Quetiapine 2907 71 (2.4%)
(<100 mg/dL to )
>126 mg/dL) Placebo 1346 19 (1.4%)
Fasting Borderline to Quetiapine 572 67 (11.7%)
Glucose High
(>100 mg/dL and
<126 mg/dL to Placebo 279 33 (11.8%)
>126 mg/dL)
1. Includes SEROQUEL and SEROQUEL XR data.
9
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In a 24-week trial (active-controlled, 115 patients treated with SEROQUEL) designed to evaluate glycemic status with
oral glucose tolerance testing of all patients, at week 24 the incidence of a treatment-emergent post-glucose challenge
glucose level > 200 mg/dL was 1.7% and the incidence of a fasting treatment-emergent blood glucose level > 126 mg/dL
was 2.6%. The mean change in fasting glucose from baseline was 3.2 mg/dL and mean change in 2-hour glucose from
baseline was -1.8 mg/dL for quetiapine.

In 2 long-term placebo-controlled randomized withdrawal clinical trials for bipolar I disorder maintenance, mean
exposure of 213 days for SEROQUEL (646 patients) and 152 days for placebo (680 patients), the mean change in glucose
from baseline was +5.0 mg/dL for quetiapine and —0.05 mg/dL for placebo. The exposure-adjusted rate of any increased
blood glucose level (> 126 mg/dL) for patients more than 8 hours since a meal (however, some patients may not have
been precluded from calorie intake from fluids during fasting period) was 18.0 per 100 patient years for SEROQUEL
(10.7% of patients; n=556) and 9.5 for placebo per 100 patient years (4.6% of patients; n=581).

Table 4 shows the percentage of patients with shifts in blood glucose to > 126 mg/dL from normal baseline in MDD
adjunct therapy trials by dose.

Table 4: Percentage of Patients with Shifts from Normal Baseline in Blood Glucose to =2 126 mg/dL
(assumed fasting) in MDD Adjunct Therapy Trials by Dose

L?I?:;;t t(::‘y Treatment Arm N P:t(lf/:: )t s
SEROQUEL XR 280 19 (7%)
Blood Glucose 150 mg
> 126 mg/dL SEROQUEL XR 269 32 (12%)
300 mg
Placebo 277 17 (6%)

10
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Children and Adolescents: Safety and effectiveness of SEROQUEL XR is supported from studies of SEROQUEL in
children and adolescent patients 10 to 17 years of age /see [Clinical Studies (14.2)]. In a placebo-controlled SEROQUEL
XR monotherapy study (8 weeks duration) of children and adolescent patients (10 — 17 years of age) with bipolar
depression, in which efficacy was not established, the mean change in fasting glucose levels for SEROQUEL XR (n = 60)
compared to placebo (n = 62) was 1.8 mg/dL versus 1.6 mg/dL. In this study, there were no patients in the SEROQUEL
XR or placebo-treated groups with a baseline normal fasting glucose level (< 100 mg/dL) that had an increase in blood
glucose level > 126 mg/dL. There was one patient in the SEROQUEL XR group with a baseline borderline fasting
glucose level (> 100 mg/dL and < 126 mg/dL) who had an increase in blood glucose level of > 126 mg/dL compared to
zero patients in the placebo group.

In a placebo-controlled SEROQUEL monotherapy study of adolescent patients (13—17 years of age) with schizophrenia (6
weeks duration), the mean change in fasting glucose levels for SEROQUEL (n=138) compared to placebo (n=67) was —
0.75 mg/dL versus —1.70 mg/dL. In a placebo-controlled SEROQUEL monotherapy study of children and adolescent
patients (10—17 years of age) with bipolar mania (3 weeks duration), the mean change in fasting glucose level for
SEROQUEL (n=170) compared to placebo (n=81) was 3.62 mg/dL versus —1.17 mg/dL. No patient in either study with a
baseline normal fasting glucose level (<100 mg/dL) or a baseline borderline fasting glucose level (=100 mg/dL and <126

mg/dL) had a treatment-emergent blood glucose level of >126 mg/dL.

Dyslipidemia

Adults:

Table 5 shows the percentage of patients with changes in cholesterol and triglycerides from baseline by indication in
clinical trials with SEROQUEL XR.

Table 5: Percentage of Adult Patients with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol

and HDL-Cholesterol from Baseline to Clinically Significant Levels by Indication

Laboratory Indication Treatment Arm N Patients
Analyte n (%)
. : SEROQUEL XR 718 67 (9%)
Schizophrenial Placebo 232 21 (9%)
Bipolar SEROQUEL XR 85 6 (7%)
Depressionﬂ Placebo 106 3 (3%)
332)1 r?lh;)cliiSterOl Bipolar Maniaﬂ SEROQUEL XR 128 0 (7%)
=eT0 g p Placebo 134 5 (4%)
Major Depressive SEROQUEL XR 420 67 (16%)
Disorder (Adjunct
Therapy)] Placebo 213 15 (7%)
. : SEROQUEL XR 659 118 (18%)
Schizophrenial Placebo 214 11 (5%)
Bipolar SEROQUEL XR 84 7 (8%)
. . Depressionﬂ Placebo 93 7 (8%)
Triglycerides
. : SEROQUEL XR 102 15 (15%)
>200 mg/dL
=t e Bipolar Manis] Placebo 125 8 (6%)
Major Depressive SEROQUEL XR 458 75 (16%)
Disorder (Adjunct o
Therapy) ﬂ Placebo 223 18 (8%)
. : SEROQUEL XR 691 47 (7%)
Schizophrenial Placebo 227 17 (8%)
LDL-Cholesterol Bipolar SEROQUEL XR 86 3 (4%)
> 160 mg/dL Depression(] Placebo 104 2 (2%)
. : SEROQUEL XR 125 5 (4%)
Bipolar Mania] Placebo 135 2 (2%)
11
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Major Depressive SEROQUEL XR 457 51 (11%)
Disorder (Adjunct 0
Therapy) Placebo 219 21 (10%)
. . SEROQUEL XR 600 87 (15%)
Schizophrenia] Placebo 195 23 (12%)
Bipolar SEROQUEL XR 78 7 (9%)
Depressionﬂ Placebo 83 6 (7%)
E?OLIEI}ZTSM’I Bipolar Mania] SEROQUEL XR 100 19 (19%)
=0me p Placebo 115 15 (13%)
Major Depressive SEROQUEL XR 470 34 (7%)
Disorder (Adjunct o
Therapy)] Placebo 230 19 (8%)

1.
2.
3.

In SEROQUEL clinical trials for schizophrenia, the percentage of patients with shifts in cholesterol and triglycerides from
baseline to clinically significant levels were 18% (placebo: 7%) and 22% (placebo: 16%). HDL-cholesterol and LDL-

6 weeks duration
8 weeks duration
3 weeks duration

cholesterol parameters were not measured in these studies. In SEROQUEL clinical trials for bipolar depression, the
following percentage of patients had shifts from baseline to clinically significant levels for the four lipid parameters

measured: total cholesterol 9% (placebo: 6%); triglycerides 14% (placebo: 9%); LDL-cholesterol 6% (placebo: 5%) and

HDL-cholesterol 14% (placebo: 14%). Lipid parameters were not measured in the bipolar mania studies.

Table 6 shows the percentage of patients in MDD adjunctive therapy trials with clinically significant shifts in total-

cholesterol, triglycerides, LDL-cholesterol and HDL-cholesterol from baseline by dose.

Table 6: Percentage of Patients with Shifts in Total Cholesterol, Triglycerides, LDL-Cholesterol and
HDL-Cholesterol from Baseline to Clinically Significant Levels in MDD Adjunctive Therapy Trials by

Dose

Laboratory Patients

Analyte Treatment Armﬂ N n (%)
SEROQUEL XR 223 41 (18%)

Cholesterol > 240 150 mg

- SEROQUEL XR o
mg/dL 300 me 197 26 (13%)
Placebo 213 15 (7%)
SEROQUEL XR 232 36 (16%)

Triglycerides > 200 SER(I)S(S)UH;Ei XR

0
mg/dL 300 me 226 39 (17%)
Placebo 223 18 (8%)
SER?S%U;;:;“ XR 242 29 (12%)

LDL-Cholesterol >

- SEROQUEL XR o
160 mg/dL 300 mg 215 22 (10%)
Placebo 219 21 (10%)
SER?SQOUn]lE; XR 238 14 (6%)

HDL-Cholesterol < 40
- SEROQUEL XR o

mg/dL 300 mg 232 20 (9%)
Placebo 230 19 (8%)

6 weeks duration

12
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Children and Adolescents:

Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in children and adolescent patients
10 to 17 years of age [see Clinical Studies (4.1 and|[4.2)].

In a placebo-controlled SEROQUEL XR monotherapy study (8 weeks duration) of children and adolescent patients (10-
17 years of age) with bipolar depression, in which efficacy was not established, the percentage of children and adolescents
with shifts in total cholesterol (=200 mg/dL), triglycerides (=150 mg/dL), LDL-cholesterol (= 130 mg/dL) and HDL-
cholesterol (<40 mg/dL) from baseline to clinically significant levels were: total cholesterol 8% (7/83) for SEROQUEL
XR vs. 6% (5/84) for placebo; triglycerides 28% (22/80) for SEROQUEL XR vs. 9% (7/82) for placebo; LDL-cholesterol
2% (2/86) for SEROQUEL XR vs. 4% (3/85) for placebo and HDL-cholesterol 20% (13/65) for SEROQUEL XR vs 15%
(11/74) for placebo.

Table 7 shows the percentage of children and adolescents with shifts in total cholesterol, triglycerides, LDL-cholesterol

and HDL-cholesterol from baseline to clinically significant levels by indication in clinical trials with SEROQUEL in
adolescents (13—17 years) with schizophrenia and in children and adolescents (10—17 years) with bipolar mania.

Table 7: Percentage of Children and Adolescents with Shifts in Total Cholesterol, Triglycerides, LDL-
Cholesterol and HDL-Cholesterol from Baseline to Clinically Significant Levels by Indication

L?I?::;t t(::y Indication Treatment Arm N Pl?t(if/: )t >
Total Cholesterol Schizophreniaﬂ SEII}IaOc%l[)JoEL 15067 1? 83/:?)
>200 mg/dL Bipolar Mania] SE}E{laOC%I)JOEL 16569 12 8,(())/:?)
Triglycerides Schizophrend] SEII){laOc%l[)JOEL 15013 1471 Eilﬁz/:?)
>150 mg/dL Bipolar Mania] SE}E{laOC%I)JOEL 16409 382((1232()Z;)
LDL-Cholesterol Schizophreniaﬂ SEII){laOc%l[)JOEL 16102 41‘ gzﬁg
> 130 mg/dL Bipolar Mania] SElljlaOc(gl[)JoEL 17649 f((;izo))
HDL-Cholesterol Schizophreniaﬂ SEII){laOc%lI)JOEL 15044 }g 8322(3
<40 mg/dL Bipolar Manial] SElljlaOc(gl[)JoEL 16514 1 Z Sgg))

1.
2.

13-17 years, 6 weeks duration
10-17 years, 3 weeks duration

Weight Gain

Increases in weight have been observed in clinical trials. Patients receiving quetiapine should receive regular monitoring
of weight.

Adults: Table 8 shows the percentage of adult patients with weight gain of >7% of body weight by indication.

Table 8: Percentage of Patients with Weight Gain 27% of Body Weight (Adults) by Indication

Vital sign Indication Treatment Arm N Pl?t(lf/n)ts
(1]
Weight gain Schizophreniaﬂ SEROQUEL XR 907 90 (10%)
13
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>7% of body Placebo 299 16 (5%)
weight . . SEROQUEL XR 138 7 (5%)
Bipolar Mania Placebo 150 0 (0%)
Bipolar SEROQUEL XR 110 9 (8%)
Depressionﬂ Placebo 125 1 (1%)
Major Depressive SEROQUEL XR 616 32 (5%)
Disorder
(Adjunctive Placebo 302 5(2%)
Therapy)ﬂ

1. 6 weeks duration
2. 3 weeks duration
3. 8 weeks duration

In schizophrenia trials, the proportions of patients meeting a weight gain criterion of >7% of body weight were compared
in a pool of four 3- to 6-week placebo-controlled clinical trials, revealing a statistically significant greater incidence of
weight gain for SEROQUEL (23%) compared to placebo (6%).

Table 9 shows the percentage of adult patients with weight gain of >7% of body weight for MDD by dose.

Table 9: Percentage of Patients with Weight Gain 27% of Body Weight in MDD Adjunctive Therapy
Trials by Dose (Adults)

. . Patients
Vital sign Treatment Arm N o
SEROQUEL XR o
Weight Gain >7% of 150 mg 309 10 3%)
Body Weight in MDD SEROQUEL XR 0
Adjunctive Therapy 300 mg 307 22 (7%)
Placebo 302 5 (2%)

Children and Adolescents: Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in
children and adolescent patients 10 to 17 years of age [see Clinical Studies (14.1 and 14.2)]. In a clinical trial for
SEROQUEL XR in children and adolescents (10-17 years of age) with bipolar depression, in which efficacy was not
established, the percentage of patients with weight gain >7% of body weight at any time was 15% (14/92) for
SEROQUEL XR vs. 10% (10/100) for placebo. The mean change in body weight was 1.4 kg in the SEROQUEL XR
group vs. 0.6 kg in the placebo group.

Weight gain was greater in patients 10-12 years of age compared to patients 13-17 years of age. The percentage of
patients 10-12 years of age with weight gain >7% at any time was 28% (7/25) for SEROQUEL XR vs. 0% (0/28) for
placebo. The percentage of patients 13-17 years of age with weight gain >7% at any time was 10.4% (7/67) for
SEROQUEL XR vs. 13.9% (10/72) for placebo.

Table 10 shows the percentage of children and adolescents with weight gain >7% of body weight in clinical trials with
SEROQUEL in adolescents (13 — 17 years) with schizophrenia and in children and adolescents (10 — 17 years) with
bipolar mania.

Table 10: Percentage of Patients with Weight Gain 27% of Body Weight (Children and Adolescents)

Vital sign Indication Treatment Arm N P ::t(lf/n)ts
0
Weight gain Schizophreniaﬂ SEROQUEL 111 23 (21%)
14
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>7% o_f Body Placebo 44 3 (7%)
Wetght Bipolar Maniaﬂ SEROQUEL 157 18 (A2v%)
P Placebo 68 0 (0%)

1. 6 weeks duration
2. 3 weeks duration

The mean change in body weight in the schizophrenia trial was 2.0 kg in the SEROQUEL group and -0.4 kg in the
placebo group and in the bipolar mania trial it was 1.7 kg in the SEROQUEL group and 0.4 kg in the placebo group.

In an open-label study that enrolled patients from the above two pediatric trials, 63% of patients (241/380) completed 26
weeks of therapy with SEROQUEL. After 26 weeks of treatment, the mean increase in body weight was 4.4 kg. Forty-five
percent of the patients gained > 7% of their body weight, not adjusted for normal growth. In order to adjust for normal
growth over 26 weeks, an increase of at least 0.5 standard deviation from baseline in BMI was used as a measure of a
clinically significant change; 18.3% of patients on SEROQUEL met this criterion after 26 weeks of treatment.

When treating pediatric patients with SEROQUEL for any indication, weight gain should be assessed against that
expected for normal growth.

5.6 Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in patients treated with
antipsychotic drugs including quetiapine. Although the prevalence of the syndrome appears to be highest among the
elderly, especially elderly women, it is impossible to rely upon prevalence estimates to predict, at the inception of
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic drug products differ in
their potential to cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible are believed to increase as the
duration of treatment and the total cumulative dose of antipsychotic drugs administered to the patient increase. However,
the syndrome can develop, although much less commonly, after relatively brief treatment periods at low doses or may
even arise after discontinuation of treatment.

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit, partially or
completely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or partially
suppress) the signs and symptoms of the syndrome and thereby may possibly mask the underlying process. The effect that
symptomatic suppression has upon the long-term course of the syndrome is unknown.

Given these considerations, SEROQUEL XR should be prescribed in a manner that is most likely to minimize the
occurrence of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who appear to
suffer from a chronic illness that (1) is known to respond to antipsychotic drugs, and (2) for whom alternative, equally
effective, but potentially less harmful treatments are not available or appropriate. In patients who do require chronic
treatment, the smallest dose and the shortest duration of treatment producing a satisfactory clinical response should be
sought. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on SEROQUEL XR, drug discontinuation should be
considered. However, some patients may require treatment with quetiapine despite the presence of the syndrome.

5.7 Hypotension

Quetiapine may induce orthostatic hypotension associated with dizziness, tachycardia and, in some patients, syncope,
especially during the initial dose-titration period, probably reflecting its ¢1-adrenergic antagonist properties. Syncope was
reported in 0.3% (5/1866) of the patients treated with SEROQUEL XR across all indications, compared with 0.2% (2/928)
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on placebo. Syncope was reported in 1% (28/3265) of the patients treated with SEROQUEL, compared with 0.2% (2/954)

on placebo. Orthostatic hypotension, dizziness, and syncope may lead to falls.

Quetiapine should be used with particular caution in patients with known cardiovascular disease (history of myocardial
infarction or ischemic heart disease, heart failure or conduction abnormalities), cerebrovascular disease or conditions
which would predispose patients to hypotension (dehydration, hypovolemia and treatment with antihypertensive
medications). If hypotension occurs during titration to the target dose, a return to the previous dose in the titration
schedule is appropriate.

5.8 Falls

Atypical antipsychotic drugs, including SEROQUEL XR, may cause somnolence, postural hypotension, motor and
sensory instability, which may lead to falls and, consequently, fractures or other injuries. For patients with diseases,
conditions, or medications that could exacerbate these effects, complete fall risk assessments when initiating antipsychotic
treatment and recurrently for patients on long-term antipsychotic therapy.

5.9 Increases in Blood Pressure (Children and Adolescents)

Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in children and adolescent patients
10 to 17 years of age [see Clinical Studies (4.1 and|[4.2)].

In a placebo-controlled SEROQUEL XR clinical trial (8 weeks duration) in children and adolescents (10-17 years of age)
with bipolar depression, in which efficacy was not established, the incidence of increases at any time in systolic blood
pressure (>20 mmHg) was 6.5% (6/92) for SEROQUEL XR and 6.0% (6/100) for placebo; the incidence of increases at
any time in diastolic blood pressure (=10 mmHg) was 46.7% (43/92) for SEROQUEL XR and 36.0% (36/100) for
placebo.

In placebo-controlled trials in children and adolescents with schizophrenia (13-17 years old, 6-week duration) or bipolar
mania (10-17 years old, 3-week duration), the incidence of increases at any time in systolic blood pressure (=20 mmHg)
was 15.2% (51/335) for SEROQUEL and 5.5% (9/163) for placebo; the incidence of increases at any time in diastolic
blood pressure (>10 mmHg) was 40.6% (136/335) for SEROQUEL and 24.5% (40/163) for placebo. In the 26-week
open-label clinical trial, one child with a reported history of hypertension experienced a hypertensive crisis. Blood
pressure in children and adolescents should be measured at the beginning of, and periodically during treatment.

5.10 Leukopenia, Neutropenia and Agranulocytosis

In clinical trials and postmarketing experience, events of leukopenia/neutropenia have been reported temporally related to
atypical antipsychotic agents, including quetiapine fumarate. Agranulocytosis (including fatal cases) has also been
reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white cell count (WBC) and history of drug
induced leukopenia/neutropenia. Patients with a pre-existing low WBC or a history of drug induced
leukopenia/neutropenia should have their complete blood count (CBC) monitored frequently during the first few months
of therapy and should discontinue SEROQUEL XR at the first sign of a decline in WBC in absence of other causative
factors.

Patients with neutropenia should be carefully monitored for fever or other symptoms or signs of infection and treated
promptly if such symptoms or signs occur. Patients with severe neutropenia (absolute neutrophil count <1000/mm°)
should discontinue SEROQUEL XR and have their WBC followed until recovery.

16

17



1.6
NEERRKRE
5.11 Cataracts
The development of cataracts was observed in association with quetiapine treatment in chronic dog studies /see
INonclinical Toxicology (13.2)]. Lens changes have also been observed in adults, children, and adolescents during long-
term quetiapine treatment but a causal relationship to quetiapine use has not been established. Nevertheless, the possibility

of lenticular changes cannot be excluded at this time. Therefore, examination of the lens by methods adequate to detect
cataract formation, such as slit lamp exam or other appropriately sensitive methods, is recommended at initiation of
treatment or shortly thereafter, and at 6-month intervals during chronic treatment.

5.12 QT Prolongation

In clinical trials quetiapine was not associated with a persistent increase in QT intervals. However, the QT effect was not
systematically evaluated in a thorough QT study. In post marketing experience there were cases reported of QT
prolongation in patients who overdosed on quetiapine /see pverdosage (10.1 Jj , in patients with concomitant illness, and
in patients taking medicines known to cause electrolyte imbalance or increase QT interval.

The use of quetiapine should be avoided in combination with other drugs that are known to prolong QTc including Class
1 A antiarrythmics (e.g., quinidine, procainamide) or Class III antiarrythmics (e.g., amiodarone, sotalol), antipsychotic
medications (e.g., ziprasidone, chlorpromazine, thioridazine), antibiotics (e.g., gatifloxacin, moxifloxacin), or any other
class of medications known to prolong the QTc interval (e.g., pentamidine, levomethadyl acetate, methadone).

Quetiapine should also be avoided in circumstances that may increase the risk of occurrence of torsade de pointes and/or
sudden death including (1) a history of cardiac arrhythmias such as bradycardia; (2) hypokalemia or hypomagnesemia; (3)
concomitant use of other drugs that prolong the QTc interval; and (4) presence of congenital prolongation of the QT
interval.

Caution should also be exercised when quetiapine is prescribed in patients with increased risk of QT prolongation (e.g.,
cardiovascular disease, family history of QT prolongation, the elderly, congestive heart failure and heart hypertrophy).

5.13 Seizures

During short-term clinical trials with SEROQUEL XR, seizures occurred in 0.05% (1/1866) of patients treated with
SEROQUEL XR across all indications compared to 0.3% (3/928) on placebo. During clinical trials with SEROQUEL,
seizures occurred in 0.5% (20/3490) of patients treated with SEROQUEL compared to 0.2% (2/954) on placebo. As with
other antipsychotics, quetiapine fumarate should be used cautiously in patients with a history of seizures or with
conditions that potentially lower the seizure threshold, e.g., Alzheimer’s dementia. Conditions that lower the seizure
threshold may be more prevalent in a population of 65 years or older.

5.14 Hypothyroidism

Adults: Clinical trials with quetiapine demonstrated dose-related decreases in thyroid hormone levels. The reduction in
total and free thyroxine (T4) of approximately 20% at the higher end of the therapeutic dose range was maximal in the first
six weeks of treatment and maintained without adaptation or progression during more chronic therapy. In nearly all cases,
cessation of quetiapine treatment was associated with a reversal of the effects on total and free Ty, irrespective of the
duration of treatment. The mechanism by which quetiapine effects the thyroid axis is unclear. If there is an effect on the
hypothalamic-pituitary axis, measurement of TSH alone may not accurately reflect a patient’s thyroid status. Therefore,
both TSH and free Ty, in addition to clinical assessment, should be measured at baseline and at follow-up.

In SEROQUEL XR clinical trials across all indications 1.8% (24/1336) of patients on SEROQUEL XR versus 0.6%
(3/530) on placebo experienced decreased free thyroxine (<0.8 LLN) and 1.6% (21/1346) on SEROQUEL XR versus
3.4% (18/534) on placebo experienced increased thyroid stimulating hormone (TSH). About 0.7% (26/3489) of
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SEROQUEL patients did experience TSH increases in monotherapy studies. Some patients with TSH increases needed
replacement thyroid treatment.

In all quetiapine trials, the incidence of shifts in thyroid hormones and TSH were: decrease in free T4 (<0.8 LLN), 2.0%
(357/17513); decrease in total Ty, 4.0% (75/1861); decrease in free T, 0.4% (53/13766); decrease in total T3, 2.0%
(26/1312), and increase in TSH, 4.9% (956/19412). In eight patients, where TBG was measured, levels of TBG were

unchanged.

Table 11 shows the incidence of these shifts in short term placebo-controlled clinical trials.

Table 11: Incidence of Shifts in Thyroid Hormone Levels and TSH in Short Term Placebo-Controlled

Clinical Trialsn’n

Total T4 Free T4 Total T3 Free T3

Quetiapine Placebo Quetiapine Placebo Quetiapine Placebo Quetiapine Placebo

3.4% 0.6% 0.7% 0.1% 0.5% 0.0% 0.2% 0.0%
(37/1097) (4/651) (52/7218) (4/3668) (2/369) (0/113) (11/5673) (1/2679)

TSH
Quetiapine Placebo
3.2% 2.7%
(240/7587) (105/3912)

1. Based on shifts from normal baseline to potentially clinically important value at any time post-baseline. Shifts in total T, free Ty, total T; and
free T; are defined as <0.8 x LLN (pmol/L) and shift in TSH is > 5 mIU/L at any time.
2. Includes SEROQUEL and SEROQUEL XR data.

In short-term placebo-controlled monotherapy trials, the incidence of reciprocal shifts in T; and TSH was 0.0 % for both
quetiapine (1/4800) and placebo (0/2190) and for T4 and TSH the shifts were 0.1% (7/6154) for quetiapine versus 0.0 %
(1/3007) for placebo.

Children and Adolescents: Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in

children and adolescent patients 10 to 17 years of age [see Clinical Studies

/4.1

and

/4.2)].

In acute placebo-controlled trials in children and adolescent patients with schizophrenia (6-week duration) or bipolar
mania (3-week duration), the incidence of shifts at any time for SEROQUEL treated patients and placebo-treated patients
for elevated TSH was 2.9% (8/280) vs. 0.7% (1/138), respectively and for decreased total thyroxine was 2.8% (8/289) vs.
0% (0/145), respectively. Of the SEROQUEL treated patients with elevated TSH levels, 1 had simultaneous low free T,
level at end of treatment.

5.15 Hyperprolactinemia

Adults: During clinical trials with quetiapine across all indications, the incidence of shifts in prolactin levels to a clinically
significant value occurred in 3.6% (158/4416) of patients treated with quetiapine compared to 2.6% (51/1968) on placebo.

Children and Adolescents: Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in
children and adolescent patients 10 to 17 years of age [see Clinical Studies and ]. In acute placebo-controlled
trials in children and adolescent patients with bipolar mania (3-week duration) or schizophrenia (6-week duration), the

incidence of shifts in prolactin levels to a value (>20 pg/L males; > 26 pg/L females at any time) was 13.4% (18/134) for

! Based on shifts from normal baseline to potentially clinically important value at anytime post-baseline. Shifts in total Ty, free Ty,
total T5 and free T; are defined as <0.8 x LLN (pmol/L) and shift in TSH is > 5 mIU/L at any time.
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SEROQUEL compared to 4% (3/75) for placebo in males and 8.7% (9/104) for SEROQUEL compared to 0% (0/39) for

placebo in females.

Like other drugs that antagonize dopamine D, receptors, SEROQUEL XR elevates prolactin levels in some patients and
the elevation may persist during chronic administration. Hyperprolactinemia, regardless of etiology, may suppress
hypothalamic GnRH, resulting in reduced pituitary gonadotrophin secretion. This, in turn, may inhibit reproductive
function by impairing gonadal steroidogenesis in both female and male patients. Galactorrhea, amenorrhea, gynecomastia,
and impotence have been reported in patients receiving prolactin-elevating compounds. Long-standing
hyperprolactinemia when associated with hypogonadism may lead to decreased bone density in both female and male
subjects.

Tissue culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vitro,
a factor of potential importance if the prescription of these drugs is considered in a patient with previously detected breast
cancer. As is common with compounds which increase prolactin release, mammary gland, and pancreatic islet cell
neoplasia (mammary adenocarcinomas, pituitary and pancreatic adenomas) was observed in carcinogenicity studies
conducted in mice and rats. Neither clinical studies nor epidemiologic studies conducted to date have shown an
association between chronic administration of this class of drugs and tumorigenesis in humans, but the available evidence
is too limited to be conclusive [see Nonclinical Toxicology (13.1)].

5.16 Potential for Cognitive and Motor Impairment

Somnolence was a commonly reported adverse reaction reported in patients treated with quetiapine especially during the
3-day period of initial dose titration. In schizophrenia trials, somnolence was reported in 24.7% (235/951) of patients on
SEROQUEL XR compared to 10.3% (33/319) of placebo patients. In a bipolar depression clinical trial, somnolence was
reported in 51.8% (71/137) of patients on SEROQUEL XR compared to 12.9% (18/140) of placebo patients. In a clinical
trial for bipolar mania, somnolence was reported in 50.3% (76/151) of patients on SEROQUEL XR compared to 11.9%
(19/160) of placebo patients. Since quetiapine has the potential to impair judgment, thinking, or motor skills, patients
should be cautioned about performing activities requiring mental alertness, such as operating a motor vehicle (including
automobiles) or operating hazardous machinery until they are reasonably certain that quetiapine therapy does not affect
them adversely. Somnolence may lead to falls.

In short-term adjunctive therapy trials for MDD, somnolence was reported in 40% (252/627) of patients on SEROQUEL
XR respectively compared to 9% (27/309) of placebo patients. Somnolence was dose-related in these trials (37%
(117/315) and 43% (135/312) for the 150 mg and 300 mg groups, respectively).

5.17 Body Temperature Regulation

Disruption of the body's ability to reduce core body temperature has been attributed to antipsychotic agents. Appropriate
care is advised when prescribing SEROQUEL XR for patients who will be experiencing conditions which may contribute
to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving concomitant
medication with anticholinergic activity, or being subject to dehydration.

5.18 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Aspiration pneumonia is a
common cause of morbidity and mortality in elderly patients, in particular those with advanced Alzheimer's dementia.
SEROQUEL XR and other antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia.

5.19 Discontinuation Syndrome

Acute withdrawal symptoms, such as insomnia, nausea and vomiting have been described after abrupt cessation of

atypical antipsychotic drugs, including quetiapine fumarate. In short-term placebo-controlled, monotherapy clinical trials
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with SEROQUEL XR that included a discontinuation phase which evaluated discontinuation symptoms, the aggregated
incidence of patients experiencing one or more discontinuation symptoms after abrupt cessation was 12.1% (241/1993)
for SEROQUEL XR and 6.7% (71/1065) for placebo. The incidence of the individual adverse reactions (i.e., insomnia,
nausea, headache, diarrhea, vomiting, dizziness and irritability) did not exceed 5.3% in any treatment group and usually
resolved after 1 week post-discontinuation. Gradual dose reduction is advised.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:

e Increased mortality in elderly patients with dementia-related psychosis /see !Warnings and Precautions (5.1 )]

o Suicidal thoughts and behaviors in adolescents and young adults /see !Warnings and Precautions (5 .2)]

e Cerebrovascular adverse reactions, including stroke in elderly patients with dementia-related psychosis /see
Warnings and Precautions (5.3)]

e Neuroleptic Malignant Syndrome (NMS) /see !Warnings and Precautions (5.4)]

e Metabolic changes (hyperglycemia, dyslipidemia, weight gain) /see !Warnings and Precautions (5.5 Jj

e Tardive dyskinesia [see !Warnings and Precautions (- 5.6)]

e Hypotension /see !Warnings and Precautions (5. 7)]

o Falls [see !Warnings and Precautions (5.8}]

e Increases in blood pressure (children and adolescents) /see !Warnings and Precautions (5.9)]

e Leukopenia, neutropenia and agranulocytosis /see !Warnings and Precautions (5.10)]

e C(Cataracts [see !Warnings and Precautions (5.11 J]

e QT Prolongation [see !Warnings and Precautions (5.1 2)]

e Secizures [see !Warnings and Precautions (5.13 )j

e Hypothyroidism /see !Warnings and Precautions (5.1 4)]

e Hyperprolactinemia /see !Warnings and Precautions (5.15 jj

e Potential for cognitive and motor impairment /see !Warnings and Precautions (5.1 61]

e Body temperature regulation [see !Warnings and Precautions (5.17 Jj

e Dysphagia /see !Warnings and Precautions (5.1 8)]

e Discontinuation Syndrome [see |Warnings and Precautions (5.19)]

6.1 Clinical Studies Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in clinical practice.

Adults

The information below is derived from a clinical trial database for SEROQUEL XR consisting of approximately 3400
patients exposed to SEROQUEL XR for the treatment of Schizophrenia, Bipolar Disorder, and Major Depressive Disorder
in placebo-controlled trials. This experience corresponds to approximately 1020.1 patient-years. Adverse reactions were
assessed by collecting adverse reactions, results of physical examinations, vital signs, body weights, laboratory analyses
and ECG results.

The stated frequencies of adverse reactions represent the proportion of individuals who experienced, at least once, an
adverse reaction of the type listed.

Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials
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Schizophrenia: There were no adverse reactions leading to discontinuation that occurred at an incidence of > 2% for

SEROQUEL XR in schizophrenia trials.
Bipolar I Disorder, Manic or Mixed Episodes:

There were no adverse reactions leading to discontinuation that occurred at an incidence of > 2% for SEROQUEL XR in
the bipolar mania trial.

Bipolar Disorder, Depressive Episode: In a single clinical trial in patients with bipolar depression, 14% (19/137) of
patients on SEROQUEL XR discontinued due to an adverse reaction compared to 4% (5/140) on placebo. Somnolence?
was the only adverse reaction leading to discontinuation that occurred at an incidence of > 2% in SEROQUEL XR in the
bipolar depression trial.

MDD, Adjunctive Therapy: In adjunctive therapy clinical trials in patients with MDD, 12.1% (76/627) of patients on
SEROQUEL XR discontinued due to adverse reaction compared to 1.9% (6/309) on placebo. Somnolenceﬂ was the only
adverse reaction leading to discontinuation that occurred at an incidence of > 2% in SEROQUEL XR in MDD trials.

Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled Trials:

In short-term placebo-controlled studies for schizophrenia the most commonly observed adverse reactions associated with
the use of SEROQUEL XR (incidence of 5% or greater) and observed at a rate on SEROQUEL XR at least twice that of
placebo were somnolence (25%), dry mouth (12%), dizziness (10%), and dyspepsia (5%).

Adverse Reactions Occurring at an Incidence of 2% or More Among SEROQUEL XR Treated Patients in Short-Term,
Placebo-Controlled Trials

Table 12 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy
of schizophrenia (up to 6 weeks) in 2% or more in patients treated with SEROQUEL XR (doses ranging from 300 to 800
mg/day) where the incidence in patients treated with SEROQUEL XR was greater than the incidence in placebo-treated
patients.

Table 12: Adverse Reactions in 6-Week Placebo-Controlled Clinical Trials for the Treatment of
Schizophrenia

Preferred Term SERglg;JS]%‘ XR g:i?ll;(;
Somnolenceﬂ 25% 10%
Dry Mouth 12% 1%
Dizziness 10% 4%
Extrapyramidal Symptomsﬁ 8% 5%
Orthostatic Hypotension 7% 5%
Constipation 6% 5%
Dyspepsia 5% 2%
Heart Rate Increased 4% 1%
Tachycardia 3% 1%
Fatigue 3% 2%
Hypotension 3% 1%
Vision blurred 2% 1%
Toothache 2% 0%
Increased Appetite 2% 0%
Muscle Spasms 2% 1%

2 . . .
Somnolence combines adverse reaction terms somnolence and sedation
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Tremor 2% 1%
Akathisia 2% 1%
Anxiety 2% 1%
Schizophrenia 2% 1%
Restlessness 2% 1%

1. Somnolence combines adverse reaction terms somnolence and sedation.

2.  Extrapyramidal symptoms include the terms: akathisia, cogwheel rigidity, drooling, dyskinesia dystonia, extrapyramidal disorder, hypertonia,
movement disorder, muscle rigidity, oculogyration, parkinsonism, parkinsonian gait, psychomotor hyperactivity, tardive dyskinesia, restlessness
and tremor.

In a 3-week, placebo-controlled study in bipolar mania the most commonly observed adverse reactions associated with the
use of SEROQUEL XR (incidence of 5% or greater) and observed at a rate on SEROQUEL XR at least twice that of
placebo were somnolence (50%), dry mouth (34%), dizziness (10%), constipation (10%), weight gain (7%), dysarthria
(5%), and nasal congestion (5%).

Table 13 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy
of bipolar mania (up to 3 weeks) in 2% or more of patients treated with SEROQUEL XR (doses ranging from 400 to 800
mg/day) where the incidence in patients treated with SEROQUEL XR was greater than the incidence in placebo-treated
patients.

Table 13: Adverse Reactions in a 3-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar
Mania

Preferred SEROQUEL XR Placebo
Term (n=151) (n=160)
Somnolenceﬂ 50% 12%
Dry Mouth 34% 7%
Dizziness 10% 4%
Constipation 10% 3%
Dyspepsia 7% 4%
Fatigue 7% 4%
Weight Gain 7% 1%
Extrapyramidal 79, 4%
Symptomsﬁ

Nasal 5% 1%
Congestion

Dysarthria 5% 0%
Increased o o
Appetite 4% 2%
Back Pain 3% 2%
Toothache 3% 1%
Heart Rate 30 0%
Increased

Abnormal 3% 0%
Dreams

Orthostati.c 39, 0%
Hypotension

Tachycardia 2% 1%
Vision blurred 2% 1%
Sluggishness 2% 1%
Lethargy 2% 1%

1. Somnolence combines adverse reaction terms somnolence and sedation.
2.  Extrapyramidal symptoms include the terms: muscle spasms, akathisia, cogwheel rigidity, dystonia, extrapyramidal disorder, restlessness and
tremor.
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In the 8-week placebo-controlled bipolar depression study in adults, the most commonly observed adverse reactions
associated with the use of SEROQUEL XR (incidence of 5% or greater) and observed at a rate on SEROQUEL XR at
least twice that of placebo were somnolence (52%), dry mouth (37%), increased appetite (12%), weight gain (7%),

dyspepsia (7%), and fatigue (6%).

Table 14 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during acute therapy
of bipolar depression (up to 8 weeks) in 2% or more of adult patients treated with SEROQUEL XR 300 mg/day where the
incidence in patients treated with SEROQUEL XR was greater than the incidence in placebo-treated patients.

Table 14: Adverse Reactions in an 8-Week Placebo-Controlled Clinical Trial for the Treatment of
Bipolar Depression

Preferred Term SEROQUEL XR Placebo
(n=137) (n=140)
Somnolence]] 52% 13%
Dry Mouth 37% 7%
Dizziness 13% 11%
Increased Appetite 12% 6%
Constipation 8% 6%
Dyspepsia 7% 1%
Weight Gain 7% 1%
Fatigue 6% 2%
Irritability 4% 3%
Viral Gastroenteritis 4% 1%
Arthralgia 4% 1%
Extrapyramidal 4% 1%
Symptomsﬂ
Paresthesia 3% 2%
Back Pain 3% 1%
Muscle Spasms 3% 1%
Toothache 3% 0%
Abnormal Dreams 3% 0%
Ear Pain 2% 1%
Seasonal Allergy 2% 1%
Sinusitis 2% 1%
Decreased Appetite 2% 1%
Myalgia 2% 1%
Disturbance in o
Attention 2% 1%
Migraine 2% 1%
Restless Legs 294 1%
Syndrome
Anxiety 2% 1%
Sinus Headache 2% 1%
Libido Decreased 2% 1%
Pollakiuria 2% 1%
Sinus Congestion 2% 1%
Hyperhidrosis 2% 1%
Orthostatic Hypotension 2% 1%
Urinary Tract Infection 2% 0%
Heart Rate Increased 2% 0%
Neck Pain 2% 0%
Dysarthria 2% 0%
Akathisia 2% 0%
23
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Hypersomnia 2% 0%
Mental Impairment 2% 0%
Confusional State 2% 0%
Disorientation 2% 0%

1. Somnolence combines adverse reaction terms somnolence and sedation.
2.  Extrapyramidal symptoms include the terms: muscle spasms, akathisia, dystonia, extrapyramidal disorder, hypertonia, and tremor.

In the 6-week placebo-controlled fixed dose adjunctive therapy clinical trials, for MDD, the most commonly observed
adverse reactions associated with the use of SEROQUEL XR (incidence of 5% or greater and observed at a rate on
SEROQUEL XR and at least twice that of placebo) were somnolence (150 mg: 37%; 300 mg: 43%), dry mouth (150 mg:
27%; 300 mg: 40%), fatigue (150 mg: 14%; 300 mg: 11%), constipation (300 mg only: 11%) and weight increased (300
mg only: 5%).

Table 15 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during short-term
adjunctive therapy of MDD (up to 6 weeks) in 2% or more of patients treated with SEROQUEL XR (at doses of either
150 mg or 300 mg/day) where the incidence in patients treated with SEROQUEL XR was greater than the incidence in
placebo-treated patients.

Table 15: Adverse Reactions in Placebo-Controlled Adjunctive Therapy Clinical Trials for the Treatment
of MDD by Fixed Dose

Preferred Term SEROQUEL XR SEROQUEL XR
Placebo

150 mg 300 mg (n=309)

(n=315) (n=312)
Somnolenceﬂ 37% 43% 9%
Dry Mouth 27% 40% 8%
Fatigue 14% 11% 4%
Dizziness 11% 12% 7%
Nausea 7% 8% 7%
Constipation 6% 11% 4%
Irritability 4% 2% 3%
Extrapyramidal 4% 6% 4%
Symptomsﬂ
Vomiting 3% 1% 1%
Upper Respirato
Trr;r():t Infecrt)ion i 3% 2% 2%
Weight Increased 3% 5% 0%
Increased Appetite 3% 5% 3%
Back pain 3% 3% 1%
Vertigo 2% 2% 1%
Vision Blurred 2% 1% 1%
Dyspepsia 2% 3% 2%
Influenza 2% 1% 0%
Fall 2% 0% 1%
Muscle Spasms 2% 1% 1%
Lethargy 2% 1% 1%
Akathisia 2% 2% 1%
Abnormal Dreams 2% 2% 1%
Anxiety 2% 2% 1%
Depression 2% 1% 1%

1. Somnolence combines the adverse reaction terms somnolence and sedation.
2.  Extrapyramidal symptoms include the terms: muscle spasms, akathisia, cogwheel rigidity, drooling, dyskinesia, extrapyramidal disorder,
hypertonia, hypokinesia, psychomotor hyperactivity, restlessness, and tremor.
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Adverse Reactions in clinical trials with quetiapine and not listed elsewhere in the label:

Pyrexia, nightmares, peripheral edema, dyspnea, palpitations, rhinitis, eosinophilia, hypersensitivity, elevations in gamma-
GT levels, and elevations in serum creatine phosphokinase (not associated with NMS), somnambulism (and other related
events), hypothermia, decreased platelets, galactorrhea, bradycardia (which may occur at or near initiation of treatment
and be associated with hypotension and/ or syncope), and priapism.

Extrapyramidal Symptoms (EPS):
Dystonia

Class Effect. Symptoms of dystonia, prolonged abnormal contractions of muscle groups, may occur in susceptible
individuals during the first few days of treatment. Dystonic symptoms include: spasm of the neck muscles, sometimes
progressing to tightness of the throat, swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While
these symptoms can occur at low doses, they occur more frequently and with greater severity with high potency and at
higher doses of first generation antipsychotic drugs. An elevated risk of acute dystonia is observed in males and younger
age groups.

Four methods were used to measure EPS: (1) Simpson-Angus total score (mean change from baseline) which evaluates
Parkinsonism and akathisia, (2) Barnes Akathisia Rating Scale (BARS) Global Assessment Score, (3) incidence of
spontaneous complaints of EPS (akathisia, akinesia, cogwheel rigidity, extrapyramidal syndrome, hypertonia,
hypokinesia, neck rigidity, and tremor), and (4) use of anticholinergic medications to treat emergent EPS.

Adults: In placebo-controlled clinical trials with quetiapine, utilizing doses up to 800 mg per day, the incidence of any
adverse reactions related to EPS ranged from 8% to 11% for quetiapine and 4% to 11% for placebo.

In three-arm placebo-controlled clinical trials for the treatment of schizophrenia, utilizing doses between 300 mg and 800
mg of SEROQUEL XR, the incidence of any adverse reactions related to EPS was 8% for SEROQUEL XR and 8% for
SEROQUEL (without evidence of being dose related), and 5% in the placebo group. In these studies, the incidence of the
individual adverse reactions (akathisia, extrapyramidal disorder, tremor, dyskinesia, dystonia, restlessness, and muscle
rigidity) was generally low and did not exceed 3% for any treatment group.

At the end of treatment, the mean change from baseline in SAS total score and BARS Global Assessment score was
similar across the treatment groups. The use of concomitant anticholinergic medications was infrequent and similar across
the treatment groups. The incidence of extrapyramidal symptoms was consistent with that seen with the profile of
SEROQUEL in schizophrenia patients.

In Tables 16 — 19, dystonic event included nuchal rigidity, hypertonia, dystonia, muscle rigidity, oculogyration;
parkinsonism included cogwheel rigidity, tremor, drooling, hypokinesia; akathisia included akathisia, psychomotor
agitation; dyskinetic event included tardive dyskinesia, dyskinesia, choreoathetosis; and other extrapyramidal event
included restlessness, extrapyramidal disorder, movement disorder.

Table 16: Adverse Reactions Associated with Extrapyramidal Symptoms in Placebo-Controlled Clinical
Trials for Schizophrenia

Preferred SEROQUEL SEROQUEL SEROQUEL SEROQUEL | All Doses Placebo
term XR 300 XR 400 XR 600 XR 800 (N=951) (N=319)
mg/day mg/day mg/day mg/day
N=91) (N=227) (N=310) (N=323)
n | % n | % n | % n | % n | % n | %
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Dystonic event

3 33 0 0.0 4 1.3 1 0.3 8 0.8 0 0.0
Parkinsonism 1 1.1 3 1.3 11 3.6 7 2.2 22 2.3 4 1.3
Akathisia 0 0.0 3 1.3 7 2.3 7 2.2 17 1.8 4 1.3
Dyskinetic 2 | 22 1 0.4 1 0.3 1 03 | 5 |05 | 2 | 06
event
Other
extrapyramidal 3 33 4 1.8 7 2.3 12 3.7 26 2.7 7 2.2
event

In a placebo-controlled clinical trial for the treatment of bipolar mania, utilizing the dose range of 400-800 mg/day of
SEROQUEL XR, the incidence of any adverse reactions related to EPS was 6.6% for SEROQUEL XR and 3.8% in the
placebo group. In this study, the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor,
dystonia, restlessness, and cogwheel rigidity) did not exceed 2.0% for any adverse reaction.

Table 17: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-Controlled
Clinical Trial for Bipolar Mania

Preferred termﬂ SEROQUEL XR Placebo
(N=151) (N=160)
n % n %
Dystonic event 1 0.7 0 0.0
Parkinsonism 4 2.7 3 1.9
Akathisia 2 1.3 1 0.6
Other extrapyramidal 3 20 ) 13
event

1. There were no adverse experiences with the preferred term of dyskinetic event.

In a placebo-controlled clinical trial for the treatment of bipolar depression utilizing 300 mg of SEROQUEL XR, the
incidence of any adverse reactions related to EPS was 4.4% for SEROQUEL XR and 0.7% in the placebo group. In this
study, the incidence of the individual adverse reactions (akathisia, extrapyramidal disorder, tremor, dystonia, hypertonia)
did not exceed 1.5% for any individual adverse reaction.

Table 18: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-Controlled
Clinical Trial for Bipolar Depression

Preferred termﬂ SEROQUEL XR Placebo
(N=137) (N=140)
n % n %
Dystonic event 2 1.5 0 0.0
Parkinsonism 1 0.7 1 0.7
Akathisia 2 1.5 0 0.0
Other extrapyramidal 0.7 0 0.0
event

1. There were no adverse experiences with the preferred term of dyskinetic event.

In two placebo-controlled short-term adjunctive therapy clinical trials for the treatment of MDD utilizing between 150 mg
and 300 mg of SEROQUEL XR, the incidence of any adverse reactions related to EPS was 5.1% for SEROQUEL XR and
4.2% for the placebo group.

Table 19 shows the percentage of patients experiencing adverse reactions associated with EPS in adjunct clinical trials for
MDD by dose:
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Table 19: Adverse Reactions Associated with EPS in MDD Trials by Dose, Adjunctive Therapy Clinical
Trials (6 weeks duration)

Preferred SEROQUEL XR 150 SEROQUEL XR 300 All Doses Placebo
term mg/day mg/day (N=627) (N=309)
(N=315) (N=312)

n % n % n % n %
Dystonic event 1 0.3 0 0.0 1 0.2 0 0.0
Parkinsonism 3 1.0 4 1.3 7 1.1 5 1.6
Akathisia 5 1.6 8 2.6 13 2.1 3 1.0
Dyskinetic 0 0.0 1 0.3 1 0.2 0 0.0
event
Other
extrapyramidal 5 1.6 7 2.2 12 1.9 5 1.6
event

Children and Adolescents

The information below is derived from a clinical trial database for SEROQUEL consisting of over 1000 pediatric patients.
This database includes 677 adolescents (13 — 17 years old) exposed to SEROQUEL for the treatment of schizophrenia and
393 children and adolescents (10 — 17 years old) exposed to SEROQUEL for the treatment of acute bipolar mania.

Adverse Reactions Associated with Discontinuation of Treatment in Short-Term, Placebo-Controlled Trials

Schizophrenia: The incidence of discontinuation due to adverse reactions for quetiapine-treated and placebo-treated
patients was 8.2% and 2.7%, respectively. The adverse reaction leading to discontinuation in 2% or more of patients on
quetiapine and at a greater incidence than placebo was somnolence (2.7% and 0% for placebo).

Bipolar I Mania: The incidence of discontinuation due to adverse reactions for quetiapine-treated and placebo-treated
patients was 11.4% and 4.4%, respectively. The adverse reactions leading to discontinuation in 2% or more of patients on
SEROQUEL and at a greater incidence than placebo were somnolence (4.1% vs. 1.1%) and fatigue (2.1% vs. 0).

Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled Trials:

In an acute (8-week) SEROQUEL XR trial in children and adolescents (10-17 years of age) with bipolar depression, in
which efficacy was not established, the most commonly observed adverse reactions associated with the use of
SEROQUEL XR (incidence of 5% or greater and at least twice that for placebo) were: dizziness 7%, diarrhea 5%, fatigue
5% and nausea 5%.

In therapy for schizophrenia (up to 6 weeks), the most commonly observed adverse reactions associated with the use of
quetiapine in adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for placebo) were
somnolence (34%), dizziness (12%), dry mouth (7%), tachycardia (7%).

In bipolar mania therapy (up to 3 weeks) the most commonly observed adverse reactions associated with the use of
quetiapine in children and adolescents (incidence of 5% or greater and quetiapine incidence at least twice that for
placebo) were somnolence (53%), dizziness (18%), fatigue (11%), increased appetite (9%), nausea (8%), vomiting (8%),
tachycardia (7%), dry mouth (7%), and weight increased (6%).

Adverse Reactions Occurring at an Incidence of > 2% among Seroquel Treated Patients in Short-Term, Placebo-
Controlled Trials
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Schizophrenia (Adolescents, 13 — 17 years old)

The following findings were based on a 6-week placebo-controlled trial in which quetiapine was administered in either
doses of 400 or 800 mg/day.

Table 20 enumerates the incidence, rounded to the nearest percent, of adverse reactions that occurred during therapy (up
to 6 weeks) of schizophrenia in 2% or more of patients treated with SEROQUEL (doses of 400 or 800 mg/day) where the
incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated patients.

Adverse reactions that were potentially dose-related with higher frequency in the 800 mg group compared to the 400 mg
group included dizziness (8% vs. 15%), dry mouth (4% vs. 10%), and tachycardia (6% vs. 11%).

Table 20: Adverse Reactions in a 6-Week Placebo-Controlled Clinical Trial for the Treatment of
Schizophrenia in Adolescent Patients

SEROQUEL 400 mg SEROQUEL 800 mg Placebo
Preferred Term (n=73) (n=74) (n=75)
Somnolence]] 33% 35% 11%
Dizziness 8% 15% 5%
Dry Mouth 4% 10% 1%
Tachycardiaf] 6% 11% 0%
Irritability 3% 5% 0%
Arthralgia 1% 3% 0%
Asthenia 1% 3% 1%
Back Pain 1% 3% 0%
Dyspnea 0% 3% 0%
Abdominal Pain 3% 1% 0%
Anorexia 3% 1% 0%
Tooth Abscess 3% 1% 0%
Dyskinesia 3% 0% 0%
Epistaxis 3% 0% 1%
Muscle Rigidity 3% 0% 0%

1. Somnolence combines adverse reaction terms somnolence and sedation.
2. Tachycardia combines adverse reaction terms tachycardia and sinus tachycardia.

Bipolar I Mania (Children and Adolescents 10 to 17 years old)

The following findings were based on a 3-week placebo-controlled trial in which quetiapine was administered in either
doses of 400 or 600 mg/day.

Table 21 enumerates the incidence, rounded to the nearest percent, of treatment-emergent adverse reactions that occurred
during therapy (up to 3 weeks) of bipolar mania in 2% or more of patients treated with SEROQUEL (doses of 400 or 600
mg/day) where the incidence in patients treated with SEROQUEL was greater than the incidence in placebo-treated
patients.

Adverse reactions that were potentially dose-related with higher frequency in the 600 mg group compared to the 400 mg
group included somnolence (50% vs. 57%), nausea (6% vs. 10%) and tachycardia (6% vs. 9%).

Table 21: Adverse Reactions in a 3-Week Placebo-Controlled Clinical Trial for the Treatment of Bipolar
Mania in Children and Adolescent Patients

Preferred Term SEROQUEL 400 mg SEROQUEL 600 mg Placebo
(n=95) (n=98) (n=90)
Somnolence] 50% 57% 14%
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Dizziness

Nausea

Fatigue

Increased Appetite
Tachycardiaf

Dry Mouth
Vomiting

Nasal Congestion
Weight Increased
Irritability
Pyrexia
Aggression
Musculoskeletal
Stiffness
Accidental Overdose
Acne

Arthralgia
Lethargy

Pallor

Stomach
Discomfort
Syncope

Vision Blurred
Constipation

Ear Pain
Paresthesia

Sinus Congestion
Thirst

1.  Somnolence combines adverse reaction terms somnolence and sedation.
2. Tachycardia combines adverse reaction terms tachycardia and sinus tachycardia.

Extrapyramidal Symptoms:

Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in children and adolescent patients
10- 17 years of age [see Clinical Studies

In a short-term placebo-controlled SEROQUEL XR monotherapy trial in children and adolescent patients (10-17 years of

19%
6%
14%
10%
6%
7%
8%
3%
6%
3%
1%
1%
1%

0%
3%
4%
2%
1%
4%

2%
3%
4%
2%
2%
3%
2%

/4.1 and

/4.2

/.

17%
10%
9%
9%
9%
7%
7%
6%
6%
5%
4%
3%
3%

2%
2%
2%
2%
2%
2%

2%
2%
2%
0%
0%
0%
0%
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2%
4%
4%
1%
0%
0%
3%
2%
0%
1%
1%
0%
1%

0%
0%
1%
0%
0%
1%

0%
0%
0%
0%
0%
0%
0%

age) with bipolar depression (8-week duration), in which efficacy was not established, the aggregated incidence of

extrapyramidal symptoms was 1.1% (1/92) for SEROQUEL XR and 0% (0/100) for placebo.

In a short-term placebo-controlled SEROQUEL monotherapy trial in adolescent patients (13-17 years of age) with
schizophrenia (6-week duration), the aggregated incidence of extrapyramidal symptoms was 12.9% (19/147) for

SEROQUEL and 5.3% (4/75) for placebo, though the incidence of the individual adverse reactions (e.g., akathisia, tremor,
extrapyramidal disorder, hypokinesia, restlessness, psychomotor hyperactivity, muscle rigidity, dyskinesia) did not exceed

4.1% in any treatment group. In a short-term placebo-controlled SEROQUEL monotherapy trial in children and

adolescent patients (10-17 years of age) with bipolar mania (3-week duration), the aggregated incidence of extrapyramidal

symptoms was 3.6% (7/193) for SEROQUEL and 1.1% (1/90) for placebo.

In Tables 22 and 23, dystonic events included nuchal rigidity, hypertonia, dystonia, and muscle rigidity; parkinsonism
included cogwheel rigidity and tremor; akathisia included akathisia only; dyskinetic event included tardive dyskinesia,

dyskinesia and choreoathetosis; and other extrapyramidal event included restlessness and extrapyramidal disorder.
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Table 22 below presents a listing of patients with adverse reactions associated with EPS in the short-term placebo-

controlled SEROQUEL monotherapy trial in adolescent patients with schizophrenia (6-week duration).

Table 22: Adverse Reactions Associated with Extrapyramidal Symptoms in the Placebo-controlled Trial
in Adolescent Patients with Schizophrenia (6-week duration).

Preferred SEROQUEL SEROQUEL All SEROQUEL Placebo
term 400 mg/day 800 mg/day (N=147) (N=75)
(N=73) (N=74)

n % n % n % n %
Dystonic event 2 2.7 0 0.0 2 1.4 0 0.0
Parkinsonism 4 5.5 4 5.4 8 5.4 2 2.7
Akathisia 3 4.1 4 5.4 7 4.8 3 4.0
Dyskinetic 2 2.7 0 0.0 2 1.4 0 0.0
event
Other
extrapyramidal 2 2.7 2 2.7 4 2.7 0 0.0
event

Table 23 below presents a listing of patients with adverse reactions associated with EPS in a short-term placebo-controlled
monotherapy trial in children and adolescent patients with bipolar mania (3-week duration).

Table 23: Adverse Reactions Associated with Extrapyramidal Symptoms in a Placebo-controlled Trial
in Children and Adolescent Patients with Bipolar | Mania (3-week duration)

Preferred SEROQUEL SEROQUEL All SEROQUEL Placebo
terml] 400 mg/day 600 mg/day (N=193) (N=90)
(N=95) (N=98)

n % n % n % n %
Parkinsonism 2 2.1 1 1.0 3 1.6 1 1.1
Akathisia 1 1.0 1 1.0 2 1.0 0 0.0
Other
extrapyramidal 1 1.1 1 1.0 2 1.0 0 0.0
event

1. There were no adverse reactions with the preferred term of dystonic or dyskinetic events.
Laboratory, ECG and vital sign changes observed in clinical studies
Laboratory Changes:

Neutrophil Counts

Adults: In three-arm SEROQUEL XR placebo-controlled monotherapy clinical trials, among patients with a baseline
neutrophil count > 1.5 x 10°/L, the incidence of at least one occurrence of neutrophil count <1.5 x 10°/L was 1.5% in
patients treated with SEROQUEL XR and 1.5% for SEROQUEL, compared to 0.8% in placebo-treated patients.

In placebo-controlled monotherapy clinical trials involving 3368 patients on quetiapine fumarate and 1515 on placebo, the
incidence of at least one occurrence of neutrophil count <1.0 x 10°/L among patients with a normal baseline neutrophil

count and at least one available follow up laboratory measurement was 0.3% (10/2967) in patients treated with quetiapine,
compared to 0.1% (2/1349) in patients treated with placebo /jsee Warnings and Precautions (5.10)].

Transaminase Elevations
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Adults: Asymptomatic, transient and reversible elevations in serum transaminases (primarily ALT) have been reported.

in a pool of placebo-controlled trials ranged between 1% and 2% for SEROQUEL XR compared to 2% for placebo. In

schizophrenia trials in adults, the proportions of patients with transaminase elevations of >3 times the upper limits of the

normal reference range in a pool of 3- to 6-week placebo-controlled trials were approximately 6% (29/483) for
SEROQUEL compared to 1% (3/194) for placebo. These hepatic enzyme elevations usually occurred within the first 3
weeks of drug treatment and promptly returned to pre-study levels with ongoing treatment with quetiapine.

Decreased Hemoglobin

Adults: In short-term placebo-controlled trials, decreases in hemoglobin to < 13 g/dL males, < 12 g/dL females on at least
one occasion occurred in 8.3% (594/7155) of quetiapine-treated patients compared to 6.2% (219/3536) of patients treated
with placebo. In a database of controlled and uncontrolled clinical trials, decreases in hemoglobin to < 13 g/dL males, <

12 g/dL females on at least one occasion occurred in 11% (2277/20729) of quetiapine-treated patients.

Interference with Urine Drug Screens

There have been literature reports suggesting false positive results in urine enzyme immunoassays for methadone and

tricyclic antidepressants in patients who have taken quetiapine. Caution should be exercised in the interpretation of

positive urine drug screen results for these drugs, and confirmation by alternative analytical technique (e.g.,

chromatographic methods) should be considered.

ECG Changes:

Adults: 2.5% of SEROQUEL XR patients, and 2.3% of placebo patients, had tachycardia (>120 bpm) at any time during
the trials. SEROQUEL XR was associated with a mean increase in heart rate, assessed by ECG, of 6.3 beats per minute
compared to a mean increase of 0.4 beats per minute for placebo. This is consistent with the rates for SEROQUEL. The

incidence of adverse reactions of tachycardia was 1.9% for SEROQUEL XR compared to 0.5% for placebo. SEROQUEL
use was associated with a mean increase in heart rate, assessed by ECG, of 7 beats per minute compared to a mean

increase of 1 beat per minute among placebo patients. The slight tendency for tachycardia may be related to quetiapine’s

potential for inducing orthostatic changes /see |Warnings and Precautions (5.7)].

Children and Adolescents: Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL in
children and adolescent patients 10- 17 years of age /see Clinical Studies (4.1 and |14.2)].

In an acute (8-week) SEROQUEL XR trial in children and adolescents (10-17 years of age) with bipolar depression, in
which efficacy was not established, increases in heart rate (> 110 bpm 10-12 years and 13-17 years) occurred in 0% of
patients receiving SEROQUEL XR and 1.2% of patients receiving placebo. Mean increases in heart rate were 3.4 bpm

for SEROQUEL XR, compared to 0.3 bpm in the placebo group /see

In the acute (6-week) SEROQUEL schizophrenia trial in adolescents (13-17 years of age), increases in heart rate (> 110

Warnings and Precautions (5.7

/-

bpm) occurred in 5.2% of patients receiving SEROQUEL 400 mg and 8.5% of patients receiving SEROQUEL 800 mg

compared to 0% of patients receiving placebo. Mean increases in heart rate were 3.8 bpm and 11.2 bpm for SEROQUEL

400 mg and 800 mg groups, respectively, compared to a decrease of 3.3 bpm in the placebo group /see [Warnings and

Precautions (5.7)].

In the acute (3-week) SEROQUEL bipolar mania trial in children and adolescents (10-17 years of age), increases in heart
rate (> 110 bpm) occurred in 1.1% of patients receiving SEROQUEL 400 mg and 4.7% of patients receiving SEROQUEL

600 mg compared to 0% of patients receiving placebo. Mean increases in heart rate were 12.8 bpm and 13.4 bpm for
SEROQUEL 400 mg and 600 mg groups, respectively, compared to a decrease of 1.7 bpm in the placebo group /see

Warnings and Precautions (5.7)].
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6.2 Postmarketing Experience
The following adverse reactions were identified during post approval use of SEROQUEL. Because these reactions are
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Adverse reactions reported since market introduction which were temporally related to quetiapine therapy include
anaphylactic reaction, cardiomyopathy, drug reaction with eosinophilia and systemic symptoms (DRESS), hyponatremia,
myocarditis, nocturnal enuresis, pancreatitis, retrograde amnesia, rhabdomyolysis, syndrome of inappropriate antidiuretic
hormone secretion (SIADH), Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN).

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on Quetiapine

The risks of using SEROQUEL XR in combination with other drugs have not been extensively evaluated in systematic
studies. Given the primary CNS effects of SEROQUEL XR, caution should be used when it is taken in combination with
other centrally acting drugs. Quetiapine potentiated the cognitive and motor effects of alcohol in a clinical trial in subjects
with selected psychotic disorders, and alcoholic beverages should be limited while taking quetiapine.

Quetiapine exposure is increased by the prototype CYP3A4 inhibitors (e.g., ketoconazole, itraconazole, indinavir,
ritonavir, nefazodone, etc.) and decreased by the prototype of CYP3A4 inducers (e.g., phenytoin, carbamazepine,
rifampin, avasimibe, St. John’s wort etc.). Dose adjustment of quetiapine will be necessary if it is co-administered with
potent CYP3A4 inducers or inhibitors.

CYP3A4 inhibitors:

Coadministration of ketoconazole, a potent inhibitor of cytochrome CYP3A4, resulted in significant increase in quetiapine
exposure. The dose should be reduced to one sixth of the original dose in patients coadministered with a strong CYP3A4
inhibitor [see |[Dosage and Administration (2.5) and |Clinical Pharmacology (12.3)].

CYP3A4 inducers:

Coadministration of quetiapine and phenytoin, a CYP3A4 inducer increased the mean oral clearance of quetiapine by 5-
fold. Increased doses of SEROQUEL XR up to 5 fold may be required to maintain control of symptoms of schizophrenia
in patients receiving quetiapine and phenytoin, or other known potent CYP3A4 inducers /see |Dosage and Administration |
(2.6) and (Clinical Pharmacology (12.3)]. When the CYP3A4 inducer is discontinued, the dose of SEROQUEL XR should
be reduced to the original level within 7-14 days [see [Dosage and Administration (2.6)].

The potential effects of several concomitant medications on quetiapine pharmacokinetics were studied.

7.2 Effect of Quetiapine on Other Drugs

Because of its potential for inducing hypotension, SEROQUEL XR may enhance the effects of certain antihypertensive
agents.

SEROQUEL XR may antagonize the effects of levodopa and dopamine agonists.

There are no clinically relevant pharmacokinetic interactions of Seroquel on other drugs based on the CYP pathway.
Seroquel and its metabolites are non-inhibitors of major metabolizing CYP’s (1A2, 2C9, 2C19, 2D6 and 3A4).
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C:

Risk Summary

There are no adequate and well-controlled studies of SEROQUEL XR use in pregnant women. In limited published
literature, there were no major malformations associated with quetiapine exposure during pregnancy. In animal studies,
embryo-fetal toxicity occurred. SEROQUEL XR should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Human Data

There are limited published data on the use of quetiapine for treatment of schizophrenia and other psychiatric disorders
during pregnancy. In a prospective observational study, 21 women exposed to quetiapine and other psychoactive
medications during pregnancy delivered infants with no major malformations. Among 42 other infants born to pregnant
women who used quetiapine during pregnancy, there were no major malformations reported (one study of 36 women, 6
case reports). Due to the limited number of exposed pregnancies, these postmarketing data do not reliably estimate the
frequency or absence of adverse outcomes. Neonates exposed to antipsychotic drugs (including SEROQUEL XR), during
the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. There
have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress and feeding disorder in
these neonates. These complications have varied in severity; while in some cases symptoms have been self-limited, in
other cases neonates have required intensive care unit support and prolonged hospitalization.

Animal Data

When pregnant rats and rabbits were exposed to quetiapine during organogenesis, there was no teratogenic effect in
fetuses at doses up to 2.4 times the maximum recommended human dose (MRHD), for schizophrenia of 800 mg/day
based on mg/m’ body surface area. However, there was evidence of embryo-fetal toxicity. These included delays in
skeletal ossification occurred at approximately 1 and 2 times the MRHD of 800 mg/day and 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 at approximately 1-2 times the MRHD (all doses) 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 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 Labor and Delivery
The effect of SEROQUEL XR on labor and delivery in humans is unknown.

8.3 Nursing Mothers

SEROQUEL XR was excreted into human milk. Because of the potential for serious adverse reactions in nursing infants
from SEROQUEL XR, a decision should be made whether to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother’s health.
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In published case reports, the level of quetiapine in breast milk ranged from undetectable to 170 pg/L. The estimated
infant dose ranged from 0.09% to 0.43% of the weight-adjusted maternal dose. Based on a limited number (N=8) of
mother/infant pairs, calculated infant daily doses range from less than 0.01 mg/kg (at a maternal daily dose up to 100 mg

quetiapine) to 0.1 mg/kg (at a maternal daily dose of 400 mg).

8.4 Pediatric Use

Safety and effectiveness of SEROQUEL XR is supported by studies of SEROQUEL for schizophrenia in adolescent
patients 13 to 17 years of age and in bipolar mania in children and adolescent patients 10 to 17 years of age /see Clinical
Studies ({[4.1 and |[4.2)].

In general, the adverse reactions observed in children and adolescents during the clinical trials with SEROQUEL 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 Udverse Reactions (6.1)].

Bipolar Depression

The effectiveness of SEROQUEL XR for the treatment of bipolar depression in patients under the age of 18 years has not
been established. One 8-week trial was conducted to evaluate the safety and efficacy of SEROQUEL XR in the treatment
of bipolar depression in pediatric patients 10 to 17 years of age. The primary objective of the study was to evaluate
whether SEROQUEL XR at a dose of 150 to 300 mg/day demonstrated superior efficacy (as measured by change in
CDRS-R total score from baseline to end of 8 weeks) compared to placebo in children and adolescents 10 to 17 years of
age with bipolar depression. A total of 193 patients with bipolar depression were randomized to placebo or SEROQUEL
XR. The primary results of this study did not show a difference between SEROQUEL XR and placebo in decreasing
depression symptoms in children and adolescents with bipolar disorder. In this study, patients treated with SEROQUEL
XR exhibited metabolic changes, weight gain, increases in blood pressure and increases in heart rate [see Warnings and

Precautions (545, and Wdverse Reactions (6.1)].

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 Cmax of quetiapine were 41% and 39% lower, respectively, in

children and adolescents compared to adults. The pharmacokinetics of the active metabolite, norquetiapine, were similar
between children/adolescents and adults after adjusting for weight [see Clinical Pharmacology |(12.3)].

Schizophrenia

The efficacy and safety of SEROQUEL XR in the treatment of schizophrenia in adolescents aged 13 to 17 years is
supported by one 6-week, double-blind, placebo-controlled trial with SEROQUEL [see [ndications and Usage (1.1},
Dosage and Administration (2.2), Udverse Reactions (6.1), and (Clinical Studies (14.1}].

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

The safety and effectiveness of SEROQUEL XR in the maintenance treatment of schizophrenia has not been established
in patients less than 18 years of age.

Bipolar Mania

The efficacy and safety of SEROQUEL XR in the treatment of bipolar mania in children and adolescents ages 10 to 17

years is supported by one 3-week, double-blind, placebo controlled trial with SEROQUEL [see [[ndications and Usage

1.2), Dosage and Administration (2.2), Udverse Reactions (6.1), and |Clinical Studies (14.2)].
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Safety and effectiveness of SEROQUEL XR in pediatric patients less than 10 years of age with bipolar mania have not

been established.

The safety and effectiveness of SEROQUEL XR in the maintenance treatment of bipolar disorder has not been established
in patients less than 18 years of age.

8.5 Geriatric Use

Sixty-eight patients in clinical studies with SEROQUEL XR were 65 years of age or over. In general, there was no
indication of any different tolerability of SEROQUEL XR in the elderly compared to younger adults. Nevertheless, the
presence of factors that might decrease pharmacokinetic clearance, increase the pharmacodynamic response to
SEROQUEL XR, or cause poorer tolerance or orthostasis, should lead to consideration of a lower starting dose, slower
titration, and careful monitoring during the initial dosing period in the elderly. The mean plasma clearance of quetiapine
was reduced by 30% to 50% in elderly patients when compared to younger patients /see |Dosage and Administration (2.3)
and (Clinical Pharmacology (12.3)].

8.6 Renal Impairment

Clinical experience with SEROQUEL XR in patients with renal impairment is limited /see |[Clinical Pharmacology
12.3)].

8.7 Hepatic Impairment

Since quetiapine is extensively metabolized by the liver, higher plasma levels are expected in patients with hepatic
impairment. In this population, a low starting dose of 50 mg/day is recommended and the dose may be increased in

increments of 50 mg/day [see [Dosage and Administration (2.4) and |Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
SEROQUEL XR is not a controlled substance.

9.2 Abuse

SEROQUEL XR has not been systematically studied in animals or humans for its potential for abuse, tolerance or
physical dependence. While the clinical trials did not reveal any tendency for any drug-seeking behavior, these
observations were not systematic and it is not possible to predict on the basis of this limited experience the extent to which
a CNS-active drug will be misused, diverted, and/or abused once marketed. Consequently, patients should be evaluated
carefully for a history of drug abuse, and such patients should be observed closely for signs of misuse or abuse of
SEROQUEL XR (e.g., development of tolerance, increases in dose, drug-seeking behavior).

10 OVERDOSAGE

10.1 Human Experience

In clinical trials, survival has been reported in acute overdoses of up to 30 grams of quetiapine. Most patients who
overdosed experienced no adverse reactions or recovered fully from the reported events. Death has been reported in a
clinical trial following an overdose of 13.6 grams of quetiapine alone. In general, reported signs and symptoms were those
resulting from an exaggeration of the drug’s known pharmacological effects, i.e., drowsiness and sedation, tachycardia
and hypotension. Patients with pre-existing severe cardiovascular disease may be at an increased risk of the effects of
overdose [see !Warnings and Precautions (3.1 2)] . One case, involving an estimated overdose of 9600 mg, was associated
with hypokalemia and first degree heart block. In post-marketing experience, there were cases reported of QT
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prolongation with overdose. There were also very rare reports of overdose of SEROQUEL alone resulting in death or
coma.

10.2 Management of Overdosage

In case of acute overdosage, establish and maintain an airway and ensure adequate oxygenation and ventilation. Gastric
lavage (after intubation, if patient is unconscious) and administration of activated charcoal together with a laxative should
be considered. The possibility of obtundation, seizure or dystonic reaction of the head and neck following overdose may
create a risk of aspiration with induced emesis. Cardiovascular monitoring should commence immediately and should
include continuous electrocardiographic monitoring to detect possible arrhythmias. If antiarrhythmic therapy is
administered, disopyramide, procainamide and quinidine carry a theoretical hazard of additive QT-prolonging effects
when administered in patients with acute overdosage of SEROQUEL XR. Similarly it is reasonable to expect that the -
adrenergic-blocking properties of bretylium might be additive to those of quetiapine, resulting in problematic
hypotension.

There is no specific antidote to SEROQUEL XR. Therefore, appropriate supportive measures should be instituted. The
possibility of multiple drug involvement should be considered. Hypotension and circulatory collapse should be treated
with appropriate measures such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should
not be used, since B stimulation may worsen hypotension in the setting of quetiapine-induced o blockade). In cases of
severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical supervision and
monitoring should continue until the patient recovers.

11 DESCRIPTION

SEROQUEL XR (quetiapine fumarate) is an atypical antipsychotic belonging to a chemical class, the dibenzothiazepine
derivatives. The chemical designation is 2-[2-(4-dibenzo [b,f ] [1,4] thiazepin-11-yl-1-piperazinyl)ethoxy]-ethanol
fumarate (2:1) (salt). It is present in tablets as the fumarate salt. All doses and tablet strengths are expressed as
milligrams of base, not as fumarate salt. Its molecular formula is C4HsoNO4S,°C4,H4O,4 and it has a molecular weight of
883.11 (fumarate salt). The structural formula is:

HNF\DIDH
fj o 0
) e
N = 0 o
| S )

Quetiapine fumarate is a white to off-white crystalline powder which is moderately soluble in water.

SEROQUEL XR is supplied for oral administration as 50 mg (peach), 150 mg (white), 200 mg (yellow), 300 mg (pale
yellow), and 400 mg (white). All tablets are capsule shaped and film coated.
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Inactive ingredients for SEROQUEL XR are lactose monohydrate, microcrystalline cellulose, sodium citrate,

hypromellose, and magnesium stearate. The film coating for all SEROQUEL XR tablets contain hypromellose,
polyethylene glycol 400 and titanium dioxide. In addition, yellow iron oxide (50, 200 and 300 mg tablets) and red iron
oxide (50 mg tablets) are included in the film coating of specific strengths.

Each 50 mg tablet contains 58 mg of quetiapine fumarate equivalent to 50 mg quetiapine. Each 150 mg tablet contains
173 mg of quetiapine fumarate equivalent to 150 mg quetiapine. Each 200 mg tablet contains 230 mg of quetiapine
fumarate equivalent to 200 mg quetiapine. Each 300 mg tablet contains 345 mg of quetiapine fumarate equivalent to 300
mg quetiapine. Each 400 mg tablet contains 461 mg of quetiapine fumarate equivalent to 400 mg quetiapine.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of SEROQUEL XR in the treatment of schizophrenia, bipolar disorder and major depressive
disorder (MDD), is unknown. However, its efficacy in schizophrenia could be mediated through a combination of
dopamine type 2 (D,) and serotonin type 2A (5HT,a) antagonism. The active metabolite, N-desalkyl quetiapine
(norquetiapine), has similar activity at D,, but greater activity at SHT,, receptors, than the parent drug (quetiapine).
Quetiapine’s efficacy in bipolar depression and MDD may partly be explained by the high affinity and potent inhibitory
effects that norquetiapine exhibits for the norepinephrine transporter.

Antagonism at receptors other than dopamine and serotonin with similar or greater affinities may explain some of the
other effects of quetiapine and norquetiapine: antagonism at histamine H; receptors may explain the somnolence,
antagonism at adrenergic o,b receptors may explain the orthostatic hypotension, and antagonism at muscarinic M,
receptors may explain the anticholinergic effects.

12.2 Pharmacodynamics

Quetiapine and norquetiapine have affinity for multiple neurotransmitter receptors including dopamine D, and D,,
serotonin SHT ;4 and SHT,,, histamine H;, muscarinic M;, and adrenergic a;b and o, receptors. Quetiapine differs from
norquetiapine in having no appreciable affinity for muscarinic M, receptors whereas norquetiapine has high affinity.
Quetiapine and norquetiapine lack appreciable affinity for benzodiazepine receptors.

Table 24: Receptor Affinities (Ki, nM) for Quetiapine and Norquetiapine

Receptor Quetiapine | Norquetiapine
Dopamine D, 428 99.8
Dopamine D, 626 489
Serotonin SHT 5 1040 191
Serotonin SHT,A 38 2.9
Norepinephrine transporter | >10000 34.8
Histamine H, 441 1.15
Adrenergic a,b 14.6 46.4
Adrenergic a, 617 1290
Muscarinic M, 1086 38.3
Benzodiazepine >10000 > 10000
Effect on QT Interval

In clinical trials quetiapine was not associated with a persistent increase in QT intervals. However, the QT effect was not
systematically evaluated in a thorough QT study. In post marketing experience there were cases reported of QT
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prolongation in patients who overdosed on quetiapine /see (Overdosage (10.1)], in patients with concomitant illness, and
in patients taking medicines known to cause electrolyte imbalance or increase QT interval.

12.3 Pharmacokinetics
Adults

Following multiple dosing of quetiapine up to a total daily dose of 800 mg, administered in divided doses, the plasma
concentration of quetiapine and norquetiapine, the major active metabolite of quetiapine, were proportional to the total
daily dose. Accumulation is predictable upon multiple dosing. Steady-state mean C,,,, and AUC of norquetiapine are
about 21-27% and 46-56%, respectively of that observed for quetiapine. Elimination of quetiapine is mainly via hepatic
metabolism. The mean-terminal half-life is approximately 7 hours for quetiapine and approximately 12 hours for
norquetiapine within the clinical dose range. Steady-state concentrations are expected to be achieved within two days of
dosing. SEROQUEL XR is unlikely to interfere with the metabolism of drugs metabolized by cytochrome P450 enzymes.

Children and Adolescents

At steady state, the pharmacokinetics of the parent compound, in children and adolescents (10-17 years of age), were
similar to adults. However, when adjusted for dose and weight, AUC and C,,, of the parent compound were 41% and
39% lower, respectively, in children and adolescents than in adults. For the active metabolite, norquetiapine, AUC and
Crax Were 45% and 31% higher, respectively, in children and adolescents than in adults. When adjusted for dose and
weight, the pharmacokinetics of the metabolite, norquetiapine, was similar between children and adolescents and adults
[see|Use in Specific Populations (8.4)].

Absorption

Quetiapine fumarate reaches peak plasma concentrations approximately 6 hours following administration. SEROQUEL
XR dosed once daily at steady state has comparable bioavailability to an equivalent total daily dose of SEROQUEL
administered in divided doses, twice daily. A high-fat meal (approximately 800 to 1000 calories) was found to produce
statistically significant increases in the SEROQUEL XR C,,,x and AUC of 44% to 52% and 20% to 22%, respectively, for
the 50 mg and 300 mg tablets. In comparison, a light meal (approximately 300 calories) had no significant effect on the
Cuax or AUC of quetiapine. It is recommended that SEROQUEL XR be taken without food or with a light meal /see
Dosage and Administration (2.1)].

Distribution

Quetiapine is widely distributed throughout the body with an apparent volume of distribution of 10+4 L/kg. It is 83%
bound to plasma proteins at therapeutic concentrations. /n vitro, quetiapine did not affect the binding of warfarin or
diazepam to human serum albumin. In turn, neither warfarin nor diazepam altered the binding of quetiapine.

Metabolism and Elimination

Following a single oral dose of '“C-quetiapine, less than 1% of the administered dose was excreted as unchanged drug,
indicating that quetiapine is highly metabolized. Approximately 73% and 20% of the dose was recovered in the urine and
feces, respectively. The average dose fraction of free quetiapine and its major active metabolite is <5% excreted in the
urine.

Quetiapine is extensively metabolized by the liver. The major metabolic pathways are sulfoxidation to the sulfoxide
metabolite and oxidation to the parent acid metabolite; both metabolites are pharmacologically inactive. In vitro studies
using human liver microsomes revealed that the cytochrome P450 3A4 isoenzyme is involved in the metabolism of
quetiapine to its major, but inactive, sulfoxide metabolite and in the metabolism of its active metabolite norquetiapine.
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Age

Oral clearance of quetiapine was reduced by 40% in elderly patients (> 65 years, n = 9) compared to young patients (n =
12), and dosing adjustment may be necessary [see [Dosage and Administration (2.3)].

Gender

There is no gender effect on the pharmacokinetics of quetiapine.
Race

There is no race effect on the pharmacokinetics of quetiapine.
Smoking

Smoking has no effect on the oral clearance of quetiapine.
Renal Insufficiency

Patients with severe renal impairment (CL,=10-30 mL/min/1.73m? n=8) had a 25% lower mean oral clearance than
normal subjects (CL>80 mL/min/1.73m’ n=8), but plasma quetiapine concentrations in the subjects with renal
insufficiency were within the range of concentrations seen in normal subjects receiving the same dose. Dosage adjustment
is therefore not needed in these patients [see |{Use in Specific Populations (8.6)].

Hepatic Insufficiency

Hepatically impaired patients (n=8) had a 30% lower mean oral clearance of quetiapine than normal subjects. In 2 of the 8
hepatically impaired patients, AUC and C,,,, were 3 times higher than those observed typically in healthy subjects. Since
quetiapine is extensively metabolized by the liver, higher plasma levels are expected in the hepatically impaired

population, and dosage adjustment may be needed [see |Dosage and Administration (2.4) and |Use in Specific Populations |
8.7)].

Drug-Drug Interaction Studies

The in vivo assessments of effect of other drugs on the pharmacokinetics of quetiapine are summarized in Table 25 [see

Dosage and Administration and and |Drug Interactions (7.1)].

Table 25: The Effect of Other Drugs on the PK of Quetiapine

.. Dose schedules Effect on
Coadministered P P
drug Coadministered Quetiapine quetlapl.ne .
drug pharmacokinetics
Phenytoin 100 mg three times daily 250 mg three times daily 5 fold Increase in oral
clearance
Divalproex 500 mg twice daily 150 mg twice daily 17% increase mean max
plasma concentration at
steady state.
No effect on absorption or
mean oral clearance
Thioridazine 200 mg twice daily 300 mg twice daily 65% increase in oral
clearance
Cimetidine 400 mg three times daily for | 150 mg three times daily 20% decrease in mean oral
4 days clearance
Ketoconazole (potent CYP | 200 mg once daily for 4 25 mg single dose 84% decrease in oral
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3A4 inhibitor) days clearance resulting in a 6.2
fold increase in AUC of
quetiapine

Fluoxetine 60 mg once daily 300 mg twice daily No change in steady state
PK

Imipramine 75 mg twice daily 300 mg twice daily No change in steady state
PK

Haloperidol 7.5 mg twice daily 300 mg twice daily No change in steady state
PK

Risperidone 3 mg twice daily 300 mg twice daily No change in steady state
PK

In vitro enzyme inhibition data suggest that quetiapine and 9 of its metabolites would have little inhibitory effect on in
vivo metabolism mediated by cytochromes CYP 1A2, 2C9, 2C19, 2D6 and 3A4. Quetiapine at doses of 750 mg/day did
not affect the single dose pharmacokinetics of antipyrine, lithium or lorazepam (Table 26) /see |Drug Interactions (7.2)].

Table 26: The Effect of Quetiapine on the PK of Other Drugs

Coadministered drug Dose schedules Effect on other drugs
Coadministered drug Quetiapine pharmacokinetics
Lorazepam 2 mg, single dose 250 mg three times daily Oral clearance of lorazepam
reduced by 20%
Divalproex 500 mg twice daily 150 mg twice daily Cmax and AUC of free

valproic acid at steady-state
was decreased by 10-12%

Lithium Up to 2400 mg/day given in | 250 mg three times daily No effect on steady-state
twice daily doses pharmacokinetics of lithium
Antipyrine 1 g, single dose 250 mg three times daily No effect on clearance of

antipyrine or urinary
recovery of its metabolites

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in C57BL mice and Wistar rats. Quetiapine was administered in the diet to mice
at doses of 20, 75, 250, and 750 mg/kg and to rats by gavage at doses of 25, 75, and 250 mg/kg for two years. These doses
are equivalent to 0.1, 0.5, 1.5, and 4.5 times the maximum human dose (MRHD) of 800 mg/day based on mg/m” body
surface area (mice) or 0.3, 1, and 3 times the MRHD based on mg/m” body surface area (rats). There were statistically
significant increases in thyroid gland follicular adenomas in male mice at doses 1.5 and 4.5 times the MRHD on mg/m’
body surface area and in male rats at a dose of 3 times the MRHD on mg/m” body surface area. Mammary gland
adenocarcinomas were statistically significantly increased in female rats at all doses tested (0.3, 1, and 3 times the MRHD
on mg/m’ body surface area).

Thyroid follicular cell adenomas may have resulted from chronic stimulation of the thyroid gland by thyroid stimulating
hormone (TSH) resulting from enhanced metabolism and clearance of thyroxine by rodent liver. Changes in TSH,
thyroxine, and thyroxine clearance consistent with this mechanism were observed in subchronic toxicity studies in rat and
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mouse and in a 1-year toxicity study in rat; however, the results of these studies were not definitive. The relevance of the

increases in thyroid follicular cell adenomas to human risk, through whatever mechanism, is unknown.

Antipsychotic drugs have been shown to chronically elevate prolactin levels in rodents. Serum measurements in a 1-year
toxicity study showed that quetiapine increased median serum prolactin levels a maximum of 32- and 13-fold in male and
female rats, respectively. Increases in mammary neoplasms have been found in rodents after chronic administration of
other antipsychotic drugs and are considered to be prolactin-mediated. The relevance of this increased incidence of

prolactin-mediated mammary gland tumors in rats to human risk is unknown /see |Warnings and Precautions (5.15)].

Mutagenesis

The mutagenic potential of quetiapine was tested in the in vitro Ames bacterial gene mutation assay and in the in vitro
mammalian gene mutation assay in Chinese Hamster Ovary cells. The clastogenic potential of quetiapine was tested in the
in vitro chromosomal aberration assay in cultured human lymphocytes and in the in vivo bone marrow micronucleus assay
in rats up to 500 mg/kg which is 6 times the maximum recommended human dose on mg/m’ body surface area. Based on
weight of evidence quetiapine was not mutagenic or clastogenic in these tests.

Impairment of Fertility

Quetiapine decreased mating and fertility in male Sprague-Dawley rats at oral doses of 50 and 150 mg/kg or
approximately 1 and 3 times the maximum human dose (MRHD) of 800 mg/day on mg/m* body surface area. Drug-
related effects included increases in interval to mate and in the number of matings required for successful impregnation.
These effects continued to be observed at 3 times the MRHD even after a two-week period without treatment. The no-
effect dose for impaired mating and fertility in male rats was 25 mg/kg, or 0.3 times the MRHD dose on mg/m” body
surface area. Quetiapine adversely affected mating and fertility in female Sprague-Dawley rats at an oral dose
approximately 1 times the MRHD of 800 mg/day on mg/m’ body surface area. Drug-related effects included decreases in
matings and in matings resulting in pregnancy, and an increase in the interval to mate. An increase in irregular estrus
cycles was observed at doses of 10 and 50 mg/kg, or approximately 0.1 and 1 times the MRHD of 800 mg/day on mg/m”
body surface area. The no-effect dose in female rats was 1 mg/kg, or 0.01 times the MRHD of 800 mg/day on mg/m’ body
surface area.

13.2 Animal Toxicology and/or Pharmacology

Quetiapine caused a dose-related increase in pigment deposition in thyroid gland in rat toxicity studies which were 4
weeks in duration or longer and in a mouse 2-year carcinogenicity study. Doses were 10 to 250 mg/kg in rats and 75 to
750 mg/kg in mice; these doses are 0.1-3, and 0.1-4.5 times the maximum recommended human dose (MRHD) of 800
mg/day on mg/m” body surface area, respectively. Pigment deposition was shown to be irreversible in rats. The identity
of the pigment could not be determined, but was found to be co-localized with quetiapine in thyroid gland follicular
epithelial cells. The functional effects and the relevance of this finding to human risk are unknown.

In dogs receiving quetiapine for 6 or 12 months, but not for 1 month, focal triangular cataracts occurred at the junction of
posterior sutures in the outer cortex of the lens at a dose of 100 mg/kg, or 4 times the MRHD of 800 mg/day on mg/m’
body surface area. This finding may be due to inhibition of cholesterol biosynthesis by quetiapine. Quetiapine caused a
dose-related reduction in plasma cholesterol levels in repeat-dose dog and monkey studies; however, there was no
correlation between plasma cholesterol and the presence of cataracts in individual dogs. The appearance of delta 8
cholestanol in plasma is consistent with inhibition of a late stage in cholesterol biosynthesis in these species. There also
was a 25% reduction in cholesterol content of the outer cortex of the lens observed in a special study in quetiapine treated
female dogs. Drug-related cataracts have not been seen in any other species; however, in a 1-year study in monkeys, a
striated appearance of the anterior lens surface was detected in 2/7 females at a dose of 225 mg/kg or 5.5 times the MRHD
of 800 mg/day on mg/m” body surface area.
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14 CLINICAL STUDIES

14.1 Schizophrenia
Short-term Trials — Adults

The efficacy of SEROQUEL XR in the treatment of schizophrenia was demonstrated in 1 short-term, 6-week, fixed-dose,
placebo-controlled trial of inpatients and outpatients with schizophrenia (n=573) who met DSM-IV criteria for
schizophrenia. SEROQUEL XR (once daily) was administered as 300 mg on Day 1, and the dose was increased to either
400 mg or 600 mg by Day 2, or 800 mg by Day 3. The primary endpoint was the change from baseline of the Positive and
Negative Syndrome Scale (PANSS) total score at the end of treatment (Day 42). SEROQUEL XR doses of 400 mg, 600
mg and 800 mg once daily were superior to placebo in the PANSS total score at Day 42 (study 1 in Table 27).

Short-term Trials —Adolescents (ages 13-17)

The efficacy of SEROQUEL XR in the treatment of schizophrenia in adolescents (13-17 years of age) was supported by a
6-week, double-blind, placebo-controlled trial. Patients who met DSM-IV diagnostic criteria for schizophrenia were
randomized into one of three treatment groups: SEROQUEL 400 mg/day (n = 73), SEROQUEL 800 mg/day (n = 74), or
placebo (n = 75). Study medication was initiated at 50 mg/day and on day 2 increased to 100 mg/per day (divided and
given two or three times per day). Subsequently, the dose was titrated to the target dose of 400 mg/day or 800 mg/day
using increments of 100 mg/day, divided and given two or three times daily. The primary efficacy variable was the mean
change from baseline in total Positive and Negative Syndrome Scale (PANSS). SEROQUEL at 400 mg/day and 800
mg/day was superior to placebo in the reduction of PANSS total score (study 2 in Table 27).

Table 27: Schizophrenia Short-Term Trials

Study Treatment Group Primary Efficacy Endpoint: PANSS Total
Number Mean Baseline Score LS Mean Change PI;?;; 2g;s:eﬁtzggzﬁd
(SD) from Baseline (SE) c1 ’

Study 1 SEROQUEL XR (400
mg/day)] 95.8 (13.9) -24.8 (2.5) -6.1 (-11.5, -0.6)
SEROQUEL XR (600
mg/day)[] 96.8 (14.1) -30.9 (2.5) -12.1 (-17.6, -6.7)
SEROQUEL XR (800
mg/day)] 97.3 (14.7) -31.3 (2.5) -12.5 (-17.9,-7.1)
SEROQUEL (400

96.5 (16.0 -26.6 (2.4 -7.8 (-13.1,-2.4

mg/day)if] (16.0) (2.4) ( )
Placebo 96.2 (13.3) -18.8 (2.5) --

Study 2 SEROQUEL (400

(adolescents) mg/day)] 96.2 (17.7) -27.3 (2.6) -8.2 (-16.1, -0.3)
SEROQUEL (800
mg/day)] 96.9 (15.3) -28.4 (1.8) -9.3(-16.2,-2.4)
Placebo 96.2 (17.7) -19.2 (3.0)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval.
1. Doses that are statistically significantly superior to placebo.

2. Difference (drug minus placebo) in least-squares mean change from baseline.

3. Included in the trial for assay sensitivity.

Maintenance Trials

In a longer-term trial (study 3), clinically stable adult outpatients (n=171) meeting DSM-IV criteria for schizophrenia who
remained stable following 16 weeks of open-label treatment with flexible doses of SEROQUEL XR (400 mg/day-800
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mg/day) were randomized to placebo or to continue on their current SEROQUEL XR (400 mg/day-800 mg/day) for

observation for possible relapse during the double-blind continuation (maintenance) phase. Stabilization during the open-
label phase was defined as receiving a stable dose of SEROQUEL XR and having a CGI-S<4 and a PANSS score <60
from beginning to end of this open-label phase (with no increase of >10 points in PANSS total score). Relapse during the
double-blind phase was defined in terms of a >30% increase in the PANSS Total score, or CGI-Improvement score of >6,
or hospitalization due to worsening of schizophrenia, or need for any other antipsychotic medication. Patients on
SEROQUEL XR experienced a statistically significant longer time to relapse than did patients on placebo (Figure 1).

Figure 1 Kaplan-Meier Curves of Time to Schizophrenic Relapse (study 3)
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14.2 Bipolar Disorder
Bipolar I Disorder, manic or mixed episodes

Adults

The efficacy of SEROQUEL XR in the acute treatment of manic episodes was established in one 3-week, placebo-
controlled trial (Study 1 in Table 28) in patients who met DSM-IV criteria for bipolar I disorder with manic or mixed
episodes with or without psychotic features (N=316). Patients were hospitalized for a minimum of 4 days at
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randomization. Patients randomized to SEROQUEL XR received 300 mg on Day 1 and 600 mg on Day 2. Afterwards, the

dose could be adjusted between 400 mg and 800 mg per day.

The primary rating instrument used for assessing manic symptoms in these trials was the Young Mania Rating Scale
(YMRS), an 11-item clinician-rated scale traditionally used to assess the degree of manic symptoms in a range from 0 (no
manic features) to 60 (maximum score). SEROQUEL XR was superior to placebo in the reduction of the YMRS total
score at week 3.

The efficacy of SEROQUEL in the treatment of acute manic episodes was also established in 3 placebo-controlled trials
in patients who met DSM-IV criteria for bipolar I disorder with manic episodes. These trials included patients with or
without psychotic features and excluded patients with rapid cycling and mixed episodes. Of these trials, 2 were
monotherapy (12 weeks) and 1 was adjunct therapy (3 weeks) to either lithium or divalproex. Key outcomes in these trials
were change from baseline in the YMRS score at 3 and 12 weeks for monotherapy and at 3 weeks for adjunct therapy.
Adjunct therapy is defined as the simultaneous initiation or subsequent administration of SEROQUEL with lithium or
divalproex.

The results of the trials follow:
Monotherapy

In two 12-week trials (n=300, n=299) comparing SEROQUEL to placebo, SEROQUEL was superior to placebo in the
reduction of the YMRS total score at weeks 3 and 12. The majority of patients in these trials taking SEROQUEL were
dosed in a range between 400 mg/day and 800 mg/ day (Studies 2 and 3 in Table 28).

Adjunct Therapy

In a 3-week placebo-controlled trial, 170 patients with bipolar mania (YMRS > 20) were randomized to receive
SEROQUEL or placebo as adjunct treatment to lithium or divalproex. Patients may or may not have received an adequate
treatment course of lithium or divalproex prior to randomization. SEROQUEL was superior to placebo when added to
lithium or divalproex alone in the reduction of YMRS total score. The majority of patients in this trial taking SEROQUEL
were dosed in a range between 400 mg/day and 800 mg/day (study 4 in Table 28).

Children and Adolescents (ages 10-17)

The efficacy of SEROQUEL XR in the acute treatment of manic episodes associated with bipolar I disorder in children
and adolescents (10 to 17 years of age) was extrapolated from a 3-week, double-blind, placebo-controlled, multicenter
trial. Patients who met DSM-IV diagnostic criteria for a manic episode were randomized into one of three treatment
groups: SEROQUEL 400 mg/day (n =95), SEROQUEL 600 mg/day (n = 98), or placebo (n = 91). Study medication was
initiated at 50 mg/day and on day 2 increased to 100 mg/day (divided doses given two or three times daily). Subsequently,
the dose was titrated to a target dose of 400 mg/day or 600 mg/day using increments of 100 mg/day, given in divided
doses two or three times daily. The primary efficacy variable was the mean change from baseline in total YMRS score.
SEROQUEL 400 mg/day and 600 mg/day were superior to placebo in the reduction of YMRS total score (study 5 in
Table 28).

Table 28: Mania Trials

Study Number Treatment Group Primary Efficacy Measure: YMRS Total
Mean Baseline Score LS Mean Change Placebo-subtracted
(SD)’ from Baseline (SE) Differenceﬁ (95%
Cl
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Study 1 SEROQUEL XR
(400-800 mg/day) 28.8 (5.4) -14.3(0.9) -3.8(-5.7,-2.0)
Placebo 284 (5.1) -10.5(0.9) -
Study 2 SEROQUEL (200-
800 mg/day) 34.0 (6.1) -12.3 (1.3) -4.0 (-7.0,-1.0)
Haloperidoll} 32.3 (6.0) -15.7(1.3) 7.4 (-10.4, -4.4)
Placebo 33.1(6.6) -8.3(1.3) -
Study 3 SEROQUEL (200-
800 mg/day)] 32.7(6.5) -14.6 (1.5) -7.9 (-10.9, -5.0)
Lithiumf} | 33.3(7.1) -15.2 (1.6) -8.5 (-11.5, -5.5)
Placebo + mood
stabilizer 34.0(6.9) 6.7 (1.6) .
Study 4 SEROQUEL (200-
800 mg/day)] + mood 31.5(5.8) -13.8(1.6) 3.8 (7.1, -0.6)
stabilizer
Placebo + mood
stabilizer 3L1(5.5) -10 (1.5) -
Study 5 SEROQUEL (400
(children and mg/day)] 29.4(5.9) -14.3 (0.96) -5.2(-8.1,-2.3)
adolescents) SEROQUEL (600 ] P
mg/day)] 29.6 (6.4) 15.6 (0.97) 6.6 (-9.5,-3.7)
Placebo 30.7 (5.9) 9.0 (1.1) .

Mood stabilizer: lithium or divalproex; SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI:

unadjusted confidence interval.

1. Doses that are statistically significantly superior to placebo.

2. Difference (drug minus placebo) in least-squares mean change from baseline.

3. Included in the trial as an active comparator.

4.  Adult data mean baseline score is based on patients included in the primary analysis; pediatric mean baseline score is based on all patients in the
ITT population.

Bipolar Disorder, Depressive Episodes
Adults

The efficacy of SEROQUEL XR for the acute treatment of depressive episodes associated with bipolar disorder in
patients who met DSM-IV criteria for bipolar disorder was established in one 8-week, randomized, double-blind, placebo-
controlled study (N=280 outpatients). This study included patients with bipolar I and II disorder, and those with and
without a rapid cycling course. Patients randomized to SEROQUEL XR were administered 50 mg on Day 1, 100 mg on
Day 2, 200 mg on Day 3, and 300 mg on Day 4 and after.

The primary rating instrument used to assess depressive symptoms was the Montgomery-Asberg Depression Rating Scale
(MADRS), a 10-item clinician-rated scale with scores ranging from 0 (no depressive features) to 60 (maximum score).
The primary endpoint was the change from baseline in MADRS score at week 8. SEROQUEL XR was superior to
placebo in reduction of MADRS score at week 8 (study 6 in Table 29).

The efficacy of SEROQUEL for the treatment of depressive episodes associated with bipolar disorder was established in 2
identical 8-week, randomized, double-blind, placebo-controlled studies (N=1045). These studies included patients with
either bipolar I or II disorder and those with or without a rapid cycling course. Patients randomized to SEROQUEL were
administered fixed doses of either 300 mg or 600 mg once daily.

The primary rating instrument used to assess depressive symptoms in these studies was the MADRS. The primary
endpoint in both studies was the change from baseline in MADRS score at week 8. In both studies, SEROQUEL was
superior to placebo in reduction of MADRS score at week 8 (Studies 7 and 8 in Table 29). In these studies, no additional
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benefit was seen with the 600 mg dose. For the 300 mg dose group, statistically significant improvements over placebo
were seen in overall quality of life and satisfaction related to various areas of functioning, as measured using the Q-LES-

Q(SF).

Table 29: Depressive Episodes Associated with Bipolar Disorder

Study Number Treatment Group Primary Efficacy Measure: MADRS Total
Mean Baseline Score LS Mean Change Placebo-subtracted
(SD) from Baseline (SE) Differenceﬂ 95%
Cl

Study 6 SEROQUEL XR (300 29.8 (5.2) -17.4 (1.2) -5.5(-7.9,-3.2)
mg/day)]
Placebo 30.1 (5.5) -11.9(1.2) --

Study 7 SEROQUEL (300 30.3 (5.0) -16.4 (0.9) -6.1 (-8.3,-3.9)
mg/day)
SEROQUEL (600 30.3(5.3) -16.7 (0.9) -6.5 (-8.7, -4.3)
mg/day)]
Placebo 30.6 (5.3) -10.3 (0.9) --

Study 8 SEROQUEL (300 31.1(5.7) -16.9 (1.0) -5.0(-7.3,-2.7)
mg/day)]
SEROQUEL (600 29.9 (5.6) -16.0 (1.0) -4.1 (-6.4, -1.8)
mg/day)f]
Placebo 29.6 (5.4) -11.9 (1.0) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval.
1. Doses that are statistically significantly superior to placebo.
2. Difference (drug minus placebo) in least-squares mean change from baseline.

Maintenance Treatment as an Adjunct to Lithium or Divalproex

The efficacy of SEROQUEL in the maintenance treatment of bipolar I disorder was established in 2 placebo-controlled
trials in patients (n=1326) who met DSM-IV criteria for bipolar I disorder (studies 9 and 10). The trials included patients
whose most recent episode was manic, depressed, or mixed, with or without psychotic features. In the open-label phase,
patients were required to be stable on SEROQUEL plus lithium or divalproex for at least 12 weeks in order to be
randomized. On average, patients were stabilized for 15 weeks. In the randomization phase, patients continued treatment
with lithium or divalproex and were randomized to receive either SEROQUEL (administered twice-daily totaling 400
mg/day to 800 mg/day) or placebo. Approximately 50% of the patients had discontinued from the SEROQUEL group by
day 280 and 50% of the placebo group had discontinued by day 117 of double-blind treatment. The primary endpoint in
these studies was time to recurrence of a mood event (manic, mixed or depressed episode). A mood event was defined as
medication initiation or hospitalization for a mood episode; YMRS score > 20 or MADRS score > 20 at 2 consecutive
assessments; or study discontinuation due to a mood event.

In both studies, SEROQUEL was superior to placebo in increasing the time to recurrence of any mood event (Figure 2 and
Figure 3). The treatment effect was present for increasing time to recurrence of both manic and depressed episodes. The
effect of SEROQUEL was independent of any specific subgroup (assigned mood stabilizer, sex, age, race, most recent
bipolar episode, or rapid cycling course).
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Figure 2 Kaplan-Meier Curves of Time to Recurrence of A Mood Event (Study 9)
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Figure 3 Kaplan-Meier Curves of Time to Recurrence of A Mood Event (Study 10)
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14.3 Major Depressive Disorder, Adjunctive Therapy to Antidepressants

The efficacy of SEROQUEL XR as adjunctive therapy to antidepressants in the treatment of MDD was demonstrated in
two 6-week placebo-controlled, fixed-dose trials (n=936). SEROQUEL XR 150 mg/day or 300 mg/day was given as
adjunctive therapy to existing antidepressant therapy in patients who had previously shown an inadequate response to at
least one antidepressant. SEROQUEL XR was administered as 50 mg/day on Days 1 and 2, and increased to 150 mg/day
on Day 3 for both dose groups. On Day 5, the dose was increased to 300 mg/day in the 300 mg/day fixed-dose group.
Inadequate response was defined as having continued depressive symptoms for the current episode [Hamilton Depression
Rating Scale (HAM-D) total score of > 20] despite using an antidepressant for 6 weeks at or above the minimally effective
labelled dose. The mean HAM-D total score at entry was 24, and 17% of patients scored 28 or greater. Patients were on
various antidepressants prior to study entry including SSRI’s (paroxetine, fluoxetine, sertraline, escitalopram, or
citalopram), SNRI’s, (duloxetine and venlafaxine,) TCA (amitriptyline) and other (bupropion).

The primary endpoint in these trials was change from baseline to week 6 in the Montgomery-Asberg Depression Rating
Scale (MADRS.), SEROQUEL XR 300 mg once daily as adjunctive treatment to other antidepressant therapy was
superior to antidepressant alone in reduction of MADRS total score in both trials. SEROQUEL XR 150 mg once daily as
adjunctive treatment was superior to antidepressant therapy alone in reduction of MADRS total score in one trial (studies
1 and 2 in Table 30).

Table 30: Major Depressive Disorder, Adjunctive Therapy to Antidepressants

Study Number Treatment Group Primary Efficacy Measure: MADRS Total
Mean Baseline Score LS Mean Change Placebo-subtracted
(SD) from Baseline (SE)  Difference’ (95% CI)
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Study 1 SEROQUEL XR (150
mg/day) + AD 27.2(5.2) -13.6 (0.8) -1.9(-3.9,0.1)
SEROQUEL XR (300
mg/day)] + AD 27.6 (5.0) -14.7 (0.8) -3.0 (-5.0, -1.0)
Placebo + AD 27.6 (5.5) 1.7 (0.8) N
Study 2 SEROQUEL XR (150
mg/day) + AD 28.6(5.4) -15.3(0.7) -3.1(-4.9,-1.2)
SEROQUEL XR (300
Placebo 28.2 (5.6) -12.2 (0.7) -

AD: Antidepressant; SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence

interval.
1. Doses that are statistically significantly superior to placebo.
2. Difference (drug minus placebo) in least-squares mean change from baseline.

16 HOW SUPPLIED/STORAGE AND HANDLING

e 50 mg Tablets (NDC 0310-0280) peach, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 50” on
one side and plain on the other are supplied in bottles of 60 tablets and hospital unit dose packages of 100 tablets.

e 150 mg Tablets (NDC 0310-0281) white, film-coated, capsule-shaped, biconvex, intagliated tablet with ”XR 150 on
one side and plain on the other are supplied in bottles of 60 tablets and hospital unit dose packages of 100 tablets.

e 200 mg Tablets (NDC 0310-0282) yellow, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 200” on
one side and plain on the other are supplied in bottles of 60 tablets and hospital unit dose packages of 100 tablets.

e 300 mg Tablets (NDC 0310-0283) pale yellow, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR
300” on one side and plain on the other are supplied in bottles of 60 tablets and hospital unit dose packages of 100
tablets.

e 400 mg Tablets (NDC 0310-0284) white, film-coated, capsule-shaped, biconvex, intagliated tablet with “XR 400” on
one side and plain on the other are supplied in bottles of 60 tablets and hospital unit dose packages of 100 tablets.

Store SEROQUEL XR at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [See USP].

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide)

17.1 Information for Patients

Prescribers or other health professionals should inform patients, their families, and their caregivers about the benefits and
risks associated with treatment with SEROQUEL XR and should counsel them in its appropriate use. A patient
Medication Guide about “Antidepressant Medicines, Depression and other Serious Mental Illness, and Suicidal Thoughts
or Actions” is available for SEROQUEL XR. The prescriber or health professional should instruct patients, their families,
and their caregivers to read the Medication Guide and should assist them in understanding its contents. Patients should be
given the opportunity to discuss the contents of the Medication Guide and to obtain answers to any questions they may
have. The complete text of the Medication Guide is reprinted at the end of this document.

Patients should be advised of the following issues and asked to alert their prescriber if these occur while taking
SEROQUEL XR.

Increased Mortality in Elderly Patients with Dementia-Related Psychosis
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Patients and caregivers should be advised that elderly patients with dementia-related psychoses treated with atypical
antipsychotic drugs are at increased risk of death compared with placebo. SEROQUEL XR is not approved for elderly

patients with dementia-related psychosis [see Warnings and Precautions (5.1)].

Suicidal Thoughts and Behaviors

Patients, their families, and their caregivers should be encouraged to be alert to the emergence of anxiety, agitation, panic
attacks, insomnia, irritability, hostility, aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania,
mania, other unusual changes in behavior, worsening of depression, and suicidal ideation, especially early during
antidepressant treatment and when the dose is adjusted up or down. Families and caregivers of patients should be advised
to look for the emergence of such symptoms on a day-to-day basis, since changes may be abrupt. Such symptoms should
be reported to the patient's prescriber or health professional, especially if they are severe, abrupt in onset, or were not part
of the patient's presenting symptoms. Symptoms such as these may be associated with an increased risk for suicidal
thinking and behavior and indicate a need for very close monitoring and possibly changes in the medication /see
Warnings and Precautions (5.2)].

Neuroleptic Malignant Syndrome (NMS)

Patients should be advised to report to their physician any signs or symptoms that may be related to NMS. These may
include muscle stiffness and high fever [see Warnings and Precautions (5.4)].

Hyperglycemia and Diabetes Mellitus

Patients should be aware of the symptoms of hyperglycemia (high blood sugar) and diabetes mellitus. Patients who are
diagnosed with diabetes, those with risk factors for diabetes, or those that develop these symptoms during treatment

should have their blood glucose monitored at the beginning of and periodically during treatment /see Warnings and

Precautions (5.5)].

Hyperlipidemia

Patients should be advised that elevations in total cholesterol, LDL-cholesterol and triglycerides and decreases in HDL-
cholesterol may occur. Patients should have their lipid profile monitored at the beginning of and periodically during

treatment /see |Warnings and Precautions (5.5)].

Weight Gain

Patients should be advised that they may experience weight gain. Patients should have their weight monitored regularly

[see Warnings and Precautions (3.5)].

Orthostatic Hypotension

Patients should be advised of the risk of orthostatic hypotension (symptoms include feeling dizzy or lightheaded upon
standing, which may lead to falls) especially during the period of initial dose titration, and also at times of re-initiating

treatment or increases in dose [see |Warnings and Precautions (5.7)].

Increased Blood Pressure in Children and Adolescents

Children and adolescent patients should have their blood pressure measured at the beginning of, and periodically during,

treatment /see |Warnings and Precautions (5.9)].

Leukopenia/Neutropenia
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Patients with a pre-existing low WBC or a history of drug induced leukopenia/neutropenia should be advised that they
should have their CBC monitored while taking SEROQUEL XR [see Warnings and Precautions (5.10)].

Interference with Cognitive and Motor Performance

Patients should be advised of the risk of somnolence or sedation (which may lead to falls), especially during the period of
initial dose titration. Patients should be cautioned about performing any activity requiring mental alertness, such as
operating a motor vehicle (including automobiles) or operating machinery, until they are reasonably certain quetiapine
therapy does not affect them adversely [see |Warnings and Precautions (5.16)].

Heat Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding overheating and dehydration /see Warnings and

Precautions (5.17)].

Concomitant Medication

As with other medications, patients should be advised to notify their physicians if they are taking, or plan to take, any
prescription or over-the-counter drugs [see |Drug Interactions (7.1)].

Pregnancy and Nursing

Patients should be advised to notify their physician if they become pregnant or intend to become pregnant during therapy
with SEROQUEL XR [see Use in Specific Populations (ﬁ and %)] .

Need for Comprehensive Treatment Program

SEROQUEL XR is indicated as an integral part of a total treatment program for adolescents with schizophrenia and
pediatric bipolar disorder that may include other measures (psychological, educational, and social). Effectiveness and
safety of SEROQUEL XR have not been established in pediatric patients less than 13 years of age for schizophrenia or
less than 10 years of age for bipolar mania. Appropriate educational placement is essential and psychosocial intervention
is often helpful. The decision to prescribe atypical antipsychotic medication will depend upon the physician’s assessment
of the chronicity and severity of the patient’s symptoms /[see {ndications and Usage (1.4)].
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MEDICATION GUIDE
SEROQUEL XR (SER-oh-kwell X-R)
(quetiapine fumarate)

Extended-Release Tablets

Read this Medication Guide before you start taking SEROQUEL XR and each time you get a refill. There may be new
information. This Medication Guide does not take the place of talking to your healthcare provider about your medical
condition or treatment.

What is the most important information I should know about SEROQUEL XR?

SEROQUEL XR may cause serious side effects, including:

1. risk of death in the elderly with dementia: Medicines like SEROQUEL XR can increase the risk of death in elderly
people who have memory loss (dementia). SEROQUEL XR is not for treating psychosis in the elderly with dementia.

2. risk of suicidal thoughts or actions (antidepressant medicines, depression and other serious mental illnesses, and
suicidal thoughts or actions).

Talk to your or your family member’s, healthcare provider about:

o all risks and benefits of treatment with antidepressant medicines
o all treatment choices for depression or other serious mental illness

Antidepressant medicines may increase suicidal thoughts or actions in some children, teenagers, and young
adults within the first few months of treatment.

Depression and other serious mental illnesses are the most important causes of suicidal thoughts and
actions. Some people may have a particularly high risk of having suicidal thoughts or actions. These include
people who have (or have a family history of) depression, bipolar illness (also called manic-depressive illness), or
suicidal thoughts or actions.

How can I watch for and try to prevent suicidal thoughts and actions in myself or a family member?

o Pay close attention to any changes, especially sudden changes, in mood, behaviors, thoughts, or feelings.
This is very important when an antidepressant medicine is started or when the dose is changed.

o Call the healthcare provider right away to report new or sudden changes in mood, behavior, thoughts, or
feelings.

o Keep all follow-up visits with the healthcare provider as scheduled. Call the healthcare provider between
visits as needed, especially if you have concerns about symptoms.

Call a healthcare provider right away if you or your family member has any of the following symptoms, especially
if they are new, worse, or worry you:

thoughts about suicide or dying
attempts to commit suicide
new or worse depression

new or worse anxiety

feeling very agitated or restless
panic attacks
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trouble sleeping (insomnia)

new or worse irritability

acting aggressive, being angry, or violent

acting on dangerous impulses

an extreme increase in activity and talking (mania)
other unusual changes in behavior or mood

What else do I need to know about antidepressant medicines?

Never stop an antidepressant medicine without first talking to your healthcare provider. Stopping an
antidepressant medicine suddenly can cause other symptoms.

Antidepressants are medicines used to treat depression and other illnesses. It is important to discuss all the
risks of treating depression and also the risks of not treating it. Patients and their families or other caregivers
should discuss all treatment choices with the healthcare provider, not just the use of antidepressants.

Antidepressant medicines have other side effects. Talk to the healthcare provider about the side effects of the
medicine prescribed for you or your family member.

Antidepressant medicines can interact with other medicines. Know all of the medicines that you or your
family member take. Keep a list of all medicines to show the healthcare provider. Do not start new medicines
without first checking with your healthcare provider.

Not all antidepressant medicines prescribed for children are FDA approved for use in children. Talk to your
child’s healthcare provider for more information.

What is SEROQUEL XR?

SEROQUEL XR is a prescription medicine used to treat:

schizophrenia in people 13 years of age or older

bipolar disorder in adults, including:
o depressive episodes associated with bipolar disorder
o manic episodes associated with bipolar I disorder alone or with lithium or divalproex
o long-term treatment of bipolar I disorder with lithium or divalproex

manic episodes associated with bipolar I disorder in children ages 10 to 17 years old

major depressive disorder as add-on treatment with antidepressant medicines when your healthcare provider
determines that 1 antidepressant alone is not enough to treat your depression.

It is not known if SEROQUEL XR is safe and effective in children under 10 years of age.

‘Who should not take SEROQUEL XR?

Do not take SEROQUEL XR if you are allergic to quetiapine fumarate or any of the ingredients in SEROQUEL
XR. See the end of this Medication Guide for a complete list of ingredients in SEROQUEL XR.

What should I tell my healthcare provider before taking SEROQUEL XR?

Before you take SEROQUEL XR, tell your healthcare provider if you have or have had:
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diabetes or high blood sugar in you or your family. Your healthcare provider should check your blood sugar
before you start SEROQUEL XR and also during therapy.
high levels of total cholesterol, triglycerides or LDL-cholesterol or low levels of HDL-cholesterol
low or high blood pressure
low white blood cell count
cataracts
seizures
abnormal thyroid tests
high prolactin levels
heart problems
liver problems
any other medical condition
pregnancy or plans to become pregnant. It is not known if SEROQUEL XR will harm your unborn baby
breast-feeding or plans to breast-feed. SEROQUEL XR can pass into your breast milk. You and your healthcare
provider should decide if you will take SEROQUEL XR or breast-feed. You should not do both.

Tell the healthcare provider about all the medicines that you take or recently have taken including prescription

medicines, over-the-counter medicines, herbal supplements and vitamins.

SEROQUEL XR and other medicines may affect each other causing serious side effects. SEROQUEL XR may affect the
way other medicines work, and other medicines may affect how SEROQUEL XR works.

Tell your healthcare provider if you are having a urine drug screen because SEROQUEL XR may affect your test results.
Tell those giving the test that you are taking SEROQUEL XR.

How should I take SEROQUEL XR?

Take SEROQUEL XR exactly as your healthcare provider tells you to take it. Do not change the dose yourself.
Take SEROQUEL XR by mouth, with a light meal or without food.
SEROQUEL XR should be swallowed whole and not split, chewed or crushed.

If you feel you need to stop SEROQUEL XR, talk with your healthcare provider first. If you suddenly stop
taking SEROQUEL XR, you may have side effects such as trouble sleeping or trouble staying asleep (insomnia),
nausea, and vomiting.

If you miss a dose of SEROQUEL XR, take it as soon as you remember. If you are close to your next dose, skip
the missed dose. Just take the next dose at your regular time. Do not take 2 doses at the same time unless your
healthcare provider tells you to. If you are not sure about your dosing, call your healthcare provider.

What should I avoid while taking SEROQUEL XR?

Do not drive, operate machinery, or do other dangerous activities until you know how SEROQUEL XR affects
you. SEROQUEL XR may make you drowsy.

Avoid getting overheated or dehydrated.

Do not over-exercise.

In hot weather, stay inside in a cool place if possible.

Stay out of the sun. Do not wear too much or heavy clothing.
Drink plenty of water.

O O O O
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e Do not drink alcohol while taking SEROQUEL XR. It may make some side effects of SEROQUEL XR worse.

What are possible side effects of SEROQUEL XR?
SEROQUEL XR can cause serious side effects, including:
See “What is the most important information I should know about SEROQUEL XR?”

e stroke that can lead to death can happen in elderly people with dementia who take medicines like
SEROQUEL XR

e neuroleptic malignant syndrome (NMS). NMS is a rare but very serious condition that can happen in people
who take antipsychotic medicines, including SEROQUEL XR. NMS can cause death and must be treated in a
hospital. Call your healthcare provider right away if you become severely ill and have some or all of these
symptoms:

o high fever

excessive sweating

rigid muscles

confusion

o O O O

changes in your breathing, heartbeat, and blood pressure
o falls can happen in some people who take SEROQUEL XR. These falls may cause serious injuries.

o high blood sugar (hyperglycemia). High blood sugar can happen if you have diabetes already or if you have
never had diabetes. High blood sugar could lead to:
o Dbuild up of acid in your blood due to ketones (ketoacidosis)

o coma
o death

Increases in blood sugar can happen in some people who take SEROQUEL XR. Extremely high blood sugar can lead to
coma or death. If you have diabetes or risk factors for diabetes (such as being overweight or a family history of diabetes)
your healthcare provider should check your blood sugar before you start SEROQUEL XR and during therapy.

Call your healthcare provider if you have any of these symptoms of high blood sugar (hyperglycemia) while taking
SEROQUEL XR:

feel very thirsty

need to urinate more than usual
feel very hungry

feel weak or tired

feel sick to your stomach

O O O 0O O O

feel confused, or your breath smells fruity

o high fat levels in your blood (increased cholesterol and triglycerides). High fat levels may happen in people
treated with SEROQUEL XR. You may not have any symptoms, so your healthcare provider may decide to check
your cholesterol and triglycerides during your treatment with SEROQUEL XR.

e increase in weight (weight gain). Weight gain is common in people who take SEROQUEL XR so you and your

healthcare provider should check your weight regularly. Talk to your healthcare provider about ways to control
weight gain, such as eating a healthy, balanced diet, and exercising.
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e movements you cannot control in your face, tongue, or other body parts (tardive dyskinesia). These may be
signs of a serious condition. Tardive dyskinesia may not go away, even if you stop taking SEROQUEL XR. Tardive
dyskinesia may also start after you stop taking SEROQUEL XR.

o decreased blood pressure (orthostatic hypotension), including lightheadedness or fainting caused by a sudden
change in heart rate and blood pressure when rising too quickly from a sitting or lying position.

e increases in blood pressure in children and teenagers. Your healthcare provider should check blood pressure in

children and adolescents before starting SEROQUEL XR and during therapy. SEROQUEL XR is not approved for
patients under 10 years of age.

¢ low white blood cell count

e cataracts

e seizures

e abnormal thyroid tests: Your healthcare provider may do blood tests to check your thyroid hormone level.
e increases in prolactin levels: Your healthcare provider may do blood tests to check your prolactin levels.

e sleepiness, drowsiness, feeling tired, difficulty thinking and doing normal activities

¢ increased body temperature

e difficulty swallowing

e trouble sleeping or trouble staying asleep (insomnia), nausea, or vomiting if you suddenly stop taking
SEROQUEL XR. These symptoms usually get better 1 week after you start having them.

The most common side effects of SEROQUEL XR include:

e dry mouth

e constipation

e dizziness

e increased appetite

e upset stomach

e fatigue

e stuffy nose

e difficulty moving
These are not all the possible side effects of SEROQUEL XR. For more information, ask your healthcare provider or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
How should I store SEROQUEL XR?

e Store SEROQUEL XR at room temperature, between 68°F to 77°F (20°C to 25°C).

e Keep SEROQUEL XR and all medicines out of the reach of children.

General information about the safe and effective use of SEROQUEL XR.
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Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use SEROQUEL
XR for a condition for which it was not prescribed. Do not give SEROQUEL XR to other people, even if they have the

same symptoms you have. It may harm them.

This Medication Guide summarizes the most important information about SEROQUEL XR. If you would like more
information, talk with your healthcare provider. You can ask your pharmacist or healthcare provider for information about
SEROQUEL XR that is written for health professionals.

For more information, go to www.SEROQUELXR.com, or call 1-800-236-9933.
What are the ingredients in SEROQUEL XR?
Active ingredient: quetiapine fumarate

Inactive ingredients: lactose monohydrate, microcrystalline cellulose, sodium citrate, hypromellose, and magnesium
stearate. The film coating for all SEROQUEL XR tablets contain hypromellose, polyethylene glycol 400 and titanium
dioxide. In addition, yellow iron oxide (50, 200 and 300 mg tablets) and red iron oxide (50 mg tablets) are included in the
film coating of specific strengths.

This Medication Guide has been approved by the U.S. Food and Drug Administration.

SEROQUEL XR is a trademark of the AstraZeneca group of companies.
©AstraZeneca 2013

Distributed by:

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

Revised: 02/2017
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2.7 BEZRILE LB ETOREER. ..o 11
2.8 LA ILENSEAT TILXREADUIYEZ (e 1
2.9 HUBHRENDDUIY B Z oo 12

3 == 12

4 £ 12

5 e RN 5 T /) B = NSO 12
5.1 RAMECEEL-ERRER T AMBETOREERLR e, 12
5.2 FLOERUVEERATOEREERUBRITA oo 13
5.3 RHECEEL-FHFRZETIaREZF CORMDERDEMER (KEHL

D) OO TR RSRUSRRSRRSRRRRON 15

5.4 BMEIEIERE (NMS) ottt 15

55 T T | 15

5.6 EFME D R AR DT ettt 22
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5.7 v == 23
5.8 E IR =S 23
5.9 MEDER UNRBRUBDE) e 23
5.10 BmBKEAME, $FPREKEAE R OCEEEMIRIE ..., 24
L3RRI 24
BA2 QT EER oot 25
B3 BN . oottt 25
514 B RARABEREIE TOIE oottt 25
545 B TOTTFUMIE ooooeveeeeceeeeceeeeee s 27
516  FREN * BEIBEZE DRATREME ..ot 27
BT R B oot 28
5.8 B T R ..ttt 28
R I 3T 3 2 28

B R ettt n et ne et e s enens 28
6.1 B PR S R D FIEER ..ottt 29
6.2 HARBICERD BDAITZIER oo 43

B R L E R oottt ereeaeereeaeereas 44
71 HEID T TF 7 E T RETER. .o 44
72 DIFFEAMAICRET BE.... 44

BB AR EE I AN DIR S oottt 45
8.1 23S 45
8.2 R AT X 46
8.3 B LB oottt ettt r et r et tene s 46
8.4 INBADIEE ot 46
8.5 BT AN DEE S oottt 47
8.6 B HEEEBEE ..ot 48
8.7 BB DS ...ttt 48
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9 AL R R U BEYIRTE oo 48
9.1 F LI Y= U 48
9.2 =11z 48
TR == == 48
10.1 e N Y= S 48
10.2  BEIREDEIE oot 49
11 L U 49
3 50
P T =20 50
P2 23 = 51
PRI T 52
13 FEB IR TS ER .o 55
13.1 DARME, ZERME, ZRRBEDIE T e 55
13.2 B TOSMEEER, IR 56
14 Y7 0 = FRT RO 57
14.1 BB ERTIE oo eveveeeeeeeeeee ettt a ettt s ettt es s 57
C 3 VU 3= 59
143 KRIDRUEERE, MO DEEDBABZE e, 64
16 HAATEE BE R UEL Y RN (oot 65
17 BENIUE) DTIZET BRI oo 66
I L 66
LT L =2 69
* ERATTE RN DA LA - FAZEB TS ER TR,
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ST TTIER

L PMECHELEEMREETAEBEETORCERLR, YCICARSERVARTA
RAEICEE LR E AT MBS COREERLS

RAECEELEBAREET ENEEONBHREORSIZLY, BREYRINLERET S
[BERVFERLDIE SR], TOY T XRIE, REAEICEEL-BAREETSE
FEORBELLTEIERRIATOAL [EERUFEALDEE BE],
BRSERVERITA

FHHARICEVNT, {5 2KICKYNR, FLERUEERAOARSERVARTANYRY
NERLfz, ChOoDREBRTI, 24 BEHBAIBETORS DEREIHS ARSERVAR
TADYRYDLERFRENRENA Sz, 65 BULOBETIE, HS5DEREITHES R DIE
THRO LN [BERUFERLOEE BE],

MO DBEAZRILT 2EETIE, EHZEMHT, BRSBERVARTADELRUREOHED
BRETHITICE., FRERUNEEICE +ABEERVNLSEEQEROBEEIZDNT
SETHCE [EERUFERLOEE B8],

O I XRIE, 10 BRBEDNEEE~DRSEIEBSATOAEL HILEA~DRE
(8.4) BEI1,

1 e - SR

1.1 #HMERAE

tr 7L XRIIFHARKIVEOIRFEICHO OIS, MAEKRKMIEICBITSEr 7 =L XR DA
ML, BRADOAIGIERE 2 x5 & U7 6 W REER 1 505 L ONERPE LR 1 308k CHENL S
Teo AZMEE, R oV EEE LR A ORE RRIEERE 2 x5 & Lz 6 BHHER 3 B L O
HOEORERTPERE (13~175%) 2x%e Lz 6 HEHRER | RRCEMT sh-

S,

1.2 JBHEES

e s )L XRIE, PR IREEIC L2 Y — FUTIRGHT B Y — FORMEITER
(HAPRIE KL VY F 7 5 XX divalproex & OOFRIEE LCO) ICHWH A, B T BRSO
R Y — RLREMED Y — Rz 5 a7 oL XR OARMEL, BHR 1 AREEC X 5k
T E Y — RUHREME=EY Y — FE2AT O ANEE 235 & Lz 3 @R | BT S h
Teo ARMEE, Er 7 oV ZEE LR I REFICL 2T e Y — N2 A3 2N BHE %%t
G & U7 12 A AT A LR 2 3R M OF 3 I [ OF R AR 1 S8R, D0R 1 AYRRE 12 2 2 o
T — AT LHNEROEERE (10~175) Zxi%e Lz 3 MEEARERR 1 35k
f%ﬁﬁ%ﬁtﬂ%%ﬁ%{mzpﬁ%h

tr sl XRIE, BEMEREICLS 5O Y — FoaiiisgEicHneonsg, tesx
U XR OFNEIL, Eu s oz BeE U OBR TR AR EBE 2 x5 & Uiz 8 #HfH
PR 1 BB O S 4L, BRA OB 18I X% T AR R 5t g & L7z 8 a0 2 5 C3ft
H%hkﬁ%%&%[m&fﬁ%h
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tr 7/ XR i, UF T LN divalproex & OFFH TR 1 R E OHEEFEIEIC AV B
Do ARMEX, v Z TV EEE LT DR I BES B 2 65 & U o MERpR SRR 2 3R
MHAME LTz, MR 1R EOHERHRTE & L CORAPRIEOFIMEIC OV TIE,  Hlseskk FREG AR
ﬁf@%%%ﬂﬁ%imbfwﬁ%q%ﬁﬁﬁ{MQP§%L

1.3 K5 DOHM4EE (MDD) OfFREE

tr 7T/l XRIiEL, MDD OIREL BRIE L7cht ) D3 L OFFHRE L L COMEMZES &3
%, MDD IZBIT 519 DL DR L LTor a7 /L XR OARMWEE, H1) &5
NRBR A4 T > TR A D MDD B % %4 & LT 6 e 2 3Bk Chesr Sz

IHHzﬁ%L

14 INEOMERFERVIIE | REFZAET HERICHANICBEINEEE
/N OFE A JTE K OO 1 BUFE =X B SRS Th 2705, DMRNEEL 2556036
%o NEOHAEREITIEIR T 2 7 7 A MTIES D ENHLNDHEAENH Y, PR IR EE T/
IR OEFRER XIXIR SRR O D % — A NE DX NL BN LEAENRH D, /INEOKA K
FE B OB 1 B 25k~ 2 3L, FRMZR 2 AR A4 S2ha L, SEMIEICHES U X7
AEEICERE L2 ECORBRMT 2 2 EN RSN D, /INREOFEE RFAE R ORI FEE (2 kf
THHEMPEEITLE BIT, UXUIRODEER, BE KOS AL S i GBI 72 1a T o —

e L THWLND,

2 HRERUVAE

21 HBEICEILSIEELGIETEE

tr 7Tl XREEZEDE I EBRAIAL, 5F, WU LN &,

L XRIZ, ZEEEHCIRAT 22, B8R (]300 70 ) —) OFERRICARHT S Z &5
s nD [FH (12.3) 2H,

e/ XRIT1TH1IE (ERLELWY) RATHZ L,

22 HEREEEX

ERBENTNAELEE - R THERS NS0 7 oL XR OB E, FIEm:, e
&U‘%%ﬁﬁﬁ%%ﬁ?:ﬁ% YR 541%, HBEFOBRER OCERMEICSUT, SER
%@K&%i%@ﬁbf%&f%éQ%%ﬁﬁimq|mzﬁwpuriﬁh

Astellas Page 9 of 75

67



1.6

SEREARR S
=1 +£0s I)L XR QO#EREE
e - R FisRERVAEHEE HERE EeAE

W E RAIE—RA 1 HH :300mg/H 400~800 mg/ H 800 mg/ H

&A1 HIEBRIZ T, &K

300 mg/H £ CTOHHEE T

HWETX D
MAKHIE—FVE (13~17 |1 HH : 50 mg/H 400~800 mg/H 800 mg/ H
%) 2 HH : 100 mg/H

3 HH :200mg/H

4 HH :300mg/H

5 HH :400 mg/H
WA I E PAKP 400~800 mg/ H 800 mg/ A
HEFRIRIE & L C O BRI E—
DN
BUORGR T A, MyFo ey — K | 1 HH :300mg/H 400~800 mg/ H 800 mg/ A
MTEA =Y — R 2 HE :600mg/ H
B O BARESULY F U 3 HH : 400~800 mg/H
245 L < 13 divalproex & O H
LA
BRG 1 A, MR ey — K |1 HH : 50 mg/H 400~600 mg/ H 600 mg/ H
SMEH O BAIEE—/ ALY | 2 HE @ 100 mg/H
HOHE (10~17 %) 3 HH :200mg/H

4 HH :300mg/H

5 HH :400 mg/H
PHRPEREE, 5oy — |1 HHE :50mgH 300 mg/H 300 mg/H
R—HRZ A 2 HH :100mg/H

3 HH :200mg/H

4 HH :300mg/H
R 1A AL/ 400~800 mg/ H 800 mg/ H
MEFFIRIE © U F 7 A XX
divalproex & Off FHIFRIE—RCA
KD OFitkREE 1 HH :50mg/H 150~300 mg/H 300 mg/ H
Lo oL OOFHIIE—A |2 HH : 50mg/H

3 HH 150 mg/H

nfa: %47 L

A J<FRIE K OVBURR 1 PRI 22 D MER I R
HEFFRE « B 2 EHIRICHEIEMM L, HEEEREO LT K OHEREEO - 0wy iz 58 %
RETHZ L qﬁuﬁuﬂ?ﬁiﬁ% 114.1| |14.2|) S,

23 BEHEETORELXE

g L9 Lo BE U B i Z T E K 2 H 9 2 B8 TiE, HEWESEE 2 E R
L,a%ﬁi%ﬁ<¢%:e%%@?5:&qﬁﬁﬁﬁﬂm@&ﬁ1ﬂisﬂ»&
ZM], ZOXHRBETHEENLIEL SNFEAITEEICITYI Z L,
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iR e R 7 =L XRS50 mg/ H 2 BRAGA L, 4 DEE ORFIRE L OCBEMEITIE T
T, 50mg/H O EIE CHREELHEELTH XU,

24 MHHEEEEOHLIBETCORAELZRE

FFHSREREE O H 5 BE 12Tt e 7 2L XR S0 mg/ H M HRMET 2 2 L, ZoRERIE, BED
FEARZN R KL OBARMITIS T T, 1 B 1E 50 mg/H OMEET, ARHEICET S CHETE
60

25 CYP3AM4RERIEDGRABOREER

§R 172 CYP3A4 FHER| (X haF YV —, A hTaFV—, £ Y5 EN, UhFENL,
nefazodone 72 &) L HFHTAES, e/ o XRIZTOHEEED 645D 1 £ THRETHZ &,
mm%4@%ﬂ@&5%¢mbk%é,tnaiWXR®&5%m6%m%%¢é:&Iﬁﬁﬁi

(123) K ORI TR ],

26 CYP3A4FEFLDOHABOHAELER

7172 CYP3A4 AER (Z==FAY, IANR<EEL, U773, avasimibe, &
hePa—rX-U—1l) ORMEL (I~14 BB 5857%8) LT 254, &
7 TV XRIFTEOEGEOR K SEETHET 2 L, &H5EI1T, #Hx 0BE OBKRDEL A
BPETIG U T 5 2 & CYP3A4 FHEM oG4 1L LeE, Er s 2L XR OG5 81X
T~14 HELWICTEO B R Oty 5 = & [R5 [123) kOFmmaEm] [7.1) 2
]

o

27 BEEHIUEL-BETORSER

P GBS L2 T — Z 13720, ' 7 oL XR & 1 B8RSz > Tk L7z &
BB G 2T AL, MIEHRG R 2 — e Z e R SRS, Br s L XR O
LMY 1A 72 2 WEE IR G2 BT DB, R ITEET D 2 E N ARETH D560
HY, HEFFERERETHBLTH X,

28 OV ILEIALEOVIILXREFEADYIYEZ

o o)v GEBMREA) Z2&E5ET0EFE L 1 HENELWEr 7 )L XR D1 B 1 [HEE
WU R D ZENARETH D, BE T L ORERESNVLEREAEND 5,
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29 BR#HREMNDOUIVEZ

L OFREFFHIEI D 7 7 )L XR ~OG) ) B ARG UTe 7 — & AT O Frk e 3
EDOPFABGICEET 5T — X ITREAICUUE SN TR, BTEREO SRR OR 54 B 5
WCHIEL CTRHBERVER VDN, SIOITERRESTIENRE CTHLEE LWL, WThol;
Ab, PUEHREOEEE SR/ RICIZ S Z &, EFNCEY TH L2512, Pkt
HOTHRANLEVEZ 21T ORI, TPESNTWARBEIOFEHIZEZ TEr 7 /L XR OF5
AT D 2 L SERONEIEGEREIC R T 2 BEFE ORISR A ki3 2 LEMEIZ S W IR ERIIC T
TS 2 &

Bz - 288

o S0mgiRiEEE, Bkta, HTEAW, WO T 4N La—T 4 U TEETHY, FHEIZ TXR
50) EAEIEN, b O AEITIFZIEIR 720,

o 150 mg fRAkEEIX, B, HTEAE, WhOT v bha—T 4 TEETHY, FmiZ TXR
1501 LAETEA, & O A EICITZIRI 20,

e 200 mg REEEIX, H, HTBAE, WO T N ba—T 4 U 7EETHY, FHEIZ [XR
2001 EZIEIEHL, b O AHEIZIFAIFIR 220,

o 300 mg RAAFEIR, WA, WA, WO T NV Aa—T 4 U TEETHY, RHEIC
[XR 300 EHIEIEA, & 9 A EICIZZIHIN 20,

e 400 mg MREKEEIL, B, B TEBAE, WhOT 4V ha—T 4 U TETHY, R [XR
400) EAIFIEAL, b O A EICIFZIEID 20,

w

4 E=
72 F T T e 7 )L XR BAIORIMICRTT 5IBB0E, 7 oL XR OG- %% )
TRETT 7 4 77X — ISP HE SN TS,

5 ZHERUVERLDOIE

51 RMECEEL-HHFELAT IEREETORIELS
FOENE I B L7 iR &2 A T 5 miin BB ~OPUREMRE OB 512 X0, SETDO Y 27 B LA
T 5, BICHEERTUBMRELZIRATOBEZRE Lz 7 7 wRx B 17 38 GRAEmM
10 J8[E) OFFTIZE T, ERBEGHEOECY A7 137 7 REGROELEY 27 D 1.6~1.7
BFThHD I ENW LN/ Tz, SRR 72 10 B EXHREER 1 SREBR O EMH P o ERT, 7
TR ARBEEETIIN 2.6% Tho7oDIizxf L, FEIHEEHTIIN 4% ThoT, SERIZSEIFE
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Tholeh, HEOLITLMERERE (ORE, 28R E) JUIEGYE Mk L) 1Tk
LD EEZ BN, BIEMEOIL, FEEMPURGARRE & R, ERPUEHREORGIZ X -
THHLEEN EHTHAMREMENRH D Z EDNRIBE N TN D, BIEFE TOIELE EF-OFT RN,
BE O OREIZHAT, PUBMHRIEKIC EORERRK T 5 RN & 2 NI OV TR TH
D, B 7L XRIE, WBEEICEE LB A AT 5 8E OmFEEE L Tk ST
W (M SR,

52 BLERUVEEBRATOBEBERSERVBRTAS

KO OFMERETE (MDD) BEIE, KA S/NEOWTIG, BLH DA RGN D
57, 2OWMOEN, HERQEROBEATA (ARMN) UITE O RFEE OB A Kl 7]
REMERH D, Z0V A7 ITEHREMPFOND ETREL 5 5, BEILD 2K T DM OFE
EORHEEOBEMD Y A7 THh Y, ZhbOEEBERNHEOE 2 TRIKTFTHD, L
L, #19 SFEITFEDBE TN T, THEBIAHIINT 5 D9 O BEAL K OV E B O FEBLOFE I
BIG- L CWD TR & 2 & W\ D BREDN RAFFIET D, H19 O¥ (SSRIZRE) OFH T 7 &R
XHRFBROOFEMRATIC LV, 2D OIRFN, K5 OFHERETE (MDD) KO Ofth oo ki
DN, HOEROFERNEE (18~247%) OHBASELOEZITA (HEMEH) OV AT
LR SELZEARENT, FAHRBRTIE, 4mEBIRACBNTT TR &l LT
PO DIICFES BRERMBM O U A7 EFIIRENeho 723, 65 Ll O AZBWTT TR
EHER L THLD DFITHED U R VIR T AR O b,

MDD, B REE (OCD) XiXZ OhokstiEE O /NEK NE M FEBEEZIRE LI F®
AR RGERER O OFSRENT ClE, 4,400 BB O B A5x4 & Lizht o 23K 9 Fl O HIEER 551 24 35
ERIGUTE T2, MDD XUTE O OEESE DR NBE Z R L Lo 7 7 2Rt RO &
FRHTCIE, 77,000 BB O BE 255 L Li2H ) 23 11 AlOH SRR A G 295 38R (0 s fil
2HA) ERGUCED T, BEMEAO Y A7 ITITEFMTRERIEOOERALNZN, MitE
NIIRET R TOEANZB W THEERE T LA T 2EA5 b, BRMEMOMEST Y 2712
B FEOBIIE R DT - TEPED BN, MDD OREBENE b E-7Z, LavL, U R
D7 (FEIREL T TV AROLE) 1, FFMENLKOE#EGER CHEN—EThoTz, 25 L
A7 D7 (F5B3 1,000 FldH 720 OB EAHRTEFIE O FEIKLE 77 R DZE) .. ZRT,
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NEFERKRSE
*x2 ®5HEE 1,000 §lH1-Y OEREREFNBOREEL TS5 ERDE
FRDEFH BE5EE 1,000 6 H-YDERIEREFNBDEEELE TS EHRDE
TSR ELER L TEM
18 Jk AT 14 3840
18~24 jk 5 fFIHE N
TSR ELRELTHEAD
25~64 % 1 i3
65 LAk 6 il

NEERBR CHBRITED Do T, BRARBR CIXARNEO D), ToMkix, BRI
KT DA OB L TR DG ICIET DI R+ Th o7,

RO Y 27 BNEM, T7hbbih HMEZ B2 2EHICE TREPENIZOWTIIARH T
HbH, LL, RAD I IFREZRGRE L2 7T R REREERER ) 51, H1H >l
L0 5 DIROFRNBIET 5 A fEENH D Z L 2R TR ET UV ARGELNA TV D,

BISECHADDH BT, S OEDREEZZTTVWSIEFEIIRT, @YIE=F) VI %17
LY, $HICEMBEZORBEHEH AN XIEBEFLJILBEORELEERICIE, BRUEL B
FBEMRVTHOREEESALTVNEEEZTHICITS L,

KD DIFPEREE K O OMOBEISE (A ETH) K OIRREHEFLR O ) D7zt H IO
B 22T TWLRAKROVNREETIE, &, W, ~=v 73E RIRGE, ZRIErE, #l
B, BeRE, @mEkt, 7Y (REAEEIARED), BB OBYE & W O SERBERE ST
Do ZOXIIEIROFEBLEL 5 DR DEAL, HIAER OB L O M BHEME I STV
D, O XD IERIE, BREEER OB ORI & 72 D TREMEN B D &V ) BREDMFET D,

D DI FHEANCE L L oo d 2 AR, BRI UL D SR L < 1E B B O RilikiE
WERD RO S HIERORH ALK L TWDHEETIE, FHIZOX ) RERNEE TH -7
D, BRI TH-72D, TIERO—F TR0 T 558I121%, BFEPIEOFEEE L&D, 1A
LI ALDOERERFTH I L,

K DOFREEER LT DOMDEGE (FHEZHRVEEHEZHOMEA) D=5 2ED
BEZZTTOWSBEORERUMNEEICIE HE, S0 THOREELCRULRLIZZ
DDIERDFEIE, BRIEAMDERISLGZVONEEOHELTL, hoDERNIBRN-HEFE
LICEBRREEICRET IVREAHZLITOVTHLES T E, COBODEEICIE, FEEY
NEFICLIBHOBREEHD L,

o/ L XR OGETIE, WERGO U A7 B RBT 5720, BIFRBEEREZITHI L
N TEDR/NROFEE ZFLHT D Z &

PIBHEFICBET H2BEDRY —=2T RO DT E Y — RIS OIFIER T H
DHENHLH, M, TOXIRTEY — REHI OHEOLTIHEFET L L, PEMERED Y X
7 D5 EBETIHRGM,/BHRT Y — FeBRT 2R EO 5 AN H 2 EEZ BTV
% (7272 URHEGRER CIafe s S Tn/eny), Bl L7EROWT s Z 5 Lizisfiz Ekd
HDEINZONWTIIARHTH D, LinL, Er s /L XR AR EDHH IR L DGR &2 BtET 5
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DAL D, 9 IEREZHE T HEREITHEIICA T ) —= 7 L, PRMEEED U 27 B350 E
I T A, 2O LA U —=u 22l HEE, BRRMEREE KON DR O F R 2 G
KRB OFEM R 2 ED 5 Z L,

53 FRAEICEEL-BEHREETISHEE TCONODERDEER (KEHh4
&)

BEEDEEBEZ R L LIV AU Ry, TV IS — LKA T P DT TR
SHRRBRCIL, 7T b RBEEREL B LT, AL RORNER (RIS 5 IE R O —if
PERMIE LFEAE) OFRBRNE -7, £ E 7 T XRIF, RV ELE L s 2 A 5 B
@ﬁﬁ%&bf@ﬁ%éﬂfn@w[ﬂﬁﬁ%%&@%%&wﬁﬁiwﬁﬁjinh

54 EBMEEMERE (NMS)

7 ZFT VU EGTIRBMREO LI, EEGRE NMS) EMENh 23560 H 283t
W& 72 0 S DIEERENHRE STV D, Z7=F T ETH NMSIEFIRHEINTWDER,
ThH D, NMS ORFRAIERIE, RE &, fHEHE, kB2, BEMERZEOFR Ik
ARRESOTME, Bk, BTFROAENR) Thod, ZOMOBEE LTiE, 7 LT FURARF
FT—E LR, IA e UR BREEAE) ROREBRERENRBZ LD,

ZOREGERE A AT 5 BFEOZMIEHMIIEMETH D, BENET LI, EERNREER (I
%", EHMEREGR L) LRIBHRUTIERA o0 I SRS 8B - JiEdR (EPS) OO 5 28 BRIRAEIR
ICEENDIEGIZRINT HZ ENEETH D, EWHZKNICEIT 2 ZOMOEELHERFHE LT
X, B U AERNC K D EEtE, B, BERIMEIE B ORISR R R (CNS) i &
DETHND,

NMS OEFBIZIE, 1) PHEIEIC & o TR TR WPUREIRIE & O O o F-A1 0 Bk O 5
Wik, 2) BRI RHERE R ONEFRIBIE, 3) FEE OTRFIESFIH ATRe 22 0fHE 9 2 EE R EF
FIRBEDOIRR A DD Z &y NMS IZXT 2 FrE DFEDFRIEICE L T—IRKOGEIFFE LA TV
W,

NMS 2> 5 D [EHEZ TGOS 3R 5-2 38 &35 B Tl EYRIEO R O TRtz S0
TIXHEEIZRFT 22 L, NMS OFREPHREINTWNDLZ b, BEOBIEZIEERITD
Zk,

55 HKBHHZEIE

FEERPURFRRERIT, SIbE RIS, NEE R L OMREHE I 7e & OfGEHEZ L & o B )
RBOHNTNWD, AREDREO T X TOIERNPHHEELZ B EE T LRI NTWVDNR, &
HHANZENENRED I A7 Ta Ty ANVERTDH, BKRREBRTIE, —HOEEFEITBNT2 2L
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ORI ANT A= (IKE, MPEELOIEE) OFEIBO N, ZNLDORFT e T 7 AL
DAL, BR EORKBENGCTERT S Z L,

15 L HER MR i

I ZFT U EEDIFERGURSMIRIEOR 52 %17 T 5 BF BN TREIMESRE SN TE
0, WS EIIET N TV R AT ERGEMEEEL MV, FETICE - T2ER S ®E S
TW5, HERGUEHIRIEOMT & 7 FURERE & ORI OBEMEORNIL, #HERMEREICE
WTHERFBOEFY AN EF L TODLREEENRDH Y, —EMORERBORERD EH LT
HZEDPLNEETH D, ZNDDZMEGHR TN D78, IEERGUREHR IO & & i bR E
ER & OB OBEMEIC DN TI ISR STV, LasL, BEEgEIC L v, IEERpE
PFREEDIR G- 2521 TV D BEICHOWT, EibERERIEAN BB 2 ) A7 BN EHT52 L8
AR EINTWD, FEERPUREMRIE DR 5 %521 T 5 B3 To & IMEERBEEEH O EfEr Y A
JHEEIIR/ O TV,

BEIRIR OFZ 05 E L T2 BE IO ER GRS R R OB 5 2 Bth 2 5a13, b= b
10—V DAL IRV NEBIRNEE DB AT O T &, FEIRF ORI (W, BERIAOFE
JE72 L) AT 5 BEIIEERTREMIRIEOR G2 G T 25618, &E5MER R 5 HITE
MR 22 NG IFE M ORIE 21T 5 2 & FFERPUREHHRE DR 5221 TV HBEITT T, &
MpEDRER (ZEUE, 2R, WELKOHIET) BRWVBEZITH Z &, FEERPUEMHHIED
B G-I MBEORER 2 58 L2 B3 CiX, ZZIERIFEFEORIE 21T 9 Z & FHETHUGHIREE
L U7 R SO E S IR L2 REB S & 503, #EEE A 54 1k LT & BRI TR 4 Mkt
TOMERD DIEFS B 5,

AN
x3 TRERFINEE - B (12 BRLA) 75 ERBEERICHE LT 126 mg/dL LLEIZE(E
LE-BEDEE

B®EIER R=ZRZA4ohDATI) %1 58 N n (%)
(1[ELLE)
FEYERE D & (100 mg/dL Kifiny | 7= F T BV 2,907 71 (2.4%)
5 126 mg/dL UL E) ~DZAk 7 IR 1,346 19 (1.4%)
ZEfERFIBEE | BESAME S & (100 mg/dL AL | 7 =F T e 572 67 (11.7%)
126 mg/dL A 2> 5 126 mg/dL LA 77 R 279 33 (11.8%)
F) ~oZfk

. ez kit a 7L XR DF—HF &,

PREFORO T FUFEARRERIZ L0 MREZFHMET 2 L 5 71 > L7z 24 R (E
R, o s o VEBERE 115 ) TIE, 24 AT, BRI FTHHL L2 200 mg/dL L ED TR
U HEAT R A E DR AERIT 1.7%TH Y, 185 T THILL 72 126 mg/dL LA E D ZEIE IR b E
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1.6
SNERERKIRE

RWAERIL2.6% Tholz, 7T T VU EGHOEERFMBHEDR—2 T A )b OV¥E(v &
E32mg/dL TH Y, 2RFEDON—Z T A b D2 b &EIT-1.8 mg/dL TH -7,
RSNt e 7 A BEERE (646 1) 213 H, 77 BREHEE (680 41) 152 H TH-7=
WU T R OMERFRIEIC BT 2 B 77 7 2 AR cHREEAE 2 1L BR AR R 2 3Bk <1, b E o
NR—=RAT A DO EACEN T = F T B EEES5.0 mg/dL, 77 AR EE#)3-0.05 mg/dL
Thotz, B% SHMEIRE L T\l (2L, —#oBE T iciEnson
2 ) —fBREE LI TR ST ARENNH ) O fbEE EA (126 mg/dL LA E) oF 54
PRI AERIL, o s L EEHED 100 BEFEHT-D 18.0 FBED 10.7%, 556 ), 77 &R
B HHED 100 -BEFEHT2D 9.5 (BED 4.6%, 581 %1) Thol,
%H:meﬁﬁ%%ﬁﬁmﬁmf,%@%HW®&—X§4>ﬁﬁ%1%mymuhaw
MO L3R b BEF OEIG & B 5N R,

x4 MDD #REERERICEWTEEHFEADA—R 54 VEMN S 126 mg/dL LLEAD I
HEE (ZEREALT) OEREABDHoNEHREHIDEEDES

BERH 58 N T
N w7/l XR 150 mg 280 19 (7%)
%?7/25;%: T r 7 /L XR 300 mg 269 32 (12%)
e 7 7R 277 17 (6%)

PR O FDE - r 7 2L XR OREEROEINEE, 10~17 moO/NE K OF DB % %
%&Lkﬁmﬁx»@ﬁ@ﬂi@%ﬁﬁ%hf%éq%%ﬁﬁimapﬁﬁh

BRINEIHESL S N2> T2y, INEROEDEOBERME 5 S EE (10~17 %) Zxtg e L
=7 TR r 7 L XR BARERER 1 35 (8 EM) 1TRW\T, SR MRHE O )
L&, tu sz XR 58 (60 #) 25 1.8 mg/dL, 77 &REERE (62 641) A% 1.6 mg/dL T
bote, KikBrOtT o 7 =)L XR BEERETT 7 R BEERACE, EBEHRHENOR—R T A %
JE R B (100 mg/dL i) 2% 126 mg/dL LL_E D MBEEIZ 57 L7z B 1WA o 7z, BERVE
THolz_N—RAT A ZEfGHRFMAEE (100 mg/dL LL_E72>D 126 mg/dL Aiii) A% 126 mg/dL #8 O Ifi.
PEEIC ER L72BE X, Ern 7 2 b XRIBESGHED 1HITH 720, 778 RHETITRD bk
Mmool
HMEOHAGRELRSE (13~175%) ZX5 L L7 72 xRt n 7 oV AR LR 1
AR (6 HWH) 2B\ C, ZEERMAEE O A Z (b EITE e 7 v 5EE (138 1)) A3
—0.75 mg/dL, 77 vRFEERE (67 6]) 73-1.70 mg/dL T 7=, /N K OFE DA D B B
F (10~17 %) Z2x5%L L7 IRt o 7 o)L BARERE 1 38 G #EE) 2B\ T,
ZENEIF A OS2 b Bl v 7 = VR ERE (170 1)) 73 3.62 mg/dL, 77 bR G (81
F) MB-1.17mg/dL TH-o7=, WTNORBRIZIHBNTY, EEFHHNONRN—R T 122G R b
fill (100 mg/dL Ajii) XITBESUEDX— R T A 2GR AR (100 mg/dL LA 732 126 mg/dL
K #H L CWEBETIE, HE FCHBL LT 126 mg/dL LA EOIMBEEIZEED Sz h -T2,
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VACE Xr
A

1.6
SNERERKIRE

[F5]e £/ =L XROBRRBICHENT, 2LAFa—ARER 7 LY FON—2F
£ T DI B NI BH OB A BRI T

=5 BaLxFOo—)L, FYS YLK, LDL-aLAFAO—/)LRUHDL-aALRFO—)L
[CERRMIICEBREADAR—RAS A UMb DEHLEDH SN - BERIER DRAEED
&
B®EIER ¥ G iE "5 N n (%)
. . 7 )L XR 718 67 (9%)
AN H S ) 1
B e KA 7R 232 21 (9%)
§ 7 )L XR 85 6 (7%)
J Ve 2
BaL2Fo—L RAHE 5 S 75 R 106 3 (3%)
240 mg/dL LA F B 3 tm 7L XR 128 9 (7%)
BB 75K 134 5 (4%)
KD DItEREE e s /L XR 420 67 (16%)
(DF L) ! 7T R 213 15 (7%)
. B 7T XR 659 118 (18%)
AN = ) 1
B A RAE 75 kR 214 11 (5%)
§ 7T XR 84 7 (8%)
J ) 2
U ZURY R RABHE S 9 TSR 93 7 (8%)
200 mg/dL LA s 3 w7 )L XR 102 15 (15%)
BB 7SR 125 8 (6%)
KD O HEREE tr 7T/ XR 458 75 (16%)
(PERRIE) ! 7I &R 223 18 (8%)
. . 127 /L XR 691 47 (1%)
AN H S ) 1
e R 75 &R 227 17 (8%)
§ 7 )L XR 86 3 (4%)
J Ve 2
LDL-Z= L A5 @ —)L B S 37 77 R 104 2 (2%)
160 mg/dL LA s 3 w7 )L XR 125 5 (4%)
RBIERR 75 &R 135 2 (2%)
KD OFFPEREE 7T/ XR 457 51 (11%)
(DERFEE) ! 7T R 219 21 (10%)
] . 7T XR 600 87 (15%)
AN ZH Y 1
B A RAE 75 kR 195 23 (12%)
§ 7 )L XR 78 7 (9%)
J Ve 2
HDL-ZI L A7 m—/L RAHE 5 S 75 R 83 6 (7%)
40 mg/dL LA b 3 7 L XR 100 19 (19%)
BB 75K 115 15 (13%)
K9 DIptEREE tr 7T/l XR 470 34 (7%)
(PERRIE) ! 7I &R 230 19 (8%)
1. 63#M
2. 8
3. 3 M
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1.6
SNERERKIRE

MAEKREEZXRE Lzt e 7 2V OEKRRBRICBWNT, 2L ATr— VKON ) 7 U+EU R

ERINCEERME~DR—R T A 0D OO LT BEOEIEIL, ZhEh 18% (7
?tﬁﬁﬁﬁvm)&@m%(fﬁﬁﬁﬁﬁﬁ:6%)f&oko_m%@ﬁ%@i,mma
VAT —/L R INLDL-2t L A7 b — )L FHIE Lo T, Bk ofiaxtg et Licktn s =
IV DRFRRBRIZIBNT, HIE L7 4 DOIFE /T A — ZITERIRIIZEERE~DRX—2 T A )
OB ONTBEOREEIL, UUTOLEB Tholz i fRalATu—L 9% (F7t&R
BHEE:6%), NV ZUEY RN14% (F78REGE 9%), LDL-2L AT 2 —/L 6% (77
REEHRE © 5%), HDL-2 L AT 0 —)L 14% (77 BREGRE : 14%), SGHEEYHRECIX, J§
BRT A —2ITE Lieh o,

[# 6}, MDD PHRRIERBICKV T, L A7 —L, R Z U)K, LDL-S L AT
0 —/L} "HDL-2 L AT 10 —)LZ_—RA T A 5 DRI EE 2R ER8D b= BE O
FE & B HRERNTRT,

=6 MDD #tAEERERICHITS, #BaLXFO—)L, YS YL K, LDL-OL AT
O—J)LEUHDL-aOLRTFA—JLICERBIZEELEBADR—IS A UM 5NDEEMNEE
Hon-RSERINDOEEDEE

RERH B5a N %)
- Tr 7 /L XR 150 mg 223 41 (18%)
LA — )
;mn;;ui R 7>/l XR 300 mg 197 26 (13%)
& 77 'R 213 15 (7%)
. . Tr 7 /L XR 150 mg 232 36 (16%)
1 J1 3
géyéLﬁg‘ R 7>/l XR 300 mg 226 39 (17%)
e 7 7&R 223 18 (8%)
1% 0
IDL-2t L A5 1 — L tu s /L XR 150 mg 242 29 (120@
160 mg/dL LA I TR 7 )b XR 300 mg 215 22 (10%)
i 77k R 219 21 (10%)
- e/l XR 150 mg 238 14 (6%)
-a LA — )
4H(?ri ZiL HJ:T e Tr 7/l XR 300 mg 232 20 (9%)
£ IR 230 19 (8%)
1. 6/
B OB -

tmyI”XR@ié@&@ﬁ@@@,mwnﬁ@mﬁ&@%¢$%%%ﬂﬁkbtﬁm7l
AORBUT LY AT BTV S [ERHRAGE] (14.1 R O14.2) 28,
AR SR o T2, N R ONE DO THBHE 5 SRBE (10~17 7)) Zxt% e L
727 F R o 7 =L XR BEREERR 1 R Q@) I0BWC, Balrro—1L
(200 mg/dL UL L), U Z VUtV R (150 mg/dL LA E), LDL-=1 L A7 o —/b (130 mg/dL L
1) ROHDL-2 L AT 0 —/L (40 mgldL BAF) \CBRIRIIC HEEARMEAD =R T A 2 b D2
EMNED S T/NRE OFMEOESE, Balt ATFa—LRntEr 7oL XR EHREE 8% (7/83
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B, 7T REERE 6% (5/84 #),
7T B REERE 9% (7/82 f3),
T B R ERE 4% (3/85 #1),

~175%) Z%tGs Li-tu 7 2L OERERBRIZBW T,

FUZUED RR®rZ /L XR #5HEE 28% (22/80 1),
LDL-Zm L AT r—Lvkr 7 =)L XR ¥5.8f 2% (2/86 f4),

1.6
SNERERKIRE

HDL-Z L 25 m— L3k a7 = /L XR B 58 20% (13/65 f5]),
T v R ERE 15% (11/74 ) TH -7,
:, FOEOHERTIEEL (13~1718) WOUT/NE R OHDED WEMEBREE (10

waltxro—iL, FIZ7UEY R,

LDL:vx%m~w&UHDb:vx%u~w’%f%:igﬁﬁm@&~x?4y#6®£m

URE NSy g Wb N

OFPEDOEIE 2 ERNI R T,

=7 waLxFa—iL, FYSFYyty K, LDL-aLRXRTE—)ILREUVHDL-OLRFO—)L

[CERERMICEBZLGEADA—X S UL DEENTR

LEDEE

& b= BISAER D/NR

RUFE

B®EIER W i AE B5# N n (%)

200 mg/dL LA E SR 2 ‘12715;7‘;1 Z]él/ 16569 lg g&?)
150 mg/dL Lk SR G 2 “12710337’;1 /jél/ 1 6409 382((123202;)
130 mg/dL Lk SR G 2 “12710357‘;1 Z]él/ 17649 143(223;3)
40 mg/dL LA T T HGE s 2 ‘12715;7‘;1 Z]él/ 16514 12 2’17?/:?)

1. 13~175%, 6 1AM
2. 10~17 &%, 3 MM

NC=
B IR BRI 3
HOBREITH>Z L,

JEN .-: KD 7%LL EOREBANATRD 57 A B OB % e SN R~ T,

WTHEREIMARD 5N TWD, 7 2F 7 EE2HRETOBETIE, ERMICE
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1.6

NEFERKRSE
%8 ARED 7%LLEDAKREEMAZESH SN-BIGEAMNDEEDEES (BKAN)
NABILY A WG IE #5558 N n (%)
) _ /L XR 907 90 (10%)
AN =M
A RAE 7SR 299 16 (5%)
] +uZ /L XR 138 7 (5%)
R i 2 9
KED 7%L L DIEE BB 75w R 150 0 (0%)
#hn e R e s s /L XR 110 9 (8%)
AR 5 7 75K 125 1 (1%)
K9 DIptEREE tr s T/l XR 616 32 (5%)
(BFAEE) ! 7R 302 5 (2%)
1. 6
2. 3 M
3. 8 IMfH

A RTHERBRICIB VT, 3~6 BT T & R %R ERER
DRFEHIN & 5 HEEIC
HIE (23%) TIE7 7 B8R E5E (6%) & L TREFEIIICHEIC

B4 RBRA A L, REO 7%k

BELTEHEORG 2R LRER, WEHEMOREIRITEr 7 2L

LEo T,

%ﬂ:mmmﬁﬁ (ZBWTIRED 7% EOREHINDERD B RNEH OEIE 2 5]

T,

x9 MDD #tREERERICEVNTHRED 7% U ELDOREEMMNED oN-ESHAIDEED

gE (BA)
NABZILYA Y w5 N n (%)
MDD #FHE%ERERIC | o2 /L XR 150 mg 309 10 (3%)
BT3B, KED 7% | o s /L XR 300 mg 307 22 (7%)
rOHEEM 77 R 302 5 (2%)
PR O FDE a7 2L XR OREEROEINEE, 10~17 mO/NE K OF DB % %

%&Ltﬁnyzmmﬁ%ﬁ’ibiﬁiEhKW\
VIHEST SR Dy » 7203,
mwXR@%fﬁﬁlﬁ% ZBWT,

BEOEE

iy

[

mzp%%kiﬁ%
OFDEDORRNE 5 S EE (10~175%) Z%L Lizkrs
WD DREFTIRE D 7%LL EOREIE IR
1%, BEr 7L XR EBEEEED 15% (14/92 #1),

W Tz

7T RGN 10% (10/100 f51]) T

bole, WEHDOWEEEITER 7 =)L XR IEHEND 14kg, 77 BREERN 0.6kg Th o

77
RE RSN

X, 10~12DEREFEOHTN 13~1THOREFE LV L RKRENo7-, WTFERLOREET

T%LL EOREHEMMNED S 10~ 12 BOEZOEISE, Er 7 =/ XR EHEEN 28% (7/25

Bl), 7T REGRED 0% (028 %) TH-olz, WTINDEFE T 7% EOREHEMATED &
7T RGN

N7z 13~17 %D EFE OEIE

X, Be s /L XR B&5HED 10.4% (7/67 51),

13.9% (10/72 f5)) TH o7,
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1.6
SNERERKIRE

:, HOEDMAETIERE (13~175) WOUT/NE R OEAAEO IR MEEE B E (10
~178%) EAHE Lt n 7 T OEKRRBR CIERED 7%, EOREBINNSED &ii-/hME RO
FEOEIS F T,

# 10 RED 7%ULOKREEBMARO SN-BISERNDEEDEE (NERUVFEDE)

N BILHA Y 18 B JiE B N n (%)
. . tr sz 111 23 (21%)
AN S 1

RED 7%LULEDEKE B e KA 7F &R 44 3 (7%)

¥ e 2 trsxiL 157 18 (12%)
AR 7R 68 0 (0%)

1. 6

2. 3R

REOVHEEIL, HERPERR I o 7 5808 2.0kg, 77 B RFEEREN
—0.4 kg, AARMEERERER Tl r 7 2 VGRS 1.7kg, 77 B REERD 04kg THhoTo,
IR/ NEEER 2 BB S BE G LA — 7 R 1 R TIE, BED 63% (241/380
) MN20WRIOER 7 2B ZET Uiz, 26 B OE5%OKREOFEHZELEIZ 44kg T
Bbolz, BED ASYIRED 7%, EOREHEMNNRD bivle (EFEREE THIEET), 26
MO IEH 72 THIET 5720, BMI DN—2 T A b0 0.5 EHERZELLE OB % R
EHEAB A RTIRE L LTHWEE 2 A, tu s o VB ERED 18.3%7)8 26 M D540 2
DI EE LT,

WTNOMISE CHIVNEERFICE 7 22 59 5880, EFRERENSO THIEE RS
U CIREBMA T 2 2 &,

56 EEMUISXXTRIT

J2FT B RHEMIREORE 22T TWHEETIE, VAFRUTITI DA &
20 9 HARPEEEB DIEGIEN R T 2B E N0’ H 5, T DOEGEEOAWRITIEERE (Rl &k
) TROLEWEEZONDD, FUREMRER GG, AMBOHEE 2L L LTI DJE
GREZHBLT D AREMEDN S WEE Z TPHT 20 THDH, BRMECAFXOT 25| &2
TSR PRI T TN ENRR 50 E 9 IOV TEIAHTSH 5,

B AR T ORI A7 LOZNN A & 72 HHERIL, REHFELOCEE RS
SN DHUFIHITRE D BRI G &N 5 IV ER T2 EA 6 TWD, Larl, £hiZ
EL b 00, EAETORBEIM O G% IHR G IEE Th > TH Z OREBRED
FEET DAL D D,

BEIEMED A X227 ORMEEREGNT R DB OIBFIEITAAE LIRS, Z OIEBEEIHORE R
e Gz k4% LIS SUIERICEMT L5601 H 5, L L, JusMpRERE Ak
0, Z OIEGERE O R OVER Z 0] COTFORICHH) Lo o2 ehb, EECHL 7t
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1.6
SNERERKIRE

AW DB TR D ATREMED 8 5 JEIRINHIDS Z DFEGRE DR RO IZ XIE T BT AP TH
Do

U boEBEFREZEE 2, Er 7 /L XRIE, BRECAIRUT ORBLE K/NRIZI 2 5\
REMEDRS B bR WHIBIC KV G+ 52 L, —&IZ, PuEtmEORBIER X, (1) frkEehmEEEns
TNTHZEDRMONTNDEEEEELA L, (2) AOMENRFEET, BIEN XD DRV ATREMED
& HMOIREPF A TE RV UTEE TRWEEICRET 22 &, RAIRGALELTHHEET
1%, BAFRERDIRDPE LN D H/NREORG &R OREORGHMZ RWHT L8052 &,
Mk G- O BT E MRS R 2 2 &,

tu s )L XR OF 52521 T D BEICERMEY A X 32 U7 OMER OJERDHN 55
X, EPILEAREFTL22L, LL, ZOEBERIBNTESGAETHL 2 F T v oG4 VE
ETHAREM N H D BE B VD,

57 EMm[E

JZFT L, FRCOEOHEEHYIFIIZ, al-7 FUF U UHEBHERICE Db D EE XS

NWOFEWED F N, BHAR, 0B TlrIAm & B9 2 AR IRIIE 25553 5 WD &
Do KA, BVERETERZ L XR #5410 03% (5/1,866 1511), 77 2R 5410 0.2%
(2/928 B) THUE ST, KA, Bu s EGHD 1% (28/3,265 61), 77 wAREGEIO
0.2% (2/954 #il) T &7z, ENZHRIME, FEIPED VRO, $i3H - i5KIC D7 R
LHBENDRD D,

JZFTEAL, ODMERE (OIS L IR ORER, OAREXITRE T ORE
7£), MM EESOTRMEZ R 2 Lod v eiREE (DK, mig&ERD R OBEEE L) 2635
TENHERSNTWDREE T, FICEBEICEREGT 52, BEME~OWEHH IR E D
FE LU A0T, HEEE A 7Y 2 — LORTBRBO H&ICRET 2 LNy Th 5,

58 Exffl - 0%

a7 L XR FEOIFERGUFMIIL, #E - 5%, OV TUIBIrehoBEHEIC SR 5 &
5 ARSI, EBBRE ORI EMR A S X TR H D, 29 LB
LSED K9 7250, BESUIEHZMEA L T2 BEISH LT, Pokiisis BRI E45
Bre, BEGBGRECIEE - 0 ) 2 VFHEEZET L, YR L2179,

59 MmMEDLERF UMNRRUFDE)

T r s T L XR ORAVER OH L, 10~17 O/ R OB ERE &5 %L Li-tn s =
AVORBRIC L0 BT bR TS (BRI Mﬂrﬁﬁk
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1.6
SNERERKIRE

BRINETIHESL SR> T2y, INRROFDEOBERME 5 S EE (10~17 %) Zxtge L
Tetr 7 )L XR O Z A ERAER 1 5Bk (8 M) I2BWT, W ddie T OILHE
W ED EH (20 mmHg PLE) OFHERIL, oL XR BEGEEN 6.5% (6/926]), 7Tk R
B HRED 6.0% (6/100 #) Th o7z, WITNHORE R TOIEEMMFED B (10 mmHg 2L E) @
FHRIT, Br s L XR EGREN 46.7% (43/92 %), 772 RE5RED 36.0% (36/100 ) T
HoT,

INRREOFDEOFTERFE (13~17 5%, 6 HH) IR (10~17 5%, 38EM) A5
ZXG L L7 7 AR IERERIC BN T, WO R CONGHESIMmED 5 (20 mmHg LA
) ORI, e s VEGEEN 15.2% (51335 61), 77 BREGHED 5.5% (9/163 fi)
Tholze WTFNHOE S TOIEMMED LF (10 mmHg VL L) OFHERIL, o sz
BEREDS 40.6% (136/335B1), 77w ARFGHEN 24.5% (40/163 i) ThH -7z, 26 HEA—7
IREERCIE, S EOB TN WS S TW/hE Ll @it U —ERRER Lz, MEROE
DAEOMTEN, #5555 K O G-I EICRIET 5 2 &,

510 BIMEKBAE, FEKREAE R VEEEREKAE

B DR S ER e OV R O FREBR TlE, 7 = F 7 0 7 ~ VRt & G e IR E R HURS PR K & I
FZBEE LT, HfERBAE 4F HERBUE O FR B ME ST\ d, BERERE GECH 25
i) bEMEINTND,

FLM BRI E /i HRERISAE OBTER e fER A 1 & LT, BEFO BiEE (WBC) 1K1E,
AN FENED A ML BRI E, 1 P ERIBDIE DREE 72 E03d 5, BEAFD WBC KRB 33 R A7 R
O B IMERIBME, G R ERIBMEOBEE O & 5 B8 TlE, & 5BA%Er A ISR 4 i EkE
(CBC) OWUEZITVY, WBC DD 2 R T I ) OB TRD DR T, JHK & 72 5 2 ofh
DBERN WS ICITEr 7 )L XR O G552+ 5 2 L,

TR ERIBME D & 5 BB 1T, BESUIBEYE D Z OMOFERE U < 1XBEES 20 EER S Bl
ATV, 2D OFER ISR B L -G8 E BICEFET 2 2 L, BEEOHPEREIE (6
ST EREL 1,000/mm? Kii) DO AHHEETIE, Er sz XR DEEA2PIEL, FETALHET
WBC OfBBIEE 21T 2 L,

511 BRE

A XEHEGRRTIE, 7 =F7 G- THNBEORBENGED b
B (13.2) 28] WA, MRRCHEVEICBNTEL 7 =F7 E L ORMB SR IR KO
BACMRD LN TNWDN, 72T 7 &b & OBEMIIMSL STy, 72720, BEEST
%, KEEOENELC DRI ETER, LR > T, #&5HMGRE & 5-HGERE,
Fo, REUIEGHIMAIZe v AT LI, ANBEOEEBRIT 50127 HIEC K 5 KRR
A BT IR ST B2 H T 2T OMO kR E) 2T 5 2 LR En5,
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1.6
SNERERKIRE

512 QTR

AR TIE, 7 =F 7 v & QT MROFHEHIER & OREITFRD b TW2RY, LavL,
QT FHMFABR TIE QT ~D B4 RFANCTAM L7 o 7o, il OB T, 7=F 7K
yﬁﬁ%&@éﬂt@%ﬁﬁ%&@”wqi&ﬁ,ﬁﬁ%%%ﬁ#é%ﬁ,%ﬁg%%meT
FRIER 2T SED ZENMBN TV LERZ AT OBEIZIBNT, QT R DOIEHIAHE
Iz,

JFTEOREIE, 77 A NAFIREIRE (F=Vr, TahA T IFRE) XiEr 7
A M PFIAENRE (7 IAFry, YEr—A7RE) R8O QT #ILEIED T ENAMBI T
HAMDIEA, Brkipi s (ziprasidone, 7 vV '~ >, thioridazine 72 &), PiEWE (FF 7
BXYor, BEXRTTaFFIURY) NI QT BRALE S5 2 L RMLN TV A3
IR/ T HHH| (R Z IV, levomethadyl acetate, A9 K72 L) EOOFHZERNT 5 2
L

(1) #AR7: & ODIEAREIROBER, (2) K4V ¥ AMEXIIK~ 7 % > v AlffE, (3) QTc
MlRA IR S 2MAOHH, (4) QT MRDERIERDFE/RE, MY —F R K7
N, ZERIEDOFHBLY A7 % LA SE ) DR TH 7 = F T ORGIT#ITH 2 &,

QTHEED U A7 NEWEE (LMEREE, QT HEEDOFIKIE, @mind, 5 o Mk LAREK O
JERZ2E) I/ =F T2 GTHBRICHERTHZ L,

513 TR

w7 L XR ORI ER O LI T, AL, EIMERERTERr 7 =L XR EE-
FD 0.05% (1/1,866 f5il), 7 Z7EHREGHID 0.3% (3/928 fi) THILLZ, tr s =L ORFKR
B oo TR, SAERBMEIL, e s oA EEHD 0.5% (20/3,490 ), 77 B HREHHID 0.2%
(2/954 1)) THBL LTz, MOTURGHIRIE L FEE, AEBIEORE IR REORHEA KT &
W HAREMED H DIREE (T AV NA ~—HERHIER ) ObDHBFITX, 7 =F T 7
HWITMEEICREGT 5 2 L, KERIEOBREZINT S 5 RMB1E, 65 L EOEFITE Y £ A
BILDATHEMED B 5,

5.14 HIRERHEEEIETIE

HENA 7 ZF T ORKRRBRTIE, BRI VE RESH R T Lz, BRI
EIRTORMBEOWEREY A v (Ts) ORI 20%DE T I3 5-5A4AT 6 B ICIBWTRKR & 72

D, SLICRBOKREGHIR PSS UTET 2 SHERF SN, EIE TR TOREFICBNT, 7T
FT oGk, 5 Z OIS OEEE Ts ~OREORIE L BEE L T\, 7

TFT B ORRIERASDEEDOETFICOWTIIARH Th 5, UK THE- FRIER~OEENF
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1.6
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1E9 54561, TSH OREMOATIE, B3 O FARIROIRIED EREC TR S L2V ATRENED &
5, LIEW-TC, ERRIFHMIZINZ T, TSH &7 Ty O )7 2 X— A T A v R OREBIERIC
HWESDHZ &,

s )L XR QKRR CIE, #ISESAETER 7 =L XR &G540 1.8% (24/1,336 ),
7T B RELEHD 0.6% (3/530 1)) 2SEEREY A v X2 DR (LLN @ 0.8 f54m) ZFELL,
tr szl XRE5HD 1.6% (21/1,346 ), 77w RE5H0D 3.4% (18/534 B1) 73 HUIRARFIL
Bt (TSH) ERZHBL LI, Br 7 2 VEEHDK 0.7% (26/3,489 i) 23 AL C
TSH bR 258 L7z, TSH EF2G8D bz BE O, FIRBOMIEIGES LI L 7o
776

JZFT L OERBTIE, HIRRFBLE S ROTSH OB O SN-EIE1T 0, 528 T,
DOIET (LLN @ 0.8 fi5A01) 73 2.0% (357/17,513 %), #8 Ta DK T A 4.0% (75/1,861 1), bz
Ts DAL T 2% 0.4% (53/13,766 f511), #& Tz DIK T2 2.0% (26/1,312 i), TSH @D 523 4.9%
(956/19,412 f5l) Toh o7z, TBG #WE L7= 8 HITIX, TBG DIEIZEALITIRD Lo Tz,
:, T 7 2 A RHRERRRBRIC T 2 2 b OB b DR EFREZIRT,

£ EHT5RABERRERICS T 5 RREARLE AER G TSH OEL DS 02

T WEHE Ta 8 Ts W T3 TSH
VEFT | TIRR | y2FT [ TR | 7x2FT | IR | /2FT [ TR | 7 2FT | FTER
=V =V % S% S%
3.4% 0.6% 0.7% 0.1% 0.5% 0.0% 0.2% 0.0% 3.2% 2.7%
(37/1,097) | (4/651) | (52/7,218) | (4/3,668) | (2/369) 0/113) | (11/5,673) | (1/2,679) |(240/7,587)](105/3,912)

L R=Z T A L BOVTIPORE RIS TIHUERFN OR—2 T A AMED D ERIRIGICEE & 72 5 ATREMEO &
DIE~OEAIZEES <, ¥ Ta, WEHE Ta, #8 T3 R ONERE Ts OZLIX LLN (pmol/L) @ 0.8 5K & E# L
TSH OZALIZWTNNDORFETHD SmIU/L B & EHET D,

2. Bz n s o)L XR DT — X BETe,

B 77 2 ARk FREAIRRIERBRIZ VT, T3 KON TSH ICFR T~ 5 2L 38D b v ElG 1L 7
TFTEEGRE (14800 #) & 7T vAREEGRE (02,190 41) & HI20.0%THY, Ts XKV TSH
\CH T 2280 SNT-EIB X7 = F 7 B R 58 0.1% (7/6,154 B), 77 v R & 58
0.0% (1/3,007 ) To -7,

PR OEDE a7 )b XR OREWE R OFNEE, 10~17 i O/NE R OE DB % %t
%&Lt?m&IW@ﬁ%’i@%ﬁ?%hf“ q% °MQP£%L

INR R OFDEORT A RFE (6 15 ﬁ)x1ﬂ@ﬁ@ﬁ(3ﬁﬁ)%%%ﬁ%kbtuﬁ%7
?tﬁﬁ%ﬁﬁ IZBWT, WINMORESE TR FE O b izEE&1%, TSH EA 2 trn s &
551 2.9% (8280 %), 7T wAREGH0.7% (1/138 1) TH Y, YA aFT KTty

| R=2A T A EDONTINORFEICET D, KERHPHON—ZF A AMED B ERIRAVICEHEERATREMED & 5~
DA IS, #8 Ta, WP Ta, # T3 KO T3 DZE(KIL LLN (pmol/L) @ 0.8 £ & iEF L, TSH D%
BIZWF RO ETO S mIU/L B & EFT D,

Astellas Page 26 of 75

84



1.6
SNERERKIRE

TR ER 2.8% (8289 f5l), 7T BAREEMH 0% (0/145 ) TdH-o7-, TSHIE FHBED B
Teta o VEEHID 55, 1 BTG T RCEERE T B FIFRFIZRED B Iv7,

515 B70349F 2 MmiE

SN -7 =TT OERRBRO EHE S, BNERERTOT e T 7 F oADK EE
IEA~DZELNRD SNTEEIE, 7 2F 75608 3.6% (158/4,416 §), 77 & R 541
23 2.6% (51/1,968 f5)) TH -7,

PERPFDE a7 2 b XR OZEMEROEIMEE, 10~17 5O /NE KR OF D4 B % %F
%&Ltﬁm&mwmﬁ%’i@%ﬁi%MTwéq%m “Mqéﬁﬁomﬁﬁ

O D EORRENERE (3 ) SUTHEGRMIE (6 HH) BFEZXLRE LM77 £ A%t
B ICIWT, 7 u T 7 FUAEOFTEDMHE (W ILAORFET, 51 20 pg/L #E, M 26 pg/L
) ~OBENED LN EEE, BrETIEE e 7 VB G5REDY 13.4% (18/134 f5)), 7 Z &R
BHRED 4% 3/7561) THY, KtETidk e s RGN 8.7% (9/104 ), 7T REGRE
75 0% (0/39 f5il) T -7z,

RV Dy BRI T D0 3K & [FE, Er 7 /L XRIZ—HOBETT 07 7 F
iz LA, 2o LR EREGETRHGT 2 /RS 5, @7 w7 7 F U miElE, oK
M9, K TE GnRH Z40HI L C F®|IKTF R he BV MR FICEL alREMERH 5, Zh
BIRIZ, BEOVTHOBREICBWTY, WHRAT oA NERAZESET D 2 & TAMMBAE 2 HET
LAREMENR B D, TR T F ok LR S DIEMORE 25 T 5 BE T, FitRHE,
i HBE, TP EAB R OA VRT o ARHE SN TWD, YRR T & BEET 2R oE~
777 FUMER, BEROWTIUCEBWTHEBEEOK FIZO72N 5 /iR H 5,

n‘\ﬂ%iﬁﬁ%% X0, invitro lZRBWTE NJEDOK 3 DD 117 a7 7 FURFEHTHD, =
ML, BECHESBRE SN TODEEICH L TID L ) 2RO 2 e+ HBICEE L /A
5ﬁ%@®%5%lf%é_kﬂmém1wéo7D77%/Wﬁ%%%éﬁé%é%?@*%
7R Z ETHHNR, v TAKRTT v b &R0 AE R Tl sl OWER OMIE  (FLAE
E,TEW%@&UW%E)#MbgnhO_niTL%Méht%%m% LT DOV

BWTHARIEDFEOIF O BWE L L v b TOEBEK & ORIZBIEMITR ST T 70,
%%mfwéiffyxmwﬁwtw%ﬁ&ﬁé%@?M@wQ#%%%ﬁﬁ%ijpﬁ
]

o

5.16 nu_,\ @JB En;_ Ab'li

BIRIE, Rl 3 AR OYIEAEFEHMP I =F 7 v 54T X @il s hzmIfER T
Holz, MEFFERRICEBNT, HIRIZE o 7 =)L XR &EEH D 24.7% (235951 #1)), 7T &
RNEGH D 10.3% (33/319 1) TR SAv7z, BB 5 SFeERHER 1 s RIcsV T, iRITE
17 )L XR FH5FID 51.8% (71/137 B)), 7 F72REGHD 12.9% (18/140 i) THE iz,
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PURGE B S R R 1 3B BV, HIRIZE 2 7 =L XR B5-B10D 50.3% (76/151 f1), 77
TAREEHIO 11.9% (19/160 ) THE SNz, 7 =F 7 34, BB ESHELKT
SHDLAREMERH D20, V72T T EUVEREICLDBE~DHEREEN W EBERADEGEE
BINCHEIE T 2 £ CI, FEWEM X Bl (ABhE/e &) OEIUIERE S B OBIER &, kS
FRAIBEE N 2 B & DIEB O TR DWW CTRFICERT 5 2 &, RIS - SFIC 27205
BENN®H %5, MDD EIINFHABEREBICEWT, HIRITE R 7 =L XR #5610 40% (252/627
), 77 AREEHO 9% (27/309 i) TEE SN, T HORBRICBWT, HHARIZH &K
W Cdh-o7= (150 mg & 37% [117/315 f51]], 300 mg & 43% [135/312 #il1),

517 {KRFAE

PURSHR I L 0, AR AZ R TS 5RO OMFENI E B Ens &2 6T
A, VEERRE LR OERE D 5 AMREE M LVES), MEOER~OEE, i) AEHEA
T OO G X IIPARIE R &) 2RI 2 2N REAENLBEICERr 7 )L XR 24U
T AR, WU T RS NS,

518 EETREE

PURSHIR DO G E - T, REESEE L OGAE N 20 b T\ 5, sldmeth iR, mid
#F ORI, BT LT Yo ~—REREE A2 BT 2 Ml ) OB DHE K OB O — & 7251
KThHsd, Tur =/ XR KOZFOMOPUEHRIEIL, RHEEMEOBENDH 5 EE CTIIIEE
G THZ L,

5.19 BERRAE 1% 2T

U T T T VB S IR ERGURB IR I D SR ORI, RIRGE, O & OVE
70 & OBVEBEBUER 2N E ST b, %mﬁﬁ%%ﬁﬁé&ﬁﬁi%% YEL-kEr s L
XR O 7" Z & At BEAIFRIERIRRBRIC W T, 22RO F G IR 1 DLl EOBERUER &
FHLL72BEOREIGIE, e 2L XR BEHED 12.1% (241/1,993 #1), 77 B AREGHEN
6.7% (71/1,065 Bl) Toh o7z, EBIORIVER CRIRAE, B, S, FH, TEH, FEitEoEu
KOG R &) ORBERITNTILOREGH TS S3% LT THY, T b ORWERIXER
k% 1 EMZIIEEE L, e ICBET 2 2 BRI,

6 Bl1EF
LT ORIWERIZ DWW CHEARA CEOMIA TR LT 5,
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o ERUNIEICBIME L7 Wikl A 4T % Ml TOR LK LA [EHRORM EOEE]
S

o WERUHFERATOARSERCARITS [BEELOHEM EOER) ZH]
o FBEMEIC B L7 KR & A T Ml CORMERORIER (RAh7e L) [EEET ]

BT EOTEH] H ]

o EBMBIEREE (NMS) [EEHROHM EOEE] (54) 28]

o AEBHEA(L (RifukE, FRETRWIE, (REHI) [EEROHM EOEE] B
o EREMVAXZVT [EHEROHEM EOEE] [56) 2]

o RMIE [EEROFEHEOER 5,7P %]

o Ef - fEVE [BEHKOWH EoER @ ZH]

o MEDER UMNEROFDE) [BEROEHN EOEE |§P Z ]

o FUMBRBIAE, AFIERIDIE R OIERIERIE (%45 K ORI EOTER] [5.10) 28]
. EW%q%i&@ﬁ%Lmﬁﬁfin £ ]

o QTIEE [BHEOHER EOERE| (5.12) ]

o MERE [BEKOHEH EoEE| (5.13) 2]

o HURBEHEIR TOE 5 % OEH Loug| [5.14) 28]

o m/MTIFUME [BEKROEEH EoER| (5.15) ]

o - EBWEEO AN [EEROEM EOEE] {5.16) 2]

o KIRFAHEN [ K OMEH EoEE| (5.17) 2]

o HETRETE [BEKOMHH EoOWEE| (5.18) 2]

o HEBUERER: [E5 RO EOEE] {5.19) 2]

6.1 ERREAER TOEARER

BRI ZRE RSO b & THEE SN D 72, & DA OEEKRER TRD 512 BIEH O3
BRI, BIOFEFOEERFAER CORTE L ITEFELIER TX T, BRI TRO N BIFEL X
LTV W aaetE S B 5,

A

UFOE#RIT, 77 'A% ERER THA IIIE, PHRMEREE &K OVK 5 SRt E O IR R T- D&
177 )L XR &G 72K 3,400 FIOEE TR SN DR 7 =L XR OFFIKERBRT — % ~—
AMBFTN D, Z ORI 1,020.1 BFEFITHST 5, BWERIE, BIEH, SIRZ%
DOFER, NA XNV A v, RE, BRREKOECG FTAZINET S Z LI X 0 FE L7,

For LT RIVEF O BISERE L, Fodl L2 FEEORIER % | 2L ERBLL-BEORIGE2R LT
W5,
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77 £ AR HEBRICHE T 2 859 IR E > 7o RIEH

FETCIE A RERBR O 1 7 =L XR BHRECB WO CTRIAR 2% EOH IRICE -7
BIVERIL 2o T,

Kp 1 2B 2, B B°— N X AT £ — R ORISR O v 7 =)L XR #5RE
ICBWTIAR 2% LT IHICE - IERIZ 20> 7=,

KPR, 5 DT 72— ] BRME 5 DR EE 2 x5 & LR 1 <, te s
=)L XR #5HD 14% (19/137 ), 778 REGHID 4% (5/140 B1]) BEHWEHO7=HH I L
2o PN S SIFHEROE 7 7 /L XR BRIV THRBLER 2%, O IR E - 2 IERIL,
fEIR gD 2 T - 7=,

MDD, (PR - MDD B Zxtge & LT OF ISR AR T, v 7 =)L XR #5410
12.1% (76/627 B), 77 REHHD 1.9% (6/309 51]) MEWEHD7=®HH 1k L7z, MDD kD
tr s oL XR EGFECE W THBLEE 2%, EORILIZE > 7RWERIE, HIR2OHTH -7,

G T ARRRRBR T L < AL ENER -

o RIE 2 x5 & LT 7 7 ARt lEBRIC B W T, e 7 )L XR &5 - THIL
L, Er 7L XR EGREORBENT 7 RGO 2 FEU L ThHo - ERFNER (GEHLE
5%LL 1) 1E, IR (25%), FIWNELEE (12%), FEED EW (10%) KOVHIEARR (5%) Th-o
77

B 77 ARRIRRBROE 7 7 =L XR # GRS THELE 2%, ETH - -RITEA
:, A IAE O AMEIIARYIE T (RE 6B ([ckr 2 =0 XR #56] (R
300~800 mg/H) D 2%LL ETHEIL, tr 2o/l XR EERHORILRN T T v RBEERELY b
mo TERIEH OB CEEIZIUEHA LT X—k T —) Ziid 5,

2 IR, BUERHREOBIR & #EFF2HA LIz b o,
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HNEERIRRE

x12 HERFEDBEREZR]RE LT 68T 5 RIBERKHER TORIER

HoK:E A5 IT)L XR TS5tR
(951 451) (319 f31)
fEE AR ! 25% 10%
PN RIS 12% 1%
FEIMED F 10% 4%
PRSI IELR 2 8% 5%
FEE N AR i+ 7% 5%
{5 Fi 6% 5%
HIERE 5% 2%
A EEEE N 4% 1%
HEHR 3% 1%
5 3% 2%
AR o 3% 1%
B 2% 1%
fee ) 2% 0%
BAOLE 2% 0%
Fi e e 2% 1%
IRk 2% 1%
THIT 2% 1%
Rz 2% 1%
A K AIE 2% 1%
HHEHEEDRS 2% 1%

1 iR, BWERAREOBIR & #FERa Lizb o,
2. MEMSMEOERIZUU T ORGEZ G T A YT, WEEEE, L5, PAFZRIT YA L=T, #ERSE
B, FiEARICHE, EENETE, AR, IREREESES), -V =KL, S=F 2 Y VBT, REEET
#, BRESAXRUT, BHEEORS RURE,

PR 2 x5 & Uiz 37 7 B A IRBRIZB W T, Eue 27 =L XR #5120 - THREL
L, tr 2/l XR ESFEORBENT T BRGSO 2 (FLU ETholo E2RITER (GEHLE
AN (34%), FEIED EV (10%), B (10%), (REHM

(1%), HEEEFEE (5%) KO (5%) Thol,

:, UGB O 2 MR (RdE 3 WR) 1ok r 2 =0 XR #5461 (R4
400~800 mg/H) D 2%LA ETHBLL, T2 /L XR EE5H] TORBRN T T v RELH LY
HLEDo ZEWERAORER (BEICIEEA L =T —) Z#id 5,

5%LAE) 1%, IR (50%),
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1.6
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HoK:E A5 IT)L XR TS5tR
(151 1) (160 #1)
fEE AR ! 50% 12%
PN RIS 34% 7%
FEIMED F 10% 4%
(A 10% 3%
ER Y= 7% 4%,
9% 5 7% 4%
REEHEM 7% 1%
BERIN BRI 2 7% 4%
£ P 5% 1%
T RERRE 5% 0%
BAOLE 4% 2%
it 3% 2%
R 3% 1%
LA EE N 3% 0%
L 3% 0%
JEE N AR I 3% 0%
HEIR 2% 1%
B 2% 1%
FIEFE 2% 1%
R 2% 1%

L IR, BRI AEEOBUIR & 2 ia Lz b o,
2. SEMABIEIRIIA FOMGEZ & « fREHE, 7Y, WERRENE, VR M=7, $ERAKEE, BbHE

& D7 S KRR,

BN DOIARNE 5 S a 3t b Lz S 7 T B AR HREBRICHNT, Er s /L XR 5T
PESTHELL, Eu 2 o)L XR HHGEORBEN T T2 RGO 2 EL ETHho - ERRIVEH

(RHLR 5%LL ) 1%, fEIR (52%),

AR (%), ROYEY (6%) Thot-,
:, N OGN 5 9 OISR T (R 8 ) 1tk v 7 =L XR #5-4
(300mg/H) D2%LUETHEIL, tr s/ XRFGHORRRN T T REGHLID b5

Mo T-RIERORBE EHIZHEEA LA~ T—) 2T 5,

Astellas
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1.6

HNEERIRRE

=14 BB S DRDERERMRE L1 8 B TS5 AR BERREBR TORIER

N 04 I)L XR T5uR
(137 f31) (140 1)
fEE AR ! 52% 13%
N RZIS 37% 7%
FEIMED F 13% 11%
BAITHE 12% 6%
R 8% 6%
ER = 7% 1%
REEHEM 7% 1%
I 57 6% 2%
Z 4% 3%
7 AL AMEE IR 4% 1%
RE 17 4% 1%
HERSM BRI 2 4% 1%
BERR 3% 2%
g 3% 1%
il S 3% 1%
3L 3% 0%
HH g 3% 0%
Hm 2% 1%
FEMET L L — 2% 1%
Bl e % 2% 1%
BAREGR 2% 1%
5 A 2% 1%
R IEE 2% 1%
JrBETR 2% 1%
TR E I AR REIE (R 2% 1%
R 2% 1%
Bl e R PE S BHTR 2% 1%
Ve R—HR 2% 1%
R 2% 1%
Bl S 5 -~ 1. 2% 1%
ZTE 2% 1%
FEC NP AR 2% 1%
PR BRI G 2% 0%
DA EEE M 2% 0%
FHE R 2% 0%
T REbEE 2% 0%
THIT 2% 0%
I ARAE 2% 0%
FEAR I REFRE 2% 0%
pETLIRRE 2% 0%
N 2% 0%

1. IR, BERAEOBIR EHEHKA LD D,
2. BERANRIERIZU T OMEBEL ST 5, THYT, VA M=T, SEHAANRREE, FEaE I & QR

o
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MDD A *%t5 & L7- 6 HRHEE MR &7 7 AR RO ERABRIZB T, e 7 =)L XR &5
- THHLL, tr 7 2L XR EGEHEORIRN T 7 B RGO 2 5L ETH - 72 ER2EIE
B (GEBLER 5%LL L) 13X, R (150 mg B 37%, 300 mg Bf 43%), HPNEZEE (150 mg & 27%,
300 mg & 40%), 57 (150 mg #F 14%, 300 mg £ 11%), {HFL (300 mg BED A 11%) & OMKE
N (300 mg BED I 5%) T o7,

Z, MDD OO RFEMR T Ok 6 HlE) (2w 7 =L XR #5641 (150 mg/H X
12300mg/H) D 2%LLETHEL, tr s oL XR EGHORRARN T T v RKERHLY b5

Mo TBIWER ORBLR (BEIZNEBE LA LI A—t T —2) 25T 5,

& 15 MDD DERERR E L= TS5t RBHARERKABRCORER (BXRAER)

N +04s )L XR 04 T)L XR TS5tR
150 mg 300 mg (309 1)
(315 51) (312 f51)
fEEAR ! 37% 43% 9%
[ PN Rz 27% 40% 8%
I 57 14% 11% 4%,
EFEIE D F U 11% 12% 7%
B0 7% 8% 7%
R R 6% 11% 4%,
Z 4% 2% 3%
HERSM BRI 2 4% 6% 4%
Mg - 3% 1% 1%
RGE Y 3% 2% 2%
RE AN 3% 5% 0%
BAITHE 3% 5% 3%
R 3% 3% 1%
EIL RSN 2% 2% 1%
F 2% 1% 1%
ER Y= 2% 3% 2%
A I N 2% 1% 0%
Lol 2% 0% 1%
S 2% 1% 1%
REHR 2% 1% 1%
THDT 2% 2% 1%
LN 2% 2% 1%
KL 2% 2% 1%
3 2% 1% 1%

1o IR, AERHGREOBIR & #EFF2MAE L2 b o,

2. HESNBIERIZILA T OMFEEE G T - fiHE, T VT, i HLREE,

&, BEGRIUE, EBET, FrREBLE, EbHAEE Ok S RHUYRK,

L7En, PARROT, HERS IR

72 FT L DK TORER D 5 b, ARIRMACEOMEFTICLEO LN O ¢
RN, B, ORMVETRRE, FRORINEE, i, S5k, GMREREIE, @EUE, v-GT b5, M
B VT FURARTT—E ER (NMS &3 HERE), £hHE (MOZ OO %), (KK

Astellas

Page 34 of 75

92




1.6
SNERERKIRE

5, s, P IRHE, R (BRGBRMAER X3 5P RIICEH T 256000, K
IfE, Jeff e BEd %) K OFRHEEEiE,

PEARS RIEIR (EPS) -
DA KT

FIFFIEGDEH - EZMED 8 5 B TIE, BESHBHREBRICY R =7 Otk (FiffoE
FEPE LG DSRBT D AMREMER S D, DA h=THERICIE, SE O (& X1, MHEHOK
PRI RS %), WETREE, FRREE, HFRERERDHD, ZbOERIMEAETHRET
LR D D b DO, ) TEMEOHE —MRITEMHEO LN EHEICREA L, EEE b
W, BYEROFEERTIE, BECA =70 ) 2708 EFRT 5,

EPS OFHIIZIZLL T D 4 SO FEEFER LIz 0 (1) RN=F 2 VY =XALKONT VT ZiHiid
% Simpson-Angus fHli LER A 27 (R—R 7 A D OWEZ(LE), (2) Barnes Akathisia
Rating Scale (BARS) #&7HliA=7, (3) EPS (7 h 7, &), HhEARENE, SEARIMKIE
fe, MERaRITHE, EEMKT, FEIRNIKL OMRE) o BRMEFRER, 1) FEBLLZEPS iR
T D2 0Ha ) AEBFEOM R DL,

JEA - Ei 800 mg/ H £ TR G- L7 = F 7 ¥ D7 T iRx RIERRABRICEBW T, EPSIZH
W HRIWERORILEX, 7T 7 EGHN 8~11%, 7 7B REGRED 4~11%DHiH T
HoT,

tr 27T/l XR % 300~800 mg O M EHiH THRE LA KIEDERE XS L LI 33T 7
A FRERRERBR IZ 3T, EPS (B 2 BWEH R ERIL, kr 7 o)L XR &EEL O R
7 I NGB ENEN 8% (MEKMEMEZRTHARL), 77 8RREHN % Tho7Tz, Z
NHEORBRICEBNT, [EBIORIWER (Tho o7, #ERIEKEE, Eik, PAFxT7, YA b
=7, WHEZORSLOFENE OBRARIIMRILLS, WTFNoOEGEETYH 3% UL FTho
72

FGH& TRFD SAS #8 A 17 e U BARS #8 G abili 2 27 D=2 T A 2 b O EAL &I,
B EGRECRBE Ch o7, o ) MO GIHMEBE CH Y, FEHH CHREE T
bolz, HEARIMBIERORBEREL, MELMWERT BT s2Ers v 07 7 A VZ—HL
T,

X, VA M=TEGIIIEEEE, fHEREOE, A M=T, fENE IREKE
BEEN A B0, N—F Y = AL EARERE, R, K72h, EEERTAEY, 7Y
ZIXT AT, BAHEEBESEE GO, VAR T HERBITEREC AR T, VAFR
U7, BESRT T F—EBaED, TOMOMERIMERERIITEDE S ORE, #HRINKIES, &
HEEZZ DT,

Astellas Page 35 of 75

93



1.6
SNERERKIRE

®16 MHAKREZRARE LTS5 EARARERRARICE 1T MRS BRIER L BAET 2EIE

A
HAREE O I XREOV I XRZO4/ I XR A4 I XR| T RTHOHESE TSR
300 mg/H 400 mg/H 600 mg/H 800 mg/H (951 1) (319 51)
(91 1) (227 1) (310 f51) (323 151)
n % n % n % n % n % n %
A =T HESR 3 33 0 0.0 4 1.3 1 0.3 8 0.8 0 0.0
A VA N 1 1.1 3 1.3 11 3.6 7 22 22 23 4 1.3
THVT 0 0.0 3 1.3 7 23 7 22 17 1.8 4 1.3
AR T EL 2 22 1 0.4 1 0.3 1 0.3 5 0.5 2 0.6
;;ﬁﬂmﬁﬁ( ShES 3 3.3 4 1.8 7 23 12 3.7 26 2.7 7 22

tu 7 )L XR % 400~800 mg/ H |2 EH#FH TG L 72 BABIEBYR OIRRE R e L7 7k
A FRERREABR (2 3T, EPS & B S RIER O3 HLR1T, & r 7 2L XR &GHEDR 6.6%,
T RGN 3.8% ThoTe, TALHDORERIZIWNT, ERIORWER (7h o7, #EERst
HEE, R, YA N=T, EHLEZORS, ROWERENE ORIETONTHORNEHTH
20%LL T TH o7z,

®17 VBHEBRZERARE LTS5 R RERREERICE (T 5 AN BIER L EET S8

A

EARE 05 TLXR TS5k

(151 1) (160 151)
n % n %
SR =T & I 0.7 0 0.0
PRy 4 27 3 1.9
THDT 2 13 I 0.6
;@{ﬁ@ﬁﬁﬁ%&%% 3 2.0 2 13

. VAXRUTHEROEARBICHEL T L2H8EEZIIRBDO N1,

tr 7L XR % 300 mg O & THEE L7 BHRME 5 S OIERZ 55 L LT 77 & A R
RFRBRIZHUN T, EPS L BET 2RIWEMORBIRIL, tr s oL XR EHHEN 44%, 778N
B HREN 0.7% Th o7z, TNHORBRICEWT, BBIORIER (Thv Y7, HERIREESSE,
R, YA M=7, BREITE) ORARTIVWTHLORNIEH TS 1L5% L FThH o7,
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®18 MBS DRERMRE LTS5 RMBEERHRICE (2 HAN R EBET A

1EA

HAKEE oo ITJL XR TS5+R

(137 f51) (140 1)
n % n %
DA N=THESL 2 1.5 0 0.0
A A= NN 1 0.7 1 0.7
THDT 2 1.5 0 0.0
;@1@@%@2&5’*&%% ! 07 0 0.0

1. VAXRVTEROEATRICELA T 2AEERITRO N o T,

tr 7T/l XR % 150~300 mg TG L7= MDD DiE# Z x5 & L8877 v R RO %
WERERIRERER 2 SERIZIB T, EPSICRET 2 RIEA ORBEIE, Er 7 =L XR FHHEN
51%, 77 BREGEN 42% ThHh o7,
ﬁiﬂqh@Dﬁ%ﬁ%%%ﬁﬁmﬁmesK%@#é@ﬁ%%%ﬁbt%ﬁ@%ﬁ%%
RN R,

& 19 MDD EABRIC# (T4 EPS ICBET SRS OBIER, HtRBARKHER (6:ERH)

BEAREE a5 )L XR o4 )L XR TRTOA=E T5tuR
150 mg/H 300 mg/BH (627 151) (309 151)
(315 1) (312 451)
n % n % n % n %
A N=TEHESL 1 0.3 0 0.0 1 0.2 0 0.0
IN—=F =X A 3 1.0 4 1.3 7 1.1 5 1.6
THIT 5 1.6 8 2.6 13 2.1 3 1.0
VAFRUT FHG 0 0.0 1 0.3 1 0.2 0 0.0
Z DA D SEARSN S
b 5 1.6 7 2.2 12 1.9 5 1.6
INERUBDE

LUF OfF#IE, /NEEFE 1,000 Bl TR SN DR 7 L ORERRRT — % X—ZA0 b 15T
WD, RTF—=FX—=2 2%, A KPEDIRIED - w 7 = V2 h Iz 677 BlOF D4
(13~17 5%) & APEVARIEER ORI D= 1 7 = L & $ 5 S 372 393 B0/ NR & O A 4R
(10~17 %) WEEND,

T T 2 AR ERIC B T 5 F G- IR E S 2RITEA

AL : BIERIC X D IERIE, 7 2F T U B5H108 82%, 77 BREHHIN 2.7% T
bole, 72FTEMEHOD 2% ETHILIZED, TR RERELY RBBLENE NS T
BIERIE, BUR (77 B RESRE 0%ICH L, 2.7%) Tholz,
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R AL - BWERIC X A HIERIL, 7 oF 7GR 11.4%, 77 v RE5HD 4.4%
Thotz, BTuZ zVEEH D 2%, ETHIEICEY, YT REGHLI Y LREARNE -T2
BITERE, IR (ZNEN41% KN 1.1%) KOS (Z0F21% 4TV 0%) TH-oTz,

7T AR RGBT A b - EREIER

BRINEIHESL SR> T2y, INRROFDEOBERME 5 S EE (10~17 %) Zxtg e L
Tetr 27 =L XR O (8EME]) MR 1 RICBWT, Er 7 /L XR EHITE-> THLIL
TeFeRIER BBBEN 5%LL Lo 7 T B R ERED 2 500 F) 1%, ZEWED v (7%), T
F (5%), ¥#97 (5%) KROMEL (3%) Tholz,

WA RKREOREY (KR 6 BH), HVHFE~D7 =F 7 U EHEIfo TR LN ERRIE
M GEBLERN 5% D7 2 F 7 BB GHORBLRN T 7 v RGO 2 500 1) 1%, BIR

(34%), FEMEDEV (12%), ONEEE (7%), Bk (1%) ThHol-,

BRI OTRE R (R 3 8H), MNEKOEFEDIFE~D 7 = F 7 v EEIfEtoTH LN
FRBIWER GEBLEN S%LLEN>7 =F 7 © B GREOBBLRN T 7 v RGO 2 (521 1)
&, IR (53%), FEIED E WV (18%), Y7 (11%), BAITE (9%), .l (8%), MEH:

(8%), HAR (7%), HWNEEE (7%) KROMEEHN (6%) Th-ol,

B TS RMBHBROELO Y TILREHIZHITHREE 2% U LDEER
HMEXRRE (FLE, 13~17 %)

LT O RIE, 400 mg/H X% 800 mg/H DG &E T/ = F 7 &5 L1z 6 7 7 A%t
FEEABRIC SV T B,

[R20]c, SAREDOHAMS (B 6 BN (2 m 2 =/ 856 (B3t 400 mg/ A X
12800 mg/H) D 2%LL ETHIL, Eul oV EGEHOBBAENT T REEHL bEhoTe
BITER ORBFE BEICUBEHA Lo A~k T—) Zi#li1 5,

FERIAEDO FTEEMEA B Y, 800 mg BED 77N 400 mg BE L 0 mSHE CTH - =R IVER L, FEhk
DEV (ZNEN 8% LN 15%), AN (N 4%K TN 10%) KOHBNR (£ E1 6%Kk
N 11%) ThoT-,
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% 20 FLOEREOHAKAEDBRENRE LT- 6 B TZ R REKRARTORIER

HAKREE ttOos T oo T TS5tR
400 mg 800 mg (75 1)
(73 1) (74 1)
fEE AR ! 33% 35% 11%
FEIMED F 8% 15% 5%
N Rz 4% 10% 1%
HNR 2 6% 11% 0%
Syl 3% 5% 0%
RH iR 1% 3% 0%
1 79 1% 3% 1%
R 1% 3% 0%
I % K] 0% 3% 0%
e 3% 1% 0%
BRI 3% 1% 0%
1 JIR95 3% 1% 0%
DAXARIT 3% 0% 0%
&= HH 1. 3% 0% 1%
77 [ e 3% 0% 0%

1. BRI,

IYERREOMBIR & S 2 A L2 b o,

F
2. HEARIE, BIVERARE OSER &IPSR E S a L2 b O,

MiE | Bigm OMNERUEDE, 10~17 &%)
LIFORTRIZ, 7 =F7 B % 400 mg/H 1% 600 mg/ H O & THRE L7z 3 HH 77 & A

RERIZEEDS VTV D,

:, UGBS ORI (R 3 R 1ok r 7 = 48 546 (B 55 400 mg/ A X%
600 mg/H) D 2%LL ETHRIL, o2z VRBEHORBLFEN T 7RI bEmho il
BRIGH T CRELLI-RBIERORBEER BERICNEBEREA L S~k T—) i+ 5,

T BRI FTREMEA B D, 800 mg BED 77N 400 mg BEL W mHEE CTh - =RITEMIZ, fHEIR

(ZNEI 50% LT 57%), Bols (FANZEI 6%L TN 10%) KOMAR (ZivEh 6%& TN 9%) T

Hol,
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% 21 IRRUELVEEEOIBEEBERARENRE LTz 38 75 R RERREBRTD

gI1ER
HAKEE +tas T Oy I TS5tR
400 mg 600 mg (90 #31)
(95 1) (98 f51)
fEE AR ! 50% 57% 14%
EFEIE D F U 19% 17% 2%
EV 6% 10% 4%
I 57 14% 9% 4%,
BAITHE 10% 9% 1%
BNk 2 6% 9% 0%
PN RIS 7% 7% 0%
M - 8% 7% 3%
s PA 3% 6% 2%
REEHEM 6% 6% 0%
Syl 3% 5% 1%
FEEL 1% 4% 1%
Bt 1% 3% 0%
77 S A L 1% 3% 1%
BRI B 5 0% 2% 0%
B 3% 2% 0%
RH iR 4% 2% 1%
REHR 2% 2% 0%
EH 1% 2% 0%
ERNINR 4% 2% 1%
I 2% 2% 0%
T 3% 2% 0%
R R 4% 2% 0%
Hm 2% 0% 0%
BERR 2% 0% 0%
Bl B 5 - ifi 3% 0% 0%
178 2% 0% 0%

1o IR, AERHGREOBIR & #EFF2MAE L2 b o,
2. BEARIE, EMERAREOMR & AR E RS L2 b D,

o s o)L XR OLEMEROARIEL, 10~17 EO/NEBROFDEREESSHLE Lizkn s
NORBRIZE D BN O TS (BRG] (14.1 R T{14.2) 2,

BRINEIHESL SR> T2y, INREROFDEOBERME 5 S EE (10~17 %) Zxtg e L
72w 7 )V XR O T 7 &Rk FEFRERER 1 35 S #EM) [cBW\T, #ERIEIERD
WRBRE, o s oL XREGREN 1.1% (1/9261), 772 RESEEN 0% (0/100 ) TH-o
7=

HOEOHARIELRE (13~1753%) ZXG L Lickr 7 VORI~ 7 & A 5 AR L
AR 1B (6 M) 2RV T, SEARSNEIEIR OMBERIL, o 7 2 VR GHED 12.9%
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(191147 651), 7 Z BAREEHED 5.3% /7561 Tholz, 72720, BEoRIERN (OFavy
7, R, HEARALEEEE, EEKT, WHESORE, FESITHE, SEE VAR OT R
L) OREBBIINTNOEEGHETY 41% L T Th o, /NEROEDEORBIERREE (10
~178R) ZxG e Lk n 7 L oEH 7 5 & A BRI SRR 1 315 G HE) b\ T,
PEARAMBIER OMFE BRI, tr 7 2 VR EGHEN 3.6% (7/193 ), 77 B REEREDS 1.1%
(1/90 f5) Toh -7z,

Hﬂm&qﬁzqmi VA M= T EQIITEMEE, HERRIIE, X =7 KO ENEE 5
W, N—=F Y = X LTI AR B R OMRER A B, T TIET H T DR EED,
DAF X T HRIITBERME A XVT, PAFROTROEER T 7 h—E 25D, Fofh
DEERIMEERITITE HAE & D7 S R OHERIMNEREE 25 07,

[F22)c, HOEORARBERE EXIRL LIt m 7 SA OB 71 R AR MR
(6 JH[#) T EPSIZEE S 2RIEM RO b B DO—%HZ2 R~

F22 FHOEOMERAEREFZRRE LTI ERMEBHER (68 TOHENBERK

IZE8ES S8R
BEAREBEARE ped= vV ped=Evd ¥ Oy TILIREE A
400 mg/H 800 mg/H 2K (75 1)
(73 %1) (74 %51) (147 1)
n % n % n % n %
VA N=T HSE 2 2.7 0 0.0 2 1.4 0 0.0
PNR—F V= KN 4 5.5 4 5.4 8 5.4 2 2.7
THIT 3 4.1 4 5.4 7 4.8 3 4.0
CAX R T HSR 2 2.7 0 0.0 2 1.4 0 0.0
Z DL D BRI
ok 2 2.7 2 2.7 4 2.7 0 0.0

:, IINVE R OV AE D MR L s R % b5 & U740~ 5 2 Rt FRE K ERER (3
HE) TEPSICEHE T AEWERNED bN-BED—EE2RT,

#* 23 INERRUBLEORE | HBEREEERRE LTS5 ARRBEHRR (3EM) TO#iK
S ERAEIR (CREE Y S EI1ER

HEARGE ooy I oo TL Oy TIILIREE 75K
400 mg/H 600 mg/H 21K (90 151)
(95 1) (98 f51) (193 151)
n % n % n % n %
N—F V=L 2 2.1 1 1.0 3 1.6 1 1.1
THADT 1 1.0 1 1.0 2 1.0 0 0.0
Z DAt D SERSN S
ik 1 1.1 1 1.0 2 1.0 0 0.0

l. PRAR=THERUIV ATV T HEOLEAREBIZY T 28EMITRBO bieh o7z,

Astellas Page 41 of 75

99



1.6
SNERERKIRE

ERREER TRO oM -ERRREE, DERRUNS Z2ILYA U DEL
BRR R A D 2L
AR ERER

JEA w7 L XR O 3 YT 2 AR REAPERARBRIC N T, X=X T A UIRFOhFH
EREN 1.5 % 10/L UL ETHSTZEBFED S B, 1.5 x 10%L A DI FPERELAS 1 [BILL 7R S 7= E
GiE, Er 7 oV XREGEEL Ot 7 VB GRETIRENEN 1.5% Th o 7=0izxtL, 77
ARG TIX0.8% TH o7,

3368 B> = F T v T VBRI GEI RN 1,515 BlO T TR GHERRE LTS Tk
At FREAIRIERRIRGRBRIZ I W T, R—2 T A REO A H BB FEVEREPH N CIB BRI A R O iR
A2 1 EILL ESGONTEBED S S, 1.0 x 10%L KO HERE 1 [BILLERS S /=85
%, 7= F TG 03% (102,967 611), 77 ARG 0.1% (2/1,349 #) Th-o7-
[&5 R OB EoER] {5.10) 28,

k ?‘/XT‘:%—J@‘L%

JEA - AEFEREMECRBIEO WS R T o AT I F—F (R ALT) EEAHE I TH
%o 7B ARREHBRAE S Lo GE, EYERPH LIRO3HEEBA DL VT AT I F—EB EHNR
WO LNTRANEEOEIEX, Eu s 2L XR #5HETIE 1~2%, 77 B REGEETIE 2% T
&otomk%ﬁ%&LtFA%ﬁfﬁ% BT, 3~6 DO T T vR% AR EZ A LT

, FEVERPH FIRO 3EABZ D T U AT I =Y EANROONTZBEOESIE, ke
i»&ﬁﬁfimﬁeuw&ﬁb T TR AREGRETIZ 1% 3194 4]) Thote, ZHHOF
Bk A, MEL CHAR GBI 3 MEILINIZRELL, 7 =F 7 v &G 2k L7220 5l
BRAARIME & CTEHCMICRIE LTz,

~NEZ v

JEA T T AR RERERICI N T, BT 13 g/dL BLF, &PET 12 g/dL L F~D~E S

2 e U 1 EILLERD SN BEOEISE, 7T T BB 83% (594/7,155 1), 7
T v R GRED 6.2% (219/3,536 i) Toh o7z, xHHRE O IREFRRER DT — 2 X— 220
T, BHET13gdLUF, &METI12gdL LA F~O~E 7 B B U2 1R ERD Sz B

DEIGIX, 7T T EUERGHN 1% (2,277/20,729 ) ThH-o7z,

JREERM) 2 7 ) — = D B

V=P T CL R LEBHICENT, A K RO SRR 5 S0 RAIBER AN E Tl
BEMEREEL AN U3 = & A L IV E RTEET 5, “H D OEMORFEY R 7 ) —= 7
DB RO BIERBRIST, WONIE (70~ L7578k 8) 1ok O HRT 5 = & 2%
BI5Z L,
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ECG Z1t :

A RBRFER IR R OV ORER T, e s L XR BEHID 2.5%, 772 RE5H
D 2.3%2EK (120 bpm ) ZFEHL L 72, ECG Tallli L7234 O Lo FE O BN &i3,
tr /) XREFESEETIX63bpm TH DKL, 7T 2RELGETIX04bpm Th o7z,
Zhittu s Z e CcopEREmE L —H LTV, BWEROHEIROFEEEL, r s =/ XR
B GRED 1.9%, 77 BREGEEN 0.5% CTh 72, ECG Tl L7=854E O Lk o SEE O8N
=Y, B oA RERETIEZ 7opm THH7ZDIIKL, I EREGHTIE 1bpm Thoto, =
D LD b TR BEMENIX, 7 =F T U BNESER L EBRE T DA REEICEEL- L0 TH
brEZHNG [EEROEN LOEE| £,

IR PFELE - Er 7 )L XR OZRM RO, 10~17 s O/NE & OVF DB % %f
GLlickn 7 2L ORRICE Y BFT bR TV [Hdkid| (14.1 R 0{14.2) 2,

BRIV SR> T2y, INREROEDEO BN 5 S EE (10~17 %) Zxtg e L
7ekr 7L XR OZMER (8] 3R | BRI VT, DHEIN 10~12 A TN 13~17
% C 110 bpm #2) 1%, o7 =)L XR BEEHID 0%, 77 REGHID 1.2%THRRE L, LK
OVHEOEEINEL, Er 7 /L XR EGRETIZ34bpm THH1-DICK L, 7T v RELGHET
I£03bpm Th o7 [EGROREN EOTEHE] 2],

FMERE (13~171%) 8L Li-tu sz ol (638 HakfERRkRicsy
T, DRESEI (110 bpm #R) 1%, &1 27 )L 400 mg 541 TIE 5.2%, o7 /L 800 mg &5
BITIL8S% THELLI-DIZX L, 77 EREEHITIL 0% ThHoTz, LIEOFAEIL, Er s
T /L 400 mg #£ &% OF 800 mg A TILEALE4L 3.8 bpm N 11.2 bpm #EMN L 7= DIZxf L, 77 AR
GHETIE 33 bpm B L7z [BE KO EOTEE| 2R,

INRROEDERE (10~1775%) 255 e Lzt s ool G ARIEEERER
IZRWT, ODHEHEM (110 bpm #) 1%, o7 /L 400 mg #5461 TIiX 1.1%, oz
600 mg % 55 TlE 4.7% THRILLIZDIWIZR L, 778 RELGHITIL 0% TH o7, DHED Y
fEIE, Ewa 2 L 400 mg BEM O 600 mg BETIXZ 24 12.8 bpm K& Y 13.4 bpm N L 72 DI %
L, 77 e REEHETIE 17 bpm W0 L7 [BE RO EOTEE) 2],

6.2 MWHREICEDOLONI-FER

tr 7V OAKRBEOHMICE DN TUTORIERNRE SNz, 26 ORIERIREF AR
HOEH S ARIICHRE SN b D TH L7, RBEBELMEICHE LY, EAl&EE Lo
BEMEAMNL L7 752 &1, 43 L b aRETITRYY,

WRGEBHARLIRRIC RS SNTZRER D S B, 7 2F 7 v &b L ORRIBBEIEN D bz b D
X, 7T 74 XIS, DARE, AFREEREIIN & B ER A 1 O FEEUS (DRESS), KTk
UwLMfE, OFR, BIR, BER, WATHERE, BUSUHREHE, HURIRAVE O AE G S WMERE
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Bt (SIADH), AT 4 —T A« Va Y EfERE (SIS) RO EMER R BSLEfEIE (TEN) T
»H 5D,

7 EYHREEA

71 #MENVIFTFEVIZRIZTEHE

tr 7oL XR EMBIOGEHEGD Y 271250 TIE, REAREBRICBW TRRICITMET S
TRV, Er 27/ XRITFESE L THHREHRRICERT 2720, o HiRAIERSE L o fFHIEE
HIMTHZ &, %E@%@ EFEEAT LB xR & LR 1 Bz, 7=F7
EALT VTV L DR - BB OE AR L2, =TT ERATIET v —
VERBEZ IR 5 2 &

7 ZFT U OgEGEEL, R CYPIA4 HER (XK hatYy—u, £ hTaFY—n, A
e, U R EIL, nefazodone 72 &) (2L W HIMNL, A7 CYP3A4 #HEA] (7 ==k
A2, AR EEY, U772, avasimibe, Tk« Va—r X U=k 12XV
BT %, 778 CYP3A4 OFFEAISUIER & FHK G+ 256121, 7=F 7 v of&Ei#
HRMETH D,

CYP3A4 [HEH :
F k7 1L CYP3A4 ORI RHERICTH L7 hary — Va2 i&bG L&, Z7oF T
@%ﬁ;iﬁ%;%MLto%ﬁ&cw&m@#ﬁ&ﬁ%&ﬁ#éﬁu,&5%@%@&5%@

D1 ETHET DL 5) RofEDE| (123) B,

CYP3A4 7584

JTFT L CYPIAAFHER THL 7 == b U EPARG LI &, 7=FT7 OO
IVT T UADOFHEITS N LTz, 72 F T &7 2= b U XUTZE OMORER D8R )72
CYP3A4 FHEH| DO 52521 T TV D EETIE, HEKFEDIER = > b a— L E2 iR 5 DITEK

K5EETHOERZ /L XR OEENLEICARLEE™H 5 [HELOHE o O 5B

%], CYP3A43 %%U@&@%EM: L7 ;5'7/:,\, a7 L XR O 7T~14 B LN

ICTEDOREEE CHETS - ) B,

@ﬁ@ﬁ%%ﬁﬁi%75V®%%@%K&ETT EVED & 5 B AR LT,

72 YIFFTEUHIMBEIZRIZTHE

Tw s L XR L, ROUE 2R 2 TR 6 B 71, HEEOMITEDOER 2T % 57
nNRb 5,

Tu s I XR I, LR RSO RS S AR (R B ATHEME S 8 5.
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CYP R IZHSL &, oy U MhAN KA T ERRAIC I & 72 2 3y Eh e =100 A/EH
IZFE L2V, Bur ot 2o/EmiE, REHCBES53 5% CYP (1A2, 2C9, 2C19, 2D6
KON 3A4) DOFREAITIEZRV,

8 HAGEHA~NDEKRS

8.1 hIym

IR VSRS S C

U R 7 DEH)

Ff~OE 7 20 XR ORGICET 5, MOAEARS, k< EBShR BRI ThhT
WL, DENORARIIRTI, 7 =FT B OIERMREIC M 5 BRRAHIIRD Hhrem-
72 EWRRER CIIIL - IRIRBIENRD bz, Him~Dtnr 7 =)L XR O#K 5%, 15FE ELOFLE
PEDSBRVR T 2 SEBRtE 2 LIEL D & HIBT SD BT ORTH = &,

E hTOT—X

TEHR T DFEE RTIE & OV DO REHIEEDIRR DT D 7 = F 7T B F BT 5 R/EKT —
ZIXD 7, Bl B 1 RSB W T, RPIC 7 =F 7 L RO O i3 i 5- S
T2t 21 BN E KRR A O VAR 2 HPE LT, IR TIC 7 =F 7 ©r 2 &5 iz il h
HHAE L 722 Do 42 OFAERIC Y, BERRFRBITWME SRnorz (k36 filaxtg s Lz
SR 1, JEFIHRE 6 W), RIRFFRFEOHEN AR+ Tholoizd, Zo L) eliligkT —#
DD, HERERIGORBBMEE IAERGIRICES 2N & 2 EFRIZITHEE TE 20, IR%Y
PR (e oL XR 25 Te) (RS LI AL, iR S SRR AR, BEDUE
WEALLIBZEARD D, ZOXH72H/ERTIE, Wk, BRI, HRERT, R, 6
B, FRIRESIA K OCRBMGEEORSE N DD, TNOOAIHEOHEEIZIEIETHY, ER
FHORENTH 2566 b, FrERICERIERED SHE L OREMABEDS LI L 72 5556
Hb,

B} CTOT—H

WEIRMOEIRES v RO F I/ = F 725 Lz &, AREfE (ngm?) #HE
THREAITIE ST D e KHESEEG R FH & (MRHD) 800 mg/ H Dk 2.4 5121244 % i % O
AIEEITRD e otz LnL, It RIEEEARBD b, 20 X5 72FTIZiX, MRHD
(800 mg/H) ORI 1 ELN2EOHETT v & UHFOM S CTA U7 BHIZKDIEIE,
MRHD O 2 5O ET Y I THE U7 FAR RARZ i (HGHAARR OB ) OFRBLR
ERZpERD T, e, WTNOBYRETHIBIAREIMET L2, 7 v b~ MRHD O 2 %
DR EOELR, 7% F~0 MRHD OF) 1~2 fFOHEOKLR (T XTOM&E) ITHREKT,
FEENAE U720, REWEENRD b,
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7 v N W EER, HPERAERER | RICB W T, (REFEFE (mg/m?) #% T MRHD
(800 mg/H) @ 0.01, 0.1 XKTN02 fFICHHS T HHED 7 =F 7 VL ZAEIRREMICKR G- LT &
&, AANCEE L BIIRO bR otz, L L, TMZREESY, HESRER | izl
T, MRHD @ 3 5O HETHEL AR OFE T & [REVRE OFEERER T 23580 Hivlz,

82 MERERUNE
Tu s L XRAE N ORI L ORI RITTEEII R Th 5,

8.3 i=Iiwm

tu s )L XRide NEHFFASBIT L, BRATOILRICEEe 7 =L XRIICE S EEZRRIE
RN EC DEREMEN S D70, REROMEICE > TOAFRIOREBEW 2 ZE L LT, RALIA
FFE G OWFNhOFIEZRETHZ L,

NFEINTOVDIEFREICBNT, BILHPO 7 =T 7 B UREIIRHEARRE L~V 5 170 pg/L
ETCOHPFATH o7z, HEESNDHIRLA~OEEEIL, KETHIE LR OR 58D 0.09~
0.43%DHEIFATH D, RO QfF) ORBLARLTICESLS L, BHEShA LD 1 H
F5-81%, 0.01 mghkg K (7 =F 7 L ORBA~OFH 1 A58 100mg) 75 0.1 mg/kg
(FEf~D 1 H¥&% 58400 mg) F COHPETH 5,

84 INEADERE

s )L XR OLEMEKJLOFINEL, FERMEIC DWW T 13~17 % O/NE R OVE D4R
F, PHBPEERICOWTIL 10~17 O/ NE R OFE D FEREERRE Lot 7 2L ORI X
D%HH%MTwéq%%&EIMJﬁwpupﬁﬁh

2RE LT, 'r 7 o VORI NEE ONE D E TR DILZEWERIE, T
s 2 BRN TR AR CORIWER & [FEECTh o 7o, DGHEH & OERIE O EF13/NE R O A
ETITRD NN, RATITRD SN o 7o, IS RMmEE, A (4~7%) T/HEKED)
FOE (%K) L0 bR L [BELOHN Lok R UaEITER]| %
A

o

BB S DR

18 R A D B O B 5 IR DIEIED =8> DE 1 7 ) XR O ZMPEIIHESL STV,
8 W MFER 1 BB A TR L, 10~17 5D/ NEEE OBARME: 5 S OIEHIZH T 5 a7 =/ XR
DM OFRINEZ T L7z, ARBRO FZHARE, 10~17 5O/ OF D4 O BARNE 5
SIFBREITBNT, #E5R 150~300mg/ H DO r =)L XR TF IR LD bENT-AME
(CDRS-RAARA AT D=2 T A b § WK THFE TOZEETHE) DRENDINE I %
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D 2 L Th otz BN S ORBEAF 193 612 7T AR Tt e 7 oL XRICEESIC

T AHT 7o, RRBRO EEFERD DI, DR OFH RO WHRIEREE B O 5 SRR OB

WTC, ErZ L XR ET T ERTEIRINED -T2, KRABRIZBWT, E2 7 /L XR 2

SN BE CIRAREIMEE, wEEM, mE R RO ERRED b
T o7} S,

INRFAE (10~17 1%) LN EORIZIX, 7 =F 7 2 OIEMBNREIZENGRD H v,
(KB CTHIIER, RALHE LT, Z7ZF T LD AUC K Con (T/NE R OFDETIZENER
%K 39%A LTz, Eio, KETHIER, HEREYWTHDL /vy =F 7 v oEyEiEIc
INR S FH D LR TEPRD Lo T qiiﬁiiﬂq [12.3[) ZH,

e KHE

13~17 ik O F PV HFEBEHE OMERKIVEDIRIFICK T 58 r 7 =L XR OFGMELOZeMEE, &
nﬁ:w@éﬁﬁzigﬁfﬁtﬁﬁ%ﬁ%1%&Ki@%ﬁﬁ%ﬂfwéq%%-@% |
), 7). R RG] [141) 2.

13 AR O /NROFA RFPERZ 1B a7 =L XR OREME R OE MM S v Tn
720N,

18 FARTM D B TlX, MALTEDHEFRHRIEICB T 50 7 =)L XR OREM K OE T
SEEFTV R,

AT 4 B2 95

10~17 D/ K O DFEBE BT 2 BARMERSR OIRRICB T 521 7 =)L XR OF &
VZ4MT, Erzxio3 Bl "EERY T ERMRAR 1 RBRICIVEST LA TND

10 BEAE O /N O BRI B 1231 D 1 7 )L XR O O BRI ST
AN

18 BEAIE D B CIE, PUBIERSE OMERRIEICI T 51 1 7 =)L XR 0% % O 2T
NMENTHARN,

85 @wmE~DES

a7 2L XR OEERRBRICSIN L2 B 68 Bl 65 bl ETh o7, &KL LT, FHEMA
LI LT, mEICB TS tr 7 L XR OAFMEICEITRINRhoTz, LinL, @I
BWT, EWEhesm s V7 I 0 A 2R T &, B 7oL XRISKH 5 355200 R % #58
L, MIFAEMAR RIS 25| & 2 4 m8EME 0 H 2 BIRNAFET 250021, Bth
MEORE, ERLHENE, £72, YHRGEHMTOEERVWBIZLZET L2 L, mimds
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TlE, FEEEFELHBL T oF T ECONEHINSEZ VT T2 AN 30~50%K F L7z [HiEE)

FeOFENEEE (12.3) 28,

8.6 BHEEIEE
EXHERERE D b A BRF I T 5 1 7 =/ XR OGRS FREBIIIE STV 5 [BEeh3e

IHI%%L

8.7 HFH#Ee[EE

7 2FT IR LV IRFICRE S D72, IHEREREE O & 5 B T PIRE, b
ATHZ LR TR END, ZORMICITEME Gomg/H) ORAT 52 LHfRRsh, &5

% 50mg/ATOMELTH L K| (12.3) 28,

9 EYERARUVEMKE

9.1 RHEYE
o s o)L XRITHHIWE Tlidiu,

92 &EA

w7V XRIT, BT FatfE UTEM, W SIS ARAF O RTREMEIC DV TR
HICIRET S TR BRAREER TR RITE 2 R T BIAIdoR S e o 12, BRRART
DRI RIA 2 b D TIXR Do T2T2d, RO ZOREERAZRIL L LT, CNS EHEED ik
®ICEORERM, 558, AHSND 002 THTLOIFIARAETH L, L~ T, FEWELH
DEEEDOAECOWTEEZEERCHE L, YT 28F IOV TE, tr 27/l XR O
XIFEH OB (MR, FEEN, EMERRITERE) B0 nBlRE +211795 2 &,

10 BERE
10.1 £ ~FTOREER

AR TIE, & 30g £ TOZ o F 7 OAaMMBERG_HEOEENRESN TV, @
BREGLZBEORED, BWERAZREIL L o720, MESNEZER0 L2 EmE L,
PRakBR 1 3UBRICE VT, BAITOZ = F T E L 13.6 g DIBEHREZIEEARESALTWDS, £
& LT, s S K OSERIE, AFIOBEM OB AER OMICER T2 b0 (F72
Db, IRKMLOES, SR MEINME) Thot-, HEELMEREBEEHFTH I &EMNER I TWH
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5%%?@,@%&5@%@K;592&ﬁ%k¢6ﬁ%@ﬁ%5q%¢&@ﬁﬁi®&%

£, 9,600 mg DIBESE GAHEE SN 1 FITIE, EH Y 7 AMIEROE | EL7
Ty 7 R B, FIRE OM R TIE, MRS G D QT MR OJEFI e S, B
HITOE B2 TAOBEEGICE VI UTSEICE > Ef b B E SN TVER, Z<ERT
b5,

102 BERSDOEE

BIEREL G N U alE, [uEZ MR L ONERF L, U emBR RS M O MR ERMIET 5 2
Lo B (BENERAHOSES, HE%) KONEERE TRIOFREG2EBET52 L, i
B G T D RO & HERR, IRERIE TSRO A b =—KMZ LY, FILEIE
Mo TRAHENE Z DV A7 WAL D BENNH D, LDIERDOE=4 1 7 % E GIZBIGT
LTl ZHUTIE, BV ) DRNERERET 5700 ORI LENE=2 ) 2G5 T
& REARIGHE A L2584, to s oL XR PAMERER G SNZRETE, YT
K, a4 7 I REORF = B3 ENe7% QT EREM 2 7 63 8im LofaRnd 5, [F
FRIZ, bretylium @ o 7 KLU EWHERN 2 =2 F 7O o 7 R L7 U ERHER ISR
TER L, MEOHAIRMEICED Z ERAEMICTRISN S,

s oL XRAZKT D8RR RERNT /2, Lo C, w2 Scrpiik 2B+ 25 2
Lo BHOERN R ReMEE2 BB 52 &, RINE R OEBREBLE, FRRPERIR, 23R
BIERE (237U KON UE, 72F 7 E OB RO o MEHER OFFEE T Tik p g
TERIC K VIRMEZ B S LB TNRH L5720, HALRWI L) Lot i@z L vk
W D&, HEOHRNKIEROGAIX, i) AFE3EL RTS8, BEPEET L E
THEREFHERROE=2Y L V2 ikET 52 &,

11 R
R/ TV XR (JZFTEUTEE) 1, OV FTRECRILEMICET HIEER
PUBHIREECTH 5, {LF4 13 2-[2-(4-dibenzo [b,f] [1,4] thiazepin-11-yl-1-piperazinyl)ethoxy]-ethanol
fumarate (2:1) (salt) T 5, AFNL 7~ VERE ORI TH D, HEKOEEAIE &IXT T, 7w
Pt C7p EBEE IS (mg) & L THRTT D, 1B RUT CoHsoNeO4S22CaH404, 77T 01T 883.11
(7~ lg) Thd, MEXE U FITRT,
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OH
e .

/.HN"
- Vo~
N — 0 o
_@ﬂsb .
JFT YT NI A~ EHAGOEBER R TH Y, KTETFIZ W,
tr s o)L XRIZER S0mg (Bk), 150 mg (FAf2), 200mg (#{), 300mg (RHEM) &
400 mg (Ffa) ORROHAE LTI S, WIhosER b 7B BED 7 4 v ha—TF ¢
VIEETH D,
w7 o)L XR OB, FHEAKRMY, #dtlrae—X, 72U FI UL, BT E R
B—ARRRATT VB~ TR T LA THDH, WITDErZ )V XREDT 4 )V ha—T (v
7, eFuAin—2, RUZF L7 a—400 ROBILTFZ o 2E6HT5, SHI2, &8
BORKOT7 4V ha—T 0 70, EHEE SR (50, 200 &N 300 mg §E) M OVURER{LEL (50 mg
) 2 af7T 5,
50mg SEIX 1 BEFIC Y/ = F TV 7~ Lt S8 mg (/7 =F 7L LTS50mg) #&HT
%o 150 mg $EIT 1 $EHFIC 7 =F T 7= U 173 mg (7 =F 7 &L T150mg) 28H
T 5, 200mg FEIX 1 SEFIC7 ZF T T~ 230mg (/= F T E L L LT200mg) &
35, 300mg $E1X 1 $EFICZ = F T B 7~ Vg 345mg (/7 =F 7L LT300mg) %
GHT D, 400mg FEIT 1 EPIC Yy = F 7 v 7= Lt 461 mg (7 =F 7 & LT 400 mg)
B AT D,

12 EMMEE
121 ERERF

WA REAE, AURMEE S K OVK 9 DptElES (MDD) O1aiRICH T 5 r 7 =L XR OEH
BFIEAHATH D, L, MAKIEICBITS2HDME, I 28 (D) R EEKOER
F=22A % (5HT2n) ZEMWICKT D2HEFTUERZ RO LICk 2B 2 6D, IGETEGH
MTHDHIZTFTELDNPT VXK (V7 =TT EY) 1L, Dy FIRICH L TRE L
K (7xFT7Ey) ERBEDOEMEZTRTA, SHTw ZABRITH L CIEREbIRZ EE 5 iEM %
RT, BHRME S DL MDD IZE1 5 7 =F T ECOFMEE, S =R T YR T A
R—H =T D /NI ZFT B OEOCBFE R O8N 22 BAEERIC LY & A RREITH T
HEBEZHND,
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JXFTERP NI 2F T ECBPRTEOMOIER DN g, R kUtn b=

VUIANOZ RIS U CRIRRELL o CRPER A2 T2 L2k D
5o T7oh, B AZ I H ZEIKIC

MATEDLERDI
AT HREFUERIC Z VEIR, 7 FLT U 2 wb ZARIC

KT DAEGUENC L 0 ESHARME, A AH Y & My BRI 285ERIC L vt ) AE

ARHHTE L EEZOND,

122 ERHZF

JF TN NI =TT

ix, < OMRIBEMEZRER (KX D KD, &

T k=2 SHTia X OVN5HT2s, EAZ I H, AABI LM, 7T RLFU 2 b KN B5 A
E) B AR, JTF T E NI F T EOMESRE, JFTEUNRLANLY
UM EZRIRICH L TIEE A CEMME A RIS R N—T7, 7 F T N m WA T A

Thb, VZRFTEVERN IV ZFTENL, XTSRRI

IXFLTUE & A E B

PEETRE 720N,

% 24 HIFTFEVRV/ILVIIFTEDDERBZERADENME (K, nM)
ZERK J9IFTEY JIWVIOITFTFTEY
K3 > Dy 428 99.8
K22 D,y 626 489
tr h=2 5HTs 1,040 191
T r b= 5HT:a 38 2.9
JINVEERT VN T AR —H— > 10,000 34.8
E AKX IV H 441 1.15
7 RLF U ab 14.6 46.4
7T RLFY v 617 1,290
AR v My 1,086 38.3
RS PTEE > 10,000 > 10,000

QT TP (263 2

IRRBRCIE, 7 =F 7 UL 2R QT MRER IR O b o7, LarL, QT

F'ﬂ[ﬁrﬂ IX 2 0%, Through QT AR TRALHNZFHG S AL TW U,

iR & O RS Tl

y =TT ElER G S (BRG] [101) 2], e 0k R AL
ST QT MER 231 2 23 2 LA B TS SAOMTBFET, QT MIFER D)

WS ST,
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12.3 EYEHRE
[BPN

800mg T T 1 HE (REKRE) O/xF T aRERGLZEE, J2FTE KON
NI ZFT Y (V2 F T OFERIEENREN) OmSERIREL, 1 B &I Lz, ]E
B GRHITEENAE LD & TREND, EFRBIZBIT L /LI ZF T D Cre LTV AUC D
EEIEIX, 7 =F 7 EDENENL 21~27% K N 46~56% T b, 7 =F T & ORI ITIF
KRB L VLT S, BERHBERFOZ 2 F7 L 28H5 Lz L & OB OEYEIL, ~
TFTECR TR, ST = FT R 12 R TTH o7z, SEREE, BH-BAAE 2
HUNIZERIREEIZET S L TRSD, Er 7 =V XR A, T 7 1A P4S0 43 FFEIC K D 1R
A S A 2 HEHN DA A PLE T 2 ATRE PR IRV,

NN Q0N R

INRROEE (10~175) TlE, EHREBICBIT 2 REEOEYBIREIL, A & ERET
botz, LoL, /NNEROFETIE, REMAED AUC KO Coax O B L OYREIZ X 5 M IEMHE
3, RN & BB L CENEI 41% K% O 39%(K 0> 7o, IEHEH /2 v 7 = F 7 v D AUC LY
Crax (%, /NEKOFETHA L HE L TEREN 45% KD 31 %Em o T, K/ v/ =F 78
> DIEWYBRED IR RIS X D HIEMIIE, INEROFHEL A O CRRECh-7-
|7‘£§%«mﬁ5| ],

WL

J ZFT VLT VERE O i m i R B ERE R 5N 6 R Th D, Er s =L XR
O1R1EHEGEZ 1 BERE LWEr 7L | H 2 EOSERRE LI L L&, EEIREIC
BILIAAFT AT T A ZFARBRETHL, mEE (8 800~1,000 7 = U —) EIIZ X
D, &rZ =/ XR 50 mg HE K T 300 mg FED Comax XN AUC 23, HRHFHICHE R ESFA2R LT
(EF=R . 2N 44~52% K% TV 20~22%), ZAUZxiL, & ((300 hal—) [$7 =F7
B2 D Coax XN AUC ICH BB Z KT S 2o T, Br 7 o)L XR (TZEMERF TR E % IR

T 5008 E L S,

Gagifl

T T EANIEHIZIRGII AL, AT ONHEFEIL 104 Lkg Th D, IRFREICST
L IMBER A ARILB%U TH D, Inmviro R TIE, 7 =F 7L, b MJFET VT I Tk
THUNT 7V RO TBRADOREGICEE RIS o Tz, Fiz, VAVT77 U ROYT
BRAE T T T ORI EE KT S o T,
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R & Ot

BC-/ = F 7 vzl b Lcl &, REMAKE L THRt SN2 DI3REED 1%
THY, 7ZFTEURHERCNICNBHEND Z LAVRENTZ, RPROFEPPER IR EEDOZ
NENK B% LD 20% Th Tz, 7T T B &0 TERIEHEAEH DR PR &IC 50 5
T, P 5%RHETH D,

7 2 FT IR TR S D, FERBIRREIL, AR E T MBSO S, %
EREBIOEKTH Y, WHY & I FANEEZ A IV, b MFI 7 ey —LZ Wiz in
vitro R TIX, FILFPHNEMZ A SR WEERHY (AR F 2 MG R OTEEREY 2 v
JFTEA~DYT =FT L OMREIZIE CYP3A4 595 Z LR &z,

i
B (65 RELLE, 9f) TIE, VZTFTELOKROZ VT T ANEERE (124]) &

ol LT 40% 1K o 72728, BRSNS ERBENH D [FHEROH&E B,

PRI
7 2 FT 8 OHYEREIIVEN D RBIT A DR,

N
7 F T DOIEYEREIC A DB I B,

2 ol
B 7 2 F T ORRA 7 VT T AT L RIT I 720,

Rl E
BEEOBEEEEDH 5 BEE (CLle=10~30 mL/min/1.73m2, 8 ) IZBITH7 =F 7D
SR 7 VT T AL, B RERE (CLe > 80 mL/min/1.73m?, 8 f3l]) & bk L T 25%(%

Mo TN, BHSHEREE D b A RS ICBIT 5 7 =F 7 © L O MR, R 25 F &
ARE L XOREGHNThH-7-, LER-T, 2ALOBRETHENGSIIAETHS
[BI7 SR~ DR 5 %],

i e e =

NHEREREED H 5 EE B F) BTS2 7 2 F T OERAO 2 )T 7 ATIEF ks
& LT 30%IK o 72, IFRERERE R D & 5 B3 8 Bl 2 1 TlX, AUC KON Crax DM HEHERE
DM IE LV 3 fFEnoTe, 7T 7 B IR TR SN 5720, FEREREOH
5 BEEFECIXMERRENEEIC/R L E TRIND Z L0, AEFHNULECZZR 2561

5 & AR 0B [57) 1),
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RIS L7z in vivo RBROFE R %, lgﬁ"(‘]ﬁ—

5 [ELOHE] (25 m & ZMH],

® 25 DIFTFTEDDPKIZHT BithFIDFE
GidzES BERTTa1—) VIFTECDEYEREICHT HEE
CitiES JIFFEY
Trx= kA 100mg 1 H3[E |250mgl H3[E | RAZ VT T 2D 545 5
TEHIRRENZ 31T D S48 di v i 5T v e
. D 17% k5,
Divalproex 500mg1 H2F |150mg1 H 2 [A] T QTR 2 U T 5 2~
AL,
Thioridazine 200mg1 A 2[E |300mgl H2[E | &K&AZ VT T 2D 65%HN
SAFUL e M3 Somg1 A3 | RN Z YT T2 20 20%IE F
H
g hafy—n (R . _
i 200mg 1 H 1A - BAZ VT T A0 Y%K TIZ L 57
7 o
gﬁCH&MM% % 4 A 25 mg A TFTE LD AUC O 6.2 fFHIN
Fluoxetine 60mg 1 H 1[a] 300mg 1 H2[E | EFIREBIZEIT S PKICE R L
A1ITTI 75mg 1 H 2 [A] 300mg 1 H2[E | EEIREBIZEHIT S PKICE A L
maRY R—1 75mgl H2[E |300mg!l H 2[E | EFIREBICEHIT H PKIZEAR L
JARY R 3mgl H 2[A 300mg 1 H2[A | EHEIKEICKIT S PRICELA L

Invitro BFFRIFET — 20D, 72 F T EZORBEHD 5B 9 FFEHIZ, CYPIA2,
CYP2C9, CYP2C19, CYP2D6 KX CYP3A4 %2417 % in vivo fR#HIZx L TiE & A EIREEH AR
ShnwkEZoNhb, J72FTEALTS0mg HORHET, 7oFEIV Ly, VFyLakRrTE
XD BLEIRF O 1 5 A BN RE I T B % X S 2o 72, [%& 26P q%%ml—ﬂ”ﬁﬁﬂ ZH1],

£26 UJIFTEUHHFIDPKICRIEZTHE
igaES BERroa—L thFIDEMBEICT T HEE
CidiiE S JIFFTEY
N v ZF BRI DR 1 53 2 %
S LA 2 mg Hi[s] 250mg 1 A 3 ;%t’ PRENZ VT 7 AP 20%
. WERERL S V7 a B O EFIREIZER T 5
Divalproex 500mg1 H 2\ | 150mg1 H 2 [H] Con Jo TR AUC O 10~ 12%4% F
: Hix K 2,400 mg/ A U F U LOEFRIEICI T 5 EYE) ik
VTUA 1 H 2 250mg 1 H 3B | -
- ToFEIV DI )T T UAELEEDNR
VFEY _
TryFey 1 g B[\ 250mg 1 H 3 [\ B4 O LR U2 B 7 L
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13 JEERARE MR
13.1 AARY, ZTERM, ZHBREDOET
D3 AT

C57BL ¥ 7 A KN Wistar 7 v M & W THAARMREBRZ Ef L7z, 7 =F7 v ok5-HiH
L2/ E L, v 7 RIT1EL 20 mg/kg, 75 mg/kg, 250 mgkg &N 750 mg/kg & iREE& G- L, T v
MZIX 25 mg/kg, 75 mglkg & 250 mg/kg A ml#k &G Lz, ZhbDOM&EIT, KREHE
(mg/m?) TR AHESEARHE (MRHD) OZH i 0.1, 0.5, 1.5, 450% (w7 RA) kW
03, 1, 3% (T b) ITHYT D, i~ A TIHAEEFE (mg/m?) #5H TMRHD O 1.5 %M
WASHEICHEYS T o HE, T v M CiARmME (mg/m?) 5 T MRHD @ 3 FICHESY T 5 HE
T, AURBRIESH I IRIE O S EAIC A B R ENARD b, T > h TG LI 2R
(kF A [mg/m?] #%5 CMRHD @ 0.3, 1, 3f5ICfY) C, FLERBRE ORI H B
DFRD b,

FEBR S e R B R D S RN, 1 F » TR L DA v L OREKR Y VT T AN
L2, FRBRTEAVE S (TSH) BAHURIRZ BRI L2 Sick b B2 b
%o 7 v MO~ U 2OMEEEERERIE ONC T v Fo 1 FEREERR T, 2ol LT
5 TSHIE, YA X U MEROY A X oD VT T ADERRD bR, LirL, =
o ORBROERITIAME/e b O TIERD o To, BT 6T, BRI i i E O3y
MAe RTOU R ZEWT 56 ONENIASHTH D,

PURRMEEIL, TolBE Ty r 7 7 FUREZEENICEFIEL 2 EMARINTND, 14
MEERBR CmERREZNE L2 2 A, 72F T REICEY, HEROMET v holFEd
70T FAREORIMER R TENEN 32 5N 13 5 EH LTz, (T o It oHURE IR
WEARHEG Lo x, ARHEMOENPNERINTEBY, Yu7 27 F o REETHEE26
b, 7077 FUoRE5T 2R ORBLENT v hCZOL I EATHI LN, B T
DY AT ZERTDHONENIFRATHD [[%%&W%ﬁﬁi@ﬁz%j [5.15p ],

28 B

JTF T OEREIFENEE, ME A T in vitro B T- 22 EER (Ames iER) K OWHFL
M (F v A =—ZA DA Z—=IREGMIE) 2 T in vitro AR T- 2R SRR IC TR L
Teo 7 F 7 OYBRTREFIMIL, B MU 2 oSBKE AW in vitro Yt R FEH 7 ER K&
U7 v b in vivo B HE/ZRER TG L7, B BE/IMZEERTIX, 500 mg/kg (AR [mg/m?]
R CROMESEER R M & [MRHD] @ 6 f5I2402Y) £ TOMELZMRE Lz, FHAARILO EEE
IZHAE, 72T T LI N D ORBRTERFME L ORBREFEF R Z RS Lo T,
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ZHEEEDIR T

1M Sprague-Dawley 7 v hClX, 7 =F 7 B> 50 mg/kg &N 150 mg/kg (AR HEFE [mg/m?]

B TR ORHERER R & (MRHD) [800 mg/H] OFNZI 15RO 3 (FICHY) o085 IC
£V, REEROZHREMET Lic, AANCBE L8 L LT, RRMLE TOHRMPIERE

L, NS ERAZRBEEAEEM L=, MRHD O 3 (&4 %5 L-RETlE, 2 HEIREE S
INLORENG EEERD LN, BT v F TORBRLOZHEROKTICET 2 EEAET
25 mg/kg ((AFKHEFE [mg/m?] #% TMRHD O 03 &) Tho7-, MM Sprague-Dawley 7 » b
TIE, AEHEE (ngm?) #5 TMRHD (800mg/H) O 1 FRAROKLE LZ L&, KR
R OZIRREIC KT DA H R ENRD b Ll, AFNCEE L L LT, RRRIOZMERN
KFL, REMNE TOMBMNERE L7, 10 X050 mgkg (KFiHME [mg/m?] #5 CT MRHD
[800 mg/H ] OZFNEHAI 0.1 5N FITHYE) T, RHAIZRIIE B OHMNGED b7,
M7 > FhCTOMEAEIX, 1 mgkg (REHFE [mg/m?] #% T MRHD [800 mg/H] @ 0.01 {%

®m) Thol,

13.2 BYToEEHAER, FHEHR

4 AL LD Z » MR O 2 RO~ U AR AREERBRICB T, 72T 7 BRI
0, FARIREERE O REARRENARD vz, HEIE, 7 v FT10~250 mgkg, ~
7 AT 75~750 mglkg ToH YV, ARREM (mg/m?) HRE CTHRAHEREEIKHE (MRHD) (800 mg/
H) OZNLN01~3 FRTN0.1~45FIHY L, 7 v P TORARRIEIIA LR L
oo BRIFIFRETE o720, FURBRER EHIRN T = F 7 B & OSFR MR STz,
ZOFTRPHEREICKIETE, £72, E FTOU R EZEWT D LONGENNIRHTSH D,

AXTH, Z72FT7ED6 XX 12 W AMOEEIZLY, 100 mgkg # ((AEHEME [mg/m?]
#5 T MRHD [800 mg/H] @ 4 f5ITHHY) TAKRMKEE ME) ORESHAETRT 2 IR
FPED =R AN A L, RFTRIE 1 0 ABOBSTIERAE Lehrot, TR, 7=F
TEAZLD AV AT r— VAGKRAEFEICERT L LE2O6ND, A X KOV L0 AE R HBR
T, Z7xF 7K A AREENRMET 2 L 2T 0 — LEEOIKTFRRD S, f#x
DA XTIE, miEha L 27 v —/VRE L ANEOFEORICHBIZIAbNR>To, ZhbD
R CIE, MAEHFIZAS-a L RAZ ) — 3RS, 2 VAT a— VAGROBEIAHE S
el 8T D, MiA X ZTFTEUEERE LIERRRRTY, KaERE (U8 oav
AT 0 — VBT 25% DD MTRO b, £ OMOEYRE TIE, AFNZBE L7z ANREITEERD &
T, LavL, o 1ERBRBR T, 225 mgke (REHFE [mg/m?] #% T MRHD
[800 mg/H ] @ 5.5 f%5:) HEDME 7 B 2 B T/KEAARTER FEIZHRR OFT 2GRS B iz,
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14 ERFRRE
14.1 #HEKRAGE
EHmERAESR — A

Lo RFAE DI IZ 81T 5 m 7 =)L XR DAL, HERFED DSM-IV 4254 LTz
WA IFRE D ABLEF KOS REE (573 61) Zxtge e L=l 6 M EE &7 7 & A%
1R RSN, Er = XR (1 H1E) 21 HEIC300mg 5L, &#58E%2 A F
TIZ 400 mg X1F 600 mg (ZH &3 57y, XX 3 HHF TIZ 800 mg (ZHIE L7z, LEAHIEH
1%, BEKTR (42 BHH) OB - BRMHEERFEAIRE (PANSS) 82 a7 DRX—ZX 51 vk
DELETH -7, EuZ /L XR D 1 H 1[H]400mg, 600 mg K& N800 mg $&5-1%, 42 HE®
PANSS 82 a7 N7 T kAR LD bER TV r R 1),

EHMERRERR - FLE (13~17 %)

FHAE (13~17 %) OFERFEDIREIZBIT 58w 7 =L XR OAMEIL, 6 HE —EER
7T A R 1 RBRIC K0 BT b, FEAKTIED DSM-IV 2 W B E TR Y LI B
Z, LLFD 3 DOBREHEOWNTNUNZEEZICHID 72 Er 720 400mg/H (73 61), &
07 )L 800mg/H (74 %) XUX7 7R (7561, 1RERIEIT S0mg/H CRAtEL, 2 HEIC
100 mg/BIZH&E L7 (GEIL, 1 B 2R3 EIHEE), 0%, &5 8% HIEHED 400 mg/H
X% 800 mg/H £ T 100 mg/HF D& L7 (HFIL, 1 H2EE3EEE), FEALMEFN
HBX, B - BEMEERGHE R (PANSS) MMA T DONR—RA T A inh DO EETH -
77o BB 27 /L 400 mg/H } 800 mg/H %, PANSS A7 DK TFIZBW T T7RLY HE

nTn= ‘it%ﬁ 2),
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®27  EHMEKRAESER

RERES "5 FEEMMETMIERE : PANSS X7
R—RSA U | R=XFA4h | TSEREMD
DFEHYRT 5D LS EFHE | ZELFILV=E=
(SD) L& (SE) DE? (95%
()

AR 1 FD?I”XRM%mgm 95.8 (13.9) 24825 —@535
Bz aLXR(600mg/H) 96.8 (14.1) -30.9(2.5)  |-12.1(~17.6, 6.7)
Er7aLXR (800 mg/H) 97.3 (14.7) 313(25)  |-12.5(-17.9, ~7.1)
€rs T (400mg/H) 3 96.5 (16.0) 26.6(24) | -7.8(~13.1,~2.4)
75 R 96.2 (13.3) ~18.8 (2.5) -

B 2 ¥r szl (400mg/H) ! 96.2 (17.7) 273(26) | -82(-16.1,-03)

() trs >z (800mg/H) ! 96.9 (15.3) —28.4 (1.8) -9.3(-16.2,-2.4)
75K 96.2 (17.7) ~19.2 (3.0)

SD : fRYE(RZE ; SE @ ARYERE ; LS VY « e/ 3R 5 CL: RHE O E X
1. 778RLY bREFANICERICENL TV & E&,

2. R=RTA nbDR/N B REDRE (FEE - TTER),

3. SHTREEE HEY CRIBRICHE A AN T,

e RARER

FHEER 1 3B GRBR3) IZRB W T, #AKRIED DSM-IV IEHEIZHEYE L, Er 7 =/ XR O
[ H & (400 ~800 mg/H) o 16 HFFE G 512 L 0 L IRIEDHERF S TWZERIRINIZ %
ELTWAHRAISEERESE (1716 %7 78R X3 HEOER 7 =/l XR (400 mg/H ~
800 mg/H) Dflkfet G-I EAERAIZHI 0 117, “HERMK MEF) BSHPCEZY 5 5H%
OHEWEABLZE LT, FERBESHPICENT, BE LICHAREOER 7 2L XR G INTEH
D, ARIEERBEGHIOBIAR D B TREE T CGI-S 284 LLF, PANSS A7 728 60 LLF T 5k
He (FE7-, PANSS A a7 10 A > FELEOBIMA RV IREE) Z2ERie s B Lz, &
BREG TV T, PANSS A a7 @ 30%LL LD, XiX CGlk#EA =T 6 LLE, Xi
WA RTVEDEAIZ L D ARE, XTI OFUEHRIEDO LD NTh B EERZ LT, &R
7 )L XR #EHRETIE, 77 B RELGRECH L THRE £ COMBARAANICABEICEN- -

< 1),
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1 MEKFEBHR T TOHIMB O Kaplan-Meier Bh#g (GRE% 3)
- - QTP XR

70 oo
|
_________

0 Jr—'
40

|

i

a0 (o
wd

=
4o
o
S
i
#
W 2
=
0
)
-
R
i

HWiR (H)
PLA : 77%®K ; QTP : 7 =F T B ; XR : fRIisE
AR T IS <,

142 FBEES
WM T RIS E, R Y — FUTRA = e Y — R

A

BR T Y — FORMHNERICH T 28w 7 /L XR OFMEIE, FHIRMEORHE O A % [
DRVERT Y — FUTIRAGMET B Y — R&ff 9 B 1 UEE O DSM-IV EHEICiZ Y LB
(316 i) ZxfG & Uiz 3 W7 7 A REER 1 585k ‘it%ﬁ 1) THeSLES Tz, BEAER
FILREO BFE O AL 4 BREILL ECTh o7z, Br 7 2L XRICEEZIZE D M1 7 B2
1 HHIZ300mg #4451, 2 HHIZ600mg &4 5 L1z, TALLARRIE, #55% 400~800 mg/H
DOFEFH T ATRE & L7z,

2 OFER TR 2 RS 2 OIS U7z FERE TET, BUREROREE 0 (BF
PEDKFHEZR L) ~60 (kKA =7) O THALT 2 DIZERAWVW S, 11 HE OEAGHb
WL DR ETH D, Yo ZEIRFHMIRE (YMRS) Thotz, Er 7=V XRIE, 3HEHED
YMRS #8227 DK TFIZB W T T 7R LD HLERL TV,

AMEHEYE T Y — ROBEICBIT A n 7 2 L OENEE, BEETE Y — Ra k5 M1 5
FEE DO DSM-IV JEYEICREY LB 2R L L7 7 R sEERER 3 BB ch v ESn-, i
5 OMBRTIE, FHRMEORMOAELZ Wb T EE L MHAAN, SRR K NEGETE Y —
REATHREEERN L, ZNH0RBO 5 6, 2 RBRITHEARERBR (12 8H), 138X
U F 7 53X divalproex & OOFFEERE G #HE) Thotz, T OO EE 7L E H
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1%, HAPREICOW T3 EB L 12A, SHRIEICOWT3HE O YMRS 227 DR_R— A

TAUPLDOELETH T, JEFHRIELIE, Bu s % U F v AN divalproex & [RIFREIZBA

T2 EXUFENOITHNTHRET DL EERT D,
INHORBROFERIILLTO LB TH D,

B A

tu s Va7 TR E R U 12 HFEEER 2 35 (300 #1, 299 ) lZBWTC, Ers =L
%, 3EBELC 12 EEHD YMRS AT DR FIZEBN T 7RI bERL TV, ZbD
R CcEr s AV ERA L T EBEOKRZHIL, 400~800 mg/H O#FIPH CHL- %2517 T
" AR 2 R OGER 3),

ﬁ?ﬁﬁﬁ/z’f

W77 & ARG 1 3B BT, BURMERYREE 170 51 (YMRS20 LA E) % U F o 4
X divalproex & OPfFHREE L TEv 7 2V X7 78R 2B GT HRECIEIESIZE D 1)
Too BAEZEIZAESNL D, BEITHARER 2 —AD U F 7 A divalproex DFEH- %252 1F T
7=AREME L S, ZT TR L H D, Er s vk, U F U AT divalproex D
HAR GBI L7256, YMRSHRA a7 DR TIZENTT 7RI bERL TV, ARBRT
tu s T ERA LT BREDO RS, 400~800 mg/H OFIFH T 54211 T
DRER 4)

INRBRUOFLE (10~17 &%)

INRROVEDAE (10~17 %) QRN TREFI LS Byl — vy — FORMEERIC K T 5t r
7 )L XR DA, 3LW*E§@7??TE%%%ﬁﬁHﬁ%1ﬁ%ﬂ%%ﬁbto*ﬁ
TE Y — KD DSM-IV 2 BEHEIZEE Y LT BE AL T O 3 SO GHEO W TN IEELICH Y
fFF7=:Fue 7 400mg/H (95 1), Tu 7=/ 600mg/H (98 ) XiZ7Z7&HR (91 4),
TRBRIEIX S0 mg/H CRAAAL, 2 HHEIZ 100 mg/HIZg&E L2 (OFIL, 1 B 2EBSUL3 EES),
D%, HBEELY REMAED 400 mg/H X1 600 mg/H £ T 100mg/H T OHELZ (DEIL, |1
H 2 BIX0E 3 B E) . FEADMFMEE L, YMRSHA T ON—2T A /75%(7)?1’9/2{1!:
BETHo7-, Er s/ T/ 400 mg/H LT 600mg/HiX, YMRS #2227 OIK FIZBWTT 78R

v sERTVE ‘it%ﬁ 5),
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% 28 R ER
RERES BE5E# FEEMEFMEIER : YMRS X227
R—RASA UV | R=XSA4Uh | TITEHREID
DFEHROT 5D LS EHE | ELFINVEE
(SD) * L& (SE) DE? (95%
()
R 1 o/ /L XR (400~ 3 ey
S00 g B) 28.8 (5.4) 14.3 (0.9) 3.8 (=5.7,-2.0)
75 28.4 (5.1) ~10.5 (0.9) -
PR 2 w7 Tk (200800 mg/H) 34.0 (6.1) ~123(13) | -4.0(-7.0,-1.0)
ANEAY R 13 323 (6.0) S157(13) | —7.4(-10.4, —4.4)
75k 33.1(6.6) 83 (1.3) .
R 3 w7k (200800 mg/H) 327 (6.5) ~146(15) | ~7.9(-10.9,-5.0)
I ANE 333 (7.1) ~152(1.6) | —8.5(-11.5,-5.5)
TSR + K 34.0 (6.9) 6.7 (1.6) -
AR 4 twu s>z (200~800 mg/H)
1.5 (5. ~13.8 (1. 3.8 (~7.1, 0.
e e 315 (5.8) 3.8 (1.6) 3.8 (-7.1,-0.6)
TR + [ LEK 31.1(5.5) -10 (1.5) -
A 5 r /Tl (400mg/H) | 29.4 (5.9) “143(0.96) | —52(-8.1,-2.3)
CRNERTY | Er s T (600 mg/H) ! 29.6 (6.4) ~15.6(0.97) | ~6.6(-9.5,-3.7)
H ) 77 R 30.7 (5.9) -9.0 (1.1) --

ROEER . U F 7 AT divalproex ; SD : HZEYE(RZE ; SE : FEUERSE | LS ¥« f/h IR ; CL: RO E

FHIX ]

1. 77ERLY LHFAIICHEICENL T D G5,

2. R=ATA UinbOR/N_FOEHEEDZE (FEH - T FER),

3. FERMRIELE LTHBRTHEELE,

4. RANT —F DR—=AF7 A VEOEH A 2T L, FEBHTOMNGIZEDLBFITES, MNEOR—RF 1
RpDSEBI A a7 1%, ITT AT GRS & D 7= RIS <,

BABNEREE,

DN

IOR[EE Y — R

R FESE D DSM-IV FEHEIZ54 Y U 7= HBE O PUBRMEREICE 5 9 D= B Y — RO 2GR

BT Ao 7 L XR OAME,

Bil, HREF) THILSH -, ARBRTIT,
BAEMAHANTZ, R 7 )b XRAICEIERISHN) M2 EHICE, 1 ARICS0mg, 2 ARIC
100mg, 3 HHIZ200mg, 4 H HLIKEI 300 mg 285 L7,
5 SEE AT % O U R ESE R, 22 7RI 0 (5 SO L) ~60
(RRA=T) O 10 HHOEMFHMNC X 55 RE TH S, Montgomery-Asberg Depression
Rating Scale (MADRS) T -7z, TEIEEHIL, 8 H O MADRS 27 DR—RF A L)
OB ETH-T-, Eur /L XRIE, 8#HHD MADRS A7 DK FIZEBW T 7EARLY

HENL TV *ih%’ﬁ 6),

Astellas
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TN AR D A7 M 2 [ 40 72V B 1R ST T R R

WZRED 9 SR B Y — ROIEHRIC
THERT T AR 2 BB (1,045 1) CTHENL S, ZhHORERTIE
ERFEMAANT, B s TV ﬁﬁ%
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BIstarzzrofoMEE, R—7%A>08

0T TR ICIE, EEHED 300 mg XL 600mg 2 1 H 1[5 L=,
S OFERT D DRER Z RS 2 O U 72 EEFEMFIAIL MADRS Th o7, EEFHf

THHIX, WS 8
B cHBWTh, ek, 8|

= EDp

o7z, 300 mg B CTlL, Q-LES-Q (SF) =MW THIE L7=5E,

H?D MADRS A a7 D_X—AF5 A4 VINEDELETH-T-, WTFHOR
[ H D MADRS A2 7 DK FIZBW T 7RI HEALTH
B 7 L ORER 8), T OFRERTIX, 600 mg 512X DR OHK

EG RO RSY A WA

BB 70 ETE OB K OV Tl
REEIRIC BT AT 2 2B W, IR % LA A HEH A B UGEN R

Wb b7z,

% 29 PHBEEZICHFES S DOWMIEY—F
HEBRES B8 FTEEMHEFMEIER : MADRS 2 X7
R—RASA U | R=XS5M4Uh | TS5EREMD
DFHRT 5D LS EHE | ELFINVEE
(SD) L& (SE) DE?2 (95%
Cch

EV ) /T XR 300mg/H) ! 29.8 (5.2) ~17.4(1.2) ~5.5(-7.9,-3.2)
7T R 30.1 (5.5) ~11.9(1.2) -

EN ¥ trsxl (300mg/H) ! 30.3 (5.0) ~16.4(0.9) —6.1(-8.3,-3.9)
sz (600mg/H) ! 30.3 (5.3) ~16.7(0.9) 6.5 (8.7, —4.3)
7R 30.6 (5.3) ~10.3 (0.9) -

B 8 trsxl (300mg/H) ! 31.1(5.7) ~16.9 (1.0) -5.0 (-7.3,-2.7)
trsxL (600mg/H) ! 29.9 (5.6) ~16.0 (1.0) 4.1 (-6.4,-1.8)
7R 29.6 (5.4) ~11.9 (1.0) -

SD : BEE(FZ ; SE : BUERGE | LS EH : f/h "R ; Ol REOEHEKH

. 77RE0 LREFFMICHEEIENL TV DS &,

2. R—=RF A NHDR/N"

PR DZE (FEE - 7TER),

U F 7 50 divalproex & OUFFETE & L COMERREE

Wi 1 RS OHEFFRGEICB T 28 r 7 = v OG0T, AR 1 AES O DSM-IV EHE|Z5%Y
L7 (1,326 B) ZxtGe e Lo 7 7 A% IREER 2 3B Oz S vz GRBR 9 K OVRBR
10), 2B ORERTIL, FEHPIEORHMOFEA MDY, BEEOTE Y — K03, 92X
HREMET Y Y — R Tho T BEEZMAANT, BIEAEIFOSLME LT, BEFEIIFFERMIHTIC
a7l U F AN divalproex OFFHIC LD 12 BELL EZE L TWAMERH-T=, B
FITV 15 L E L Cnie, SRR, BFEILY F 7 L X divalproex O 5% flkfe
L, teszx/ (§5400~800mg/H) XIT7 7RO 1 H 2 B GIZEESIZE 1T, —

BRGSO 280 A HE TlIZtr 7 2 VRGO EE DK 50%03F1E L, 117 AH X TIZY
B RBEGRED 50%3F 1L Uiz, 26 OB EEFHME B I, PA%L$%(ﬁrit/w
R, BAMZE Y —RFXI)> >Rty —F) OFEE TOHMTH-o7=, [KoBEEES X
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KoY — NIT K DB U <UXABE, e 2 B ORHlRE RO YMRS 2 =7 20 LA EF L
<ILMADRS 2 27 20 P UKy BIEFRIC L 165 Ik & ER L,
WTHORBRICBWTY, tr 7o, [oBEEFROERE TCOHMDIERIZIBNTTZ
EAREID HEATHE (K2 KO 3), BRoE Y —RKE 5 D=ty — FWTROEHEET
DI DIER T IR Tz, Bu 7 2O FIE, FFEOHSER (FIV Y Toh
TER SR, MER, AR, A, EITOBMBRMET Y Y — R IREAZNH]) SI3mERTH -
7=

2 [N BEEEROBEHRE TOHAM®D Kaplan-Meier Hi#& (55% 9)

100

—== QTP+ LIVAL
T PLA+ LIWAL

g0
© ao
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4]:[ 70
o
N a0
# 5o
A‘\\J
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L 10 20 a0 40 a0 a0 TO 80 L1} 100
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3 SOBEEROBHEFE TOHIB O Kaplan-Meier Hi#R (515 10)

100

[—==arP+LvaL
| = PLA& LIWAL
80

f\g ao

4]:[ 70

.BTH

N a0 ,_,_r"—'l

N’l il

EH“% 60

A

% a0 ~

2 s ki

Ra ey E L ek u]

i DB,

Z}?i 20

I / gk

10 F o
4
o L T T T T T T T T T b2 |
L 18 L E L] 40 L1 ac re (1] L1 100
Wi A)

143 K5 DOWMESE, MmO 2ELDGHAEE

PLo oL OPFREIEL LT 7 /L XR @O MDD OIERICEBIT 289011, 6 #@E~7 o
Tt AR KRR E A SR 2 BBk (936 f5) TonS i, iEIC 1 AL EOHL S SENEA 5T
HoT-HBEIZH L, BrZ /L XR 150 mg/H XX 300 mg/ H % BEAFDOHL 5 WL L OGRS &
LTHERELEZ, WTFhoRERETH, tusoL XRIZ1 HE LD 2 HHIZIE 50 mg/H TH5
L, 3HBIZ150mg/HIZHE L, 5 A HDOREAT, 300 mg/H @& &R ClIk5 &% 300 mg/
HIZH&E LT, IRA+T5 L1E, RS icm/ME ETH S D34 6 A L7ziz b
PPLT, REFOTE Y — R THEIRDBEHE L TWDIREE [~ I b o) DIl R EE
(HAM-D) #A =7 20 LLE] LEFR LT, RERBALEFFO HAM-D #8 2 27 OSFHfHEIT 24 Th
v, BED17%D A7 28 L ETH o7z, BEITABBALANS, SSRI (NmXtEF L,
fluoxetine, /L hF7 VY, ZRALH 0T T AN T F 7T L), SNRI (T 2axEF 2 KO
Y77 7% ), TCA (I MY TF VYY) ROZEDOMOIEA] (bupropion) % EHH, ZEIF
USTINROY S S- RV (I QAY

2o ORERO FEFMIA H 1L, 6 38 H ¢ Montgomery-Asberg Depression Rating Scale
(MADRS) DO_—Z2F A U EDELETH 72, MoOP ) Sk OftfREL Lok
7 )L XR300mg @ 1 H 1 [HEFELEE, WTFHoRBRTH, MADRS #A 27 O T IZI8V T HA|
TOHLD DHEG L0 bENA TV, JFAREE L ToEr 7 =)L XR 150mg @ 1 H 1 [R5
1%, —HORBRIZE VT, MADRS R A 27 DX FIZBWTHAITOH 9 3L L0 HENT

Y ih%ﬁ 1 R OERER 2) .,
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% 30 KSDORHEESE, 5 2ELOHAEE

HEBRES kB8 FEFDMEEEMIEE - MADRS #8X 07
R—RASA U | R=XS5M4h | TS5EREMND
DEHRIAT 5D LS EHE | ELFINVEE
(SD) L2 (SE) DE2 (95%

Cch
#UER fX;%L”XR(MomgH) 272(5.2) ~13.6 (0.8) ~1.9(-3.9,0.1)
fX;UUDMRBm“@H)I 27.6 (5.0) ~147(0.8) | -3.0(-5.0,-1.0)

75 H +AD 276 (5.5) ~11.7 (0.8) -
w2 ji;;’iE”/XR“(ly)“%/H) 28.6 (5.4) ~153(0.7) | -3.1(-4.9,-1.2)
ﬁ;fj””XR(womgH) 28.4(5.5) ~149(0.7) | -2.7(-4.6,-0.8)

75 R 282 (5.6) ~122(0.7) -

AD : $19 23K ; SD : EHERZE ; SE @ BEYERAZE 5 LS 1y« /3R ;5 CL: K OF X
1. 78R 0 bHEFICABRIZEN TV DR G &,
2. NR—=RTAUNbOER/N_FEHENEDOZE (EHE - TT7ER),

16 {H#EHRE BriER UER Y &Ly
e 50mg#E (NDC 0310-0280) 1%, Bk, B 7 ENAE, WihOT7 4V ba—T 4 TEETH

v, REIZ TXRS50) EHIFISAL, & 9 AHEIZIZZIRIA 72 <, 60 HEA Y DR RV KT 100 §E
OB 1 ElyadE s L CTia S g,
150 mg 82 (NDC 0310-0281) (%, Hfa, H7wAE, WD T 4V ba—T 4 LV TETH
v, A [XR 1505 BZIFIEA, & 9 FEICIEZIRIN 2 <, 60 FEAD DR~V KT 100
FEDIFBE 1 [lpmdi s LTGS2,
200 mg & (NDC 0310-0282) 1%, #fa, 7AW, WO 7 4 v ba—T 4V THTH
v, A [XR200) BZIFITEA, & 9 FEICIIZIRIN 2 <, 60 FEA D DR~V KT 100
FEOREBEM 1 Ay aldE s LTigsn g,
300 mg #2 (NDC 0310-0283) 1%, ##ta, H7wAE, WO T 4 v bha—T 4V TEETH
v, Rmic [XR300) BZEIEA, & 9 AL <, 60 FEAYD DR L&D 100
FEDIFBE 1 [y mdi s LTGS2,
400 mg $2 (NDC 0310-0284) (%, Hf, B 7w, WO T7 4 v bha—T 4V TEHTH
v, RmEIC [XR400) NAFIE4, & 9 FEICIIZHIN 2 <, 60 FEA D OAR KT 100
FEOEBEM 1 [Esradi s L Tia S D,

o7/l XR 1% 25°C (77°F) TRETHZ L, 15~30°C (59~86°F) OLE®ENIIFETH
[USP &R ],
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17 BEAOUEYVJICET H1ER
FDA 2VEGRE LT BH T SCE (IRETA F) 22O &,

171 BERITER

RUJFIE AT E OO EFREREE L, B, FEAOITH#EE I L TEr 7 2L XR 52D
BN OERRIEZFI L, @B OWTET 52 L, Er 7L XRITIE, T#H5
D3, ) DL OMOEE L REE, I ONC BRSESUIMER] ST 2 BE T O RE
TA R D, WFENIEFRGEFE L, BF, FEROER I L TRET A Fa@id 5
XOfmRL, TONEOBFELZIT S Z &, BEICKIL, RETA FORNFIZOWNTOEK, &
RS T D RIE 2520 OEE 5252 L, IRIEHA ORI RELR TR L
TWn5,

BEIITLLFOMEIZYTHE L, Er s =L XR ZRATICZE B3 E LG IIZRT
EICHMLEDL X OEETH I L,

FOFNIE B L 7o RN 2 A1 5 il BB COE TR LA

BE R ONHEF O LT, FRAVE B U 72 ki & 479 5 milin BB~ FEE R HURE fehps 38
OFHIZXY, IR L THCIY AN ERTLZE2MOEDL2 8, B TV XR
@,%ﬂﬁm%@Lt%@ﬁ%ﬁ#é%%%ﬁmﬂLfﬁ%%éﬂfw&wq%iﬁwﬁmim|

Eﬁii‘zﬁ%k

BRSO EBITS

B, FIER OGS L TIE, BRTH 5 IO B GBI EI & O - R 0 B, 7z,
Wk, S= v o RAE, RERAE, BRIRNE, EGE, BoRM, EEE, TH U7 (REEEIR
B9, B, BYE, ofTEOREEL, 5 OROELEOHEBSEORBICONTEET S &
ST b, ZAUITZHRE Z 2 AN B DT80, EREROFROG ML BHIICHRT S L5
BHEOFERONBEL L IFETH L, ZhLOMERIE, BCEETH-120, ERNTH-T-
D, FEERO—E TN 0 T HEAIE, BEOQITE LAY O EHREEE CRET 5 =
Lo INHOIERIT, HEASEROBERITADY 27 FRICE#EL, +oRBl8Zk Al k-
TRHBREOEE PUETHH 2 LR LTOD A D5 [EEROEN EOTEE)|
Z],

TEPIEERE (NMS)
NMS (2 & 2 FTHENED > 5 18l UTFER DS U+ N CHRSEICHRET 5 L 9 BE g 5
Tk, IhbICHE, BEEOERR EREZbNS [EEROHEA EOEE] HIR],
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5 LI e OV

R (L7 KRR S OEIRAR ORERIC D\ IR 5 = & BRI &
Méhfwéﬁﬁ,%ﬁf®ﬁ&l%%ﬁ#é%%ﬂi&5¢:: 9 TRAES A R LT i
T, T BRSO I IO E 21T 5 = & [BERORN EOER |

Ei%%&

1 1 i

walrxArua—/, LDL-2 VAT a—/LEKORKN) 7 VY RO EHIWOIZHDL-2 L A7 12—
VOIE T ARELT 2 FTREMEIC SOV CIBRFICHIAT 2 = &, B E5BIMAI R O 53 eI B
DHFET 17 7 A VOWEEATS 2 & [EHEROEN EOEE| B,

REEE N
REHEINMAFI T D (GO WTHREICIAT 5 2 &, BEDKREOHEZ EMMITIiTY 2
L [EE RO LOVER | ZHR],

B ST APEAR I

VA B R A M OV SRR S B, MR T GERIZITE N RO D F
EUTEH S DS BER END Y, T OITHEE - i5FIC OB BENNH D) BELDH Y R
ZEOWTREICHIAT S 2 L [BEE RO EOER | ZM],

/NR R O DAETOMLE B3
INEROEDERE T, BEGRMGELOREG TEMRICEDOREZITS 2 L[4

BRI E 4T o BRI S

BEAT- 0 WBC A XX 3EAIFHEFANE O [ i ERJBE 4 R ERIBE OBEE D & 5 B | ﬁbf
1%, &u 2L XR ZRATFIE CBC OREEITHILENRHSH Z LoV Tall+5 2 &
|Z O EORER] {5.10) 2,
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1. NAME OF THE MEDICINAL PRODUCT

Seroquel XR 50 mg prolonged-release tablets

Seroquel XR 150 mg prolonged-release tablets
Seroquel XR 200 mg prolonged-release tablets
Seroquel XR 300 mg prolonged-release tablets
Seroquel XR 400 mg prolonged-release tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Seroquel XR 50 mg contains 50 mg quetiapine (as quetiapine fumarate)

Seroquel XR 150 mg contains 150 mg quetiapine (as quetiapine fumarate)
Seroquel XR 200 mg contains 200 mg quetiapine (as quetiapine fumarate)
Seroquel XR 300 mg contains 300 mg quetiapine (as quetiapine fumarate)
Seroquel XR 400 mg contains 400 mg quetiapine (as quetiapine fumarate)

Excipients with known effect:

Seroquel XR 50 mg contains 119 mg lactose (anhydrous) per tablet
Seroquel XR 150 mg contains 71 mg lactose (anhydrous) per tablet
Seroquel XR 200 mg contains 50 mg lactose (anhydrous) per tablet
Seroquel XR 300 mg contains 47 mg lactose (anhydrous) per tablet
Seroquel XR 400 mg contains 15 mg lactose (anhydrous) per tablet

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Prolonged-release tablet

Seroquel XR 50 mg tablets are peach-coloured and engraved with “XR 50” on one side
Seroquel XR 150 mg tablets are white and engraved with “XR 150” on one side
Seroquel XR 200 mg tablets are yellow and engraved with “XR 200" on one side
Seroquel XR 300 mg tablets are pale yellow and engraved with “XR 300" on one side
Seroquel XR 400 mg tablets are white and engraved with “XR 400” on one side

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Seroquel XR is indicated for:
. treatment of schizophrenia

. treatment of bipolar disorder:
o For the treatment of moderate to severe manic episodes in bipolar disorder
o For the treatment of major depressive episodes in bipolar disorder
o For the prevention of recurrence of manic or depressed episodes in patients with bipolar
disorder who previously responded to quetiapine treatment.

° add-on treatment of major depressive episodes in patients with Major Depressive Disorder
(MDD) who have had sub-optimal response to antidepressant monotherapy (see section 5.1).
Prior to initiating treatment, clinicians should consider the safety profile of Seroquel XR (see
section 4.4).
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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 XR should be administered once daily, without food. The tablets should be swallowed whole
and not split, chewed or crushed.

Adults

For the treatment of schizophrenia and moderate to severe manic episodes in bipolar disorder
Seroquel XR should be administrated at least one hour before a meal. The daily dose at the start of
therapy is 300 mg on Day 1 and 600 mg on Day 2. The recommended daily dose is 600 mg, however
if clinically justified the dose may be increased to 800 mg daily. The dose should be adjusted within
the effective dose range of 400 mg to 800 mg per day, depending on the clinical response and
tolerability of the patient. For maintenance therapy in schizophrenia no dosage adjustment is necessary.

For the treatment of major depressive episodes in bipolar disorder

Seroquel XR should be administered 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 (see section 5.1). 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 Seroquel XR for acute treatment of bipolar disorder should continue on Seroquel
XR at the same dose administered at bedtime. Seroquel XR dose can be adjusted depending on
clinical response and tolerability of the individual patient within the dose range of 300 mg to

800 mg/day. It is important that the lowest effective dose is used for maintenance therapy.

For add-on treatment of major depressive episodes in MDD

Seroquel XR should be administered prior to bedtime. The daily dose at the start of therapy is 50 mg
on Day 1 and 2, and 150 mg on Day 3 and 4. Antidepressant effect was seen at 150 and 300 mg/day in
short-term trials as add-on therapy (with amitriptyline, bupropion, citalopram, duloxetine,
escitalopram, fluoxetine, paroxetine, sertraline and venlafaxine - see section 5.1) and at 50 mg/day in
short-term monotherapy trials. There is an increased risk of adverse events at higher doses. Clinicians
should therefore ensure that the lowest effective dose, starting with 50 mg/day, is used for treatment.
The need to increase the dose from 150 to 300 mg/day should be based on individual patient
evaluation.

Switching from Seroquel immediate-release tablets

For more convenient dosing, patients who are currently being treated with divided doses of immediate
release Seroquel tablets may be switched to Seroquel XR at the equivalent total daily dose taken once
daily. Individual dosage adjustments may be necessary.

Elderly
As with other antipsychotics and antidepressants, Seroquel XR should be used with caution in the

elderly, especially during the initial dosing period. The rate of dose titration of Seroquel XR may need
to be slower, and the daily therapeutic dose lower, than that used in younger patients. The mean
plasma clearance of quetiapine was reduced by 30% to 50% in elderly patients when compared to
younger patients. Elderly patients should be started on 50 mg/day. The dose can be increased in
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increments of 50 mg/day to an effective dose, depending on the clinical response and tolerability of the
individual patient.

In elderly patients with major depressive episodes in MDD, dosing should begin with 50 mg/day on
Days 1-3, increasing to 100 mg/day on Day 4 and 150 mg/day on Day 8. The lowest effective dose,
starting from 50 mg/day should be used. Based on individual patient evaluation, if dose increase to
300 mg/day is required this should not be prior to Day 22 of treatment.

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

Paediatric population

Seroquel XR 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 section 4.4, 4.8, 5.1 and 5.2.

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

Hepatic impairment

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

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients of this product.

Concomitant administration of cytochrome P450 3 A4 inhibitors, such as HIV-protease inhibitors,
azole-antifungal agents, erythromycin, clarithromycin and nefazodone, is contraindicated (see
section 4.5).

4.4  Special warnings and precautions for use

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

Long-term efficacy and safety in patients with MDD has not been evaluated as add-on therapy,
however long-term efficacy and safety has been evaluated in adult patients as monotherapy (see
section 5.1).

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 (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 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.

137



1.6
SNERERKIRE

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 (see section 4.8).

Suicide/suicidal thoughts or clinical worsening

Depression is associated with an increased risk of suicidal thoughts, self-harm and suicide (suicide-
related events). This risk persists until significant remission occurs. As improvement may not occur
during the first few weeks or more of treatment, patients should be closely monitored until such
improvement occurs. It is general clinical experience that the risk of suicide may increase in the early
stages of recovery.

In addition, physicians should consider the potential risk of suicide-related events after abrupt
cessation of quetiapine treatment, due to the known risk factors for the disease being treated.

Other psychiatric conditions for which quetiapine is prescribed can also be associated with an
increased risk of suicide related events. In addition, these conditions may be co-morbid with major
depressive episodes. The same precautions observed when treating patients with major depressive
episodes should therefore be observed when treating patients with other psychiatric disorders.

Patients with a history of suicide related events, or those exhibiting a significant degree of suicidal
ideation prior to commencement of treatment are known to be at greater risk of suicidal thoughts or
suicide attempts, and should receive careful monitoring during treatment. A meta analysis of placebo
controlled clinical trials of antidepressant drugs in adult patients with psychiatric disorders showed an
increased risk of suicidal behaviour with antidepressants compared to placebo in patients less than 25
years old.

Close supervision of patients and in particular those at high risk should accompany drug therapy
especially in early treatment and following dose changes. Patients (and caregivers of patients) should
be alerted about the need to monitor for any clinical worsening, suicidal behaviour or thoughts and
unusual changes in behaviour and to seek medical advice immediately if these symptoms present.

In shorter-term placebo controlled clinical studies of patients with major depressive episodes in bipolar
disorder an increased risk of suicide-related events was observed in young adults patients (younger
than 25 years of age) who were treated with quetiapine as compared to those treated with placebo
(3.0% vs. 0%, respectively). In clinical studies of patients with MDD the incidence of suicide-related
events observed in young adult patients (younger than 25 years of age) was 2.1% (3/144) for
quetiapine and 1.3% (1/75) for placebo.

Metabolic risk

Given the observed risk for worsening of their metabolic profile, including changes in weight, blood
glucose (see hyperglycemia) and lipids, which was seen in clinical studies, patient’s metabolic
parameters should be assessed at the time of treatment initiation and changes in these parameters
should be regularly controlled for during the course of treatment. Worsening in these parameters
should be managed as clinically appropriate (see section 4.8).

Extrapyramidal symptoms

In placebo controlled clinical trials of adult patients quetiapine was associated with an increased
incidence of extrapyramidal symptoms (EPS) compared to placebo in patients treated for major
depressive episodes in bipolar disorder and major depressive disorder (see section 4.8 and 5.1).
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The use of quetiapine has been associated with the development of akathisia, characterised by a
subjectively unpleasant or distressing restlessness and need to move often accompanied by an inability
to sit or stand still. This is most likely to occur within the first few weeks of treatment. In patients
who develop these symptoms, increasing the dose may be detrimental.

Tardive dyskinesia

If signs and symptoms of tardive dyskinesia appear, dose reduction or discontinuation of quetiapine
should be considered. The symptoms of tardive dyskinesia can worsen or even arise after
discontinuation of treatment (see section 4.8).

Somnolence and dizziness

Quetiapine treatment has been associated with somnolence and related symptoms, such as sedation
(see section 4.8). In clinical trials for treatment of patients with bipolar depression and major
depressive disorder, onset was usually within the first 3 days of treatment and was predominantly of
mild to moderate intensity. Patients experiencing somnolence of severe intensity may require more
frequent contact for a minimum of 2 weeks from onset of somnolence, or until symptoms improve and
treatment discontinuation may need to be considered.

Orthostatic hypotension

Quetiapine treatment has been associated with orthostatic hypotension and related dizziness (see
section 4.8) which, like somnolence has onset usually during the initial dose-titration period. This
could increase the occurrence of accidental injury (fall), especially in the elderly population.
Therefore, patients should be advised to exercise caution until they are familiar with the potential
effects of the medication.

Quetiapine should be used with caution in patients with known cardiovascular disease, cerebrovascular
disease, or other conditions predisposing to hypotension. Dose reduction or more gradual titration
should be considered if orthostatic hypotension occurs, especially in patients with underlying
cardiovascular disease.

Sleep apnoea syndrome

Sleep apnoea syndrome has been reported in patients using quetiapine. In patients receiving
concomitant central nervous system depressants and who have a history of or are at risk for sleep
apnoea, such as those who are overweight/obese or are male, quetiapine should be used with caution.

Seizures

In controlled clinical trials there was no difference in the incidence of seizures in patients treated with
quetiapine or placebo. No data is available about the incidence of seizures in patients with a history of
seizure disorder. As with other antipsychotics, caution is recommended when treating patients with a
history of seizures (see section 4.8).

Neuroleptic malignant syndrome

Neuroleptic malignant syndrome has been associated with antipsychotic treatment, including
quetiapine (see section 4.8). Clinical manifestations include hyperthermia, altered mental status,
muscular rigidity, autonomic instability, and increased creatine phosphokinase. In such an event,
quetiapine should be discontinued and appropriate medical treatment given.

Severe neutropenia and agranulocytosis

Severe neutropenia (neutrophil count <0.5 x 10°/L) has been reported in quetiapine clinical trials. Most
cases of severe neutropenia have occurred within a couple of months of starting therapy with
quetiapine. There was no apparent dose relationship. During post-marketing experience, some cases
were fatal. Possible risk factors for neutropenia include pre-existing low white blood cell count (WBC)
and history of drug induced neutropenia. However, some cases occurred in patients without pre-
existing risk factors. Quetiapine should be discontinued in patients with a neutrophil count <1.0 x
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10%/L. Patients should be observed for signs and symptoms of infection and neutrophil counts followed
(until they exceed 1.5 x 10%/L) (see section 5.1).

Neutropenia should be considered in patients presenting with infection or fever, particularly in the
absence of obvious predisposing factor(s), and should be managed as clinically appropriate.

Patients should be advised to immediately report the appearance of signs/symptoms consistent with
agranulocytosis or infection (e.g. fever, weakness, lethargy, or sore throat) at any time during Seroquel
therapy. Such patients should have a WBC count and an absolute neutrophil count (ANC) performed
promptly, especially in the absence of predisposing factors.

Anti-cholinergic (muscarinic) effects

Norquetiapine, an active metabolite of quetiapine, has moderate to strong affinity for several
muscarinic receptor subtypes. This contributes to ADRs reflecting anti-cholinergic effects when
quetiapine is used at recommended doses, when used concomitantly with other medications having
anti-cholinergic effects, and in the setting of overdose. Quetiapine should be used with caution in
patients receiving medications having anti-cholinergic (muscarinic) effects. Quetiapine should be used
with caution in patients with a current diagnosis or prior history of urinary retention, clinically
significant prostatic hypertrophy, intestinal obstruction or related conditions, increased intraocular
pressure or narrow angle glaucoma (see section 4.5, 4.8, 5.1, and 4.9).

Interactions

See section 4.5.

Concomitant use of quetiapine with a strong hepatic enzyme inducer such as carbamazepine or
phenytoin substantially decreases quetiapine plasma concentrations, which could affect the efficacy of
quetiapine therapy. In patients receiving a hepatic enzyme inducer, initiation of quetiapine treatment
should only occur if the physician considers that the benefits of quetiapine outweigh the risks of
removing the hepatic enzyme inducer. It is important that any change in the inducer is gradual, and if
required, replaced with a non-inducer (e.g. sodium valproate).

Weight

Weight gain has been reported in patients who have been treated with quetiapine, and should be
monitored and managed as clinically appropriate as in accordance with utilized antipsychotic
guidelines (see section 4.8 and 5.1).

Hyperglycaemia

Hyperglycaemia and/ or development or exacerbation of diabetes occasionally associated with
ketoacidosis or coma has been reported rarely, including some fatal cases (see section 4.8). In some
cases, a prior increase in body weight has been reported which may be a predisposing factor.
Appropriate clinical monitoring is advisable in accordance with utilised antipsychotic guidelines.
Patients treated with any antipsychotic agent including quetiapine, should be observed for signs and
symptoms of hyperglycaemia, (such as polydipsia, polyuria, polyphagia and weakness) and patients
with diabetes mellitus or with risk factors for diabetes mellitus should be monitored regularly for
worsening of glucose control. Weight should be monitored regularly.

Lipids

Increases in triglycerides, LDL and total cholesterol, and decreases in HDL cholesterol have been
observed in clinical trials with quetiapine (see section 4.8). Lipid changes should be managed as
clinically appropriate.

QT prolongation

In clinical trials and use in accordance with the SPC, quetiapine was not associated with a persistent
increase in absolute QT intervals. In post marketing, QT prolongation was reported with quetiapine at
the therapeutic doses (see section 4.8) and in overdose (see section 4.9). As with other antipsychotics,
caution should be exercised when quetiapine is prescribed in patients with cardiovascular disease or
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family history of QT prolongation. Also, caution should be exercised when quetiapine is prescribed
either with medicines known to increase QT interval, or with concomitant neuroleptics, especially in
the elderly, in patients with congenital long QT syndrome, congestive heart failure, heart hypertrophy,
hypokalaemia or hypomagnesaemia (see section 4.5).

Cardiomyopathy and myocarditis

Cardiomyopathy and myocarditis have been reported in clinical trials and during the post-marketing
experience, however, a causal relationship to quetiapine has not been established. Treatment with
quetiapine should be reassessed in patients with suspected cardiomyopathy or myocarditis.

Withdrawal

Acute withdrawal symptoms such as insomnia, nausea, headache, diarrhoea, vomiting, dizziness, and
irritability have been described after abrupt cessation of quetiapine. Gradual withdrawal over a period
of at least one to two weeks is advisable (see section 4.8).

Elderly patients with dementia-related psychosis
Quetiapine is not approved for the treatment of dementia-related psychosis.

An approximately 3-fold increased risk of cerebrovascular adverse events has been seen in randomised
placebo controlled trials in the dementia population with some atypical antipsychotics. The mechanism
for this increased risk is not known. An increased risk cannot be excluded for other antipsychotics or
other patient populations. Quetiapine should be used with caution in patients with risk factors for
stroke.

In a meta-analysis of atypical antipsychotics, it has been reported that elderly patients with dementia-
related psychosis are at an increased risk of death compared to placebo. In two 10-week placebo-
controlled quetiapine studies in the same patient population (n=710; mean age: 83 years; range: 56-

99 years) the incidence of mortality in quetiapine treated patients was 5.5% versus 3.2% in the placebo
group. The patients in these trials died from a variety of causes that were consistent with expectations
for this population.

Dysphagia
Dysphagia (see section 4.8) has been reported with quetiapine. Quetiapine should be used with caution

in patients at risk for aspiration pneumonia.

Constipation and intestinal obstruction

Constipation represents a risk factor for intestinal obstruction. Constipation and intestinal obstruction
have been reported with quetiapine (see section 4.8). This includes fatal reports in patients who are at
higher risk of intestinal obstruction, including those that are receiving multiple concomitant
medications that decrease intestinal motility and/or may not report symptoms of constipation. Patients
with intestinal obstruction/ileus should be managed with close monitoring and urgent care.

Venous thromboembolism (VTE)

Cases of venous thromboembolism (VTE) have been reported with antipsychotic drugs. Since patients
treated with antipsychotics often present with acquired risk factors for VTE, all possible risk factors
for VTE should be identified before and during treatment with quetiapine and preventive measures
undertaken.

Pancreatitis

Pancreatitis has been reported in clinical trials and during post marketing experience. Among post
marketing reports, while not all cases were confounded by risk factors, many patients had factors
which are known to be associated with pancreatitis such as increased triglycerides (see section 4.4),
gallstones, and alcohol consumption.
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Additional information

Quetiapine data in combination with divalproex or lithium in acute moderate to severe manic episodes
is limited; however, combination therapy was well tolerated (see section 4.8 and 5.1). The data showed
an additive effect at week 3.

Lactose
Seroquel XR tablets contain lactose. Patients with rare hereditary problems of galactose intolerance,
the Lapp lactase deficiency, or glucose-galactose malabsorption should not take this medicine.

Misuse and abuse
Cases of misuse and abuse have been reported. Caution may be needed when prescribing quetiapine to
patients with a history of alcohol or drug abuse.

4.5 Interaction with other medicinal products and other forms of interaction

Given the primary central nervous system effects of quetiapine, quetiapine should be used with caution
in combination with other centrally acting medicinal products and alcohol.

Caution should be exercised treating patients receiving other medications having anti-cholinergic
(muscarinic) effects (see section 4.4).

Cytochrome P450 (CYP) 3A4 is the enzyme that is primarily responsible for the cytochrome P450
mediated metabolism of quetiapine. In an interaction study in healthy volunteers, concomitant
administration of quetiapine (dosage of 25 mg) with ketoconazole, a CYP3 A4 inhibitor, caused a 5-to
8-fold increase in the AUC of quetiapine. On the basis of this, concomitant use of quetiapine with
CYP3 A4 inhibitors is contraindicated. It is also not recommended to consume grapefruit juice while
on quetiapine therapy.

In a multiple-dose trial in patients to assess the pharmacokinetics of quetiapine given before and
during treatment with carbamazepine (a known hepatic enzyme inducer), co-administration of
carbamazepine significantly increased the clearance of quetiapine. This increase in clearance reduced
systemic quetiapine exposure (as measured by AUC) to an average of 13% of the exposure during
administration of quetiapine alone; although a greater effect was seen in some patients. As a
consequence of this interaction, lower plasma concentrations can occur, which could affect the
efficacy of quetiapine therapy. Co-administration of quetiapine and phenytoin (another microsomal
enzyme inducer) caused a greatly increased clearance of quetiapine by approx. 450%. In patients
receiving a hepatic enzyme inducer, initiation of quetiapine treatment should only occur if the
physician considers that the benefits of quetiapine outweigh the risks of removing the hepatic enzyme
inducer. It is important that any change in the inducer is gradual, and if required, replaced with a non-
inducer (e.g. sodium valproate) (see section 4.4).

The pharmacokinetics of quetiapine were not significantly altered by co-administration of the
antidepressants imipramine (a known CYP 2D6 inhibitor) or fluoxetine (a known CYP 3A4 and CYP
2D6 inhibitor).

The pharmacokinetics of quetiapine were not significantly altered by co-administration of the
antipsychotics risperidone or haloperidol. Concomitant use of quetiapine and thioridazine caused an
increased clearance of quetiapine with approx. 70%.

The pharmacokinetics of quetiapine were not altered following co-administration with cimetidine.

The pharmacokinetics of lithium were not altered when co-administered with quetiapine.

In a 6-week, randomised, study of lithium and Seroquel XR versus placebo and Seroquel XR in adult
patients with acute mania, a higher incidence of extrapyramidal related events (in particular tremor),
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somnolence, and weight gain were observed in the lithium add-on group compared to the placebo add-
on group (see section 5.1).

The pharmacokinetics of sodium valproate and quetiapine were not altered to a clinically relevant
extent when co-administered. 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.

Formal interaction studies with commonly used cardiovascular medicinal products have not been
performed.

Caution should be exercised when quetiapine is used concomitantly with medicinal products known to
cause electrolyte imbalance or to increase QT interval.

There have been reports of false positive results in enzyme immunoassays for methadone and tricyclic
antidepressants in patients who have taken quetiapine. Confirmation of questionable immunoassay
screening results by an appropriate chromatographic technique is recommended.

4.6 Fertility, pregnancy and lactation

Pregnanc

First trimester

The moderate amount of published data from exposed pregnancies (i.e. between 300-1000 pregnancy
outcomes), including individual reports and some observational studies do not suggest an increased
risk of malformations due to treatment. However, based on all available data, a definite conclusion
cannot be drawn. Animal studies have shown reproductive toxicity (see section 5.3). Therefore,
quetiapine should only be used during pregnancy if the benefits justify the potential risks.

Third trimester

Neonates exposed to antipsychotics (including quetiapine) during the third trimester of pregnancy are
at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in
severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, or feeding disorder. Consequently, newborns should be
monitored carefully.

Breast-feeding
Based on very limited data from published reports on quetiapine excretion into human breast milk,

excretion of quetiapine at therapeutic doses appears to be inconsistent. Due to lack of robust data, a
decision must be made whether to discontinue breast-feeding or to discontinue Seroquel XR therapy
taking into account the benefit of breast-feeding for the child and the benefit of therapy for the woman.

Fertility
The effects of quetiapine on human fertility have not been assessed. Effects related to elevated
prolactin levels were seen in rats, although these are not directly relevant to humans (see section 5.3).

4.7 Effects on ability to drive and use machines
Given its primary central nervous system effects, quetiapine may interfere with activities requiring

mental alertness. Therefore, patients should be advised not to drive or operate machinery, until
individual susceptibility to this is known.

10
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The most commonly reported Adverse Drug Reactions (ADRs) with quetiapine (=10%) are

somnolence, dizziness, headache, dry mouth, withdrawal (discontinuation) symptoms, elevations in

serum triglyceride levels, elevations in total cholesterol (predominantly LDL cholesterol), decreases in

HDL cholesterol, weight gain, decreased haemoglobin and extrapyramidal symptoms.

The incidences of ADRs associated with quetiapine therapy, are tabulated below (Table 1) according
to the format recommended by the Council for International Organizations of Medical Sciences
(CIOMS IIT Working Group; 1995).

Table 1

ADRs associated with quetiapine therapy

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), very rare
(<1/10,000), and not known (cannot be estimated from the available data).

SOC Very Common Uncommon Rare Very Rare Not known
Common
Blood and Decreased Leucopenial> 28, Neutropenia! Agranulocytosis?®
lymphatic haemoglobin?? decreased neutrophil | Thrombocyto-
system count, eosinophils penia, Anaemia,
disorders increased®’ platelet count
decreased!?
Immune system Hypersensitivity Anaphylactic
disorders (including reaction’
allergic skin
reactions)
Endocrine Hyperprolactinaemia | Decreases in free Inappropriate
disorders 15 decreases in total | T324, antidiuretic
T4 24, decreases in Hypothyroidism? hormone
free T4 24, decreases ! secretion
in total T3 24,
increases in TSH?*
Metabolism and | Elevations in Increased appetite, Hyponatraemia'® | Metabolic
nutritional serum blood glucose Diabetes syndrome?’
disorders triglyceride increased to Mellitus!
10,30 :
L:elvels . . i}gig%l}yocaemlc Exacerbation of
evations in pre-existing
total cholesterol diabetes
(predominantly
LDL
cholesterol)!130
Decreases in
HDL
cholesterol!7-30,
Weight gain®3¢
Psychiatric Abnormal dreams Somnambulism
disorders and nightmares, and related
Suicidal ideation and reactions such as
suicidal behaviour? sleep talking and
sleep related
eating disorder
11
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SOC Very Common Uncommon Rare Very Rare Not known
Common
Nervous system | Dizziness* 16, Dysarthria Seizure!,
disorders somnolence®!®, Restless legs
headache, syndrome,
Extrapyramidal Tardive
symptoms 2! dyskinesia'>3,
Syncope*!°
Cardiac Tachycardia®, QT
disorders Palpitations? prolongation'-
18 Bradycardia®
Eye disorders Vision blurred
Vascular Orthostatic Venous
disorders hypotension*!6 thromboembolism
1
Respiratory, Dyspnoea®’ Rhinitis
thoracic and
mediastinal
disorder
Gastrointestinal | Dry mouth Constipation, Dysphagia’ Pancreatitis',
disorders dyspepsia, Intestinal
vomiting® obstruction/ Ileus
Hepato-biliary Elevations in serum | Elevations in Jaundice’
disorders alanine serum aspartate Hepatitis
aminotransferase aminotransferase
(ALT)* Elevations in | (AST)3
gamma-GT levels?
Skin and Angioedema’, Toxic
subcutaneous Stevens-Johnson | Epidermal
tissue disorders syndrome’ Necrolysis,
Erythema
Multiforme
Musculoskeletal Rhabdomyolysis
and connective
tissue disorders
Renal and Urinary retention
urinary
disorders
Pregnancy, Drug
puerperium and withdrawal
perinatal syndrome
conditions neonatal’!
Reproductive Sexual Priapism,
system and dysfunction galactorrhoea,
breast breast swelling,
disorders menstrual disorder
General Withdrawal (dis | Mild asthenia, Neuroleptic
disorders and continuation) peripheral oedema, malignant
administration | symptoms'? irritability, pyrexia syndrome',
site conditions hypothermia
Investigations Elevations in
blood creatine
phosphokinase!4

(1) See section 4.4.

(2) Somnolence may occur, usually during the first two weeks of treatment and generally resolves with the
continued administration of quetiapine.

12
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(3) Asymptomatic elevations (shift from normal to >3 x ULN at any time) in serum transaminase (ALT, AST) or
gamma-GT-levels have been observed in some patients administered quetiapine. These elevations were usually
reversible on continued quetiapine treatment.

(4) As with other antipsychotics with alphal adrenergic blocking activity, quetiapine may commonly induce
orthostatic hypotension, associated with dizziness, tachycardia and, in some patients, syncope, especially during
the initial dose-titration period (see section 4.4).

(5) Calculation of Frequency for these ADR’s have only been taken from postmarketing data with the immediate
release formulation of quetiapine.

(6) Fasting blood glucose >126 mg/dL (>7.0 mmol/L) or a non-fasting blood glucose >200 mg/dL (>11.1 mmol/L)
on at least one occasion.

(7) An increase in the rate of dysphagia with quetiapine vs. placebo was only observed in the clinical trials in bipolar
depression.

(8) Based on >7% increase in body weight from baseline. Occurs predominantly during the early weeks of treatment
in adults.

(9) The following withdrawal symptoms have been observed most frequently in acute placebo-controlled,
monotherapy clinical trials, which evaluated discontinuation symptoms: insomnia, nausea, headache, diarrhoea,
vomiting, dizziness, and irritability. The incidence of these reactions had decreased significantly after 1 week
post-discontinuation.

(10) Triglycerides >200 mg/dL (>2.258 mmol/L) (patients >18 years of age) or >150 mg/dL (>1.694 mmol/L)
(patients <18 years of age) on at least one occasion

(11)Cholesterol >240 mg/dL (>6.2064 mmol/L) (patients >18 years of age) or >200 mg/dL (>5.172 mmol/L)
(patients <18 years of age) on at least one occasion. An increase in LDL cholesterol of >30 mg/dL
(>0.769 mmol/L) has been very commonly observed. Mean change among patients who had this increase was
41.7 mg/dL (>1.07 mmol/L).

(12) See text below

(13) Platelets <100 x 10%/L on at least one occasion

(14)Based on clinical trial adverse event reports of blood creatine phosphokinase increase not associated with
neuroleptic malignant syndrome

(15)Prolactin levels (patients >18 years of age): >20 pg/L (>869.56 pmol/L) males; >30 pg/L (>1304.34 pmol/L)
females at any time.

(16) May lead to falls.

(17)HDL cholesterol: <40 mg/dL (1.025 mmol/L) males; <50 mg/dL (1.282 mmol/L) females at any time.

(18) Incidence of patients who have a QTc shift from <450 msec to >450 msec with a >30 msec increase. In placebo-
controlled trials with quetiapine the mean change and the incidence of patients who have a shift to a clinically
significant level is similar between quetiapine and placebo.

(19) Shift from >132 mmol/L to <132 mmol/L on at least one occasion.

(20) Cases of suicidal ideation and suicidal behaviours have been reported during quetiapine therapy or early after
treatment discontinuation (see section 4.4 and 5.1).

(21) See section 5.1

(22) Decreased haemoglobin to <13 g/dL (8.07 mmol/L) males, <12 g/dL (7.45 mmol/L) females on at least one
occasion occurred in 11% of quetiapine patients in all trials including open label extensions. For these patients,
the mean maximum decrease in hemoglobin at any time was -1.50 g/dL.

(23) These reports often occurred in the setting of tachycardia, dizziness, orthostatic hypotension, and/or underlying
cardiac/respiratory disease.

(24)Based on shifts from normal baseline to potentially clinically important value at anytime post-baseline in all
trials. Shifts in total Ty, free T4, total T3 and free T are defined as <0.8 x LLN (pmol/L) and shift in TSH is
>5 mIU/L at any time.

(25)Based upon the increased rate of vomiting in elderly patients (>65 years of age).

(26) Based on shift in neutrophils from >=1.5 x 10%/L at baseline to <0.5 x 10%/L at any time during treatment and
based on patients with severe neutropenia (<0.5 x 10°/L) and infection during all quetiapine clinical trials (see
section 4.4).

(27) Based on shifts from normal baseline to potentially clinically important value at anytime post-baseline in all
trials. Shifts in eosinophils are defined as >1 x 10° cells/L at any time.

(28) Based on shifts from normal baseline to potentially clinically important value at anytime post-baseline in all
trials. Shifts in WBCs are defined as < 3 x10° cells/L at any time.

(29) Based on adverse event reports of metabolic syndrome from all clinical trials with quetiapine.

(30) In some patients, a worsening of more than one of the metabolic factors of weight, blood glucose and lipids was
observed in clinical studies (see section 4.4).

(31) See section 4.6.
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(32)May occur at or near initiation of treatment and be associated with hypotension and/or syncope. Frequency

based on adverse event reports of bradycardia and related events in all clinical trials with quetiapine.

Cases of QT prolongation, ventricular arrhythmia, sudden unexplained death, cardiac arrest and
torsades de pointes have been reported with the use of neuroleptics and are considered class effects.

Paediatric population

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
adolescents patients (10-17 years of age) than in the adult population or ADRs that have not been
identified in the adult population.

Table 2 ADR:s in children and adolescents associated with quetiapine therapy that occur in a
higher frequency than adults, or not 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).

SOC Very Common Common
Endocrine disorders Elevations in prolactin'

Metabolism and nutritional Increased appetite

disorders

Nervous system disorders Extrapyramidal symptoms™ * Syncope
Vascular disorders Increases in blood pressure?

Respiratory, thoracic and Rhinitis
mediastinal disorders

Gastrointestinal disorders Vomiting

General disorders and [rritability®
administration site conditions

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

2. Based on shifts above clinically significant thresholds (adapted from the National Institutes of Health
criteria) or increases >20 mmHg 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 might be associated with different clinical
implications in children and adolescents as compared to adults.

4. See section 5.1.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms
In general, reported signs and symptoms were those resulting from an exaggeration of the active

substance’s known pharmacological effects, i.e. drowsiness and sedation, tachycardia, hypotension
and anti-cholinergic effects. Overdose could lead to QT-prolongation, seizures, status epilepticus,
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rhabdomyolysis, respiratory depression, urinary retention, confusion, delirium and/or agitation, coma
and death. Patients with pre-existing severe cardiovascular disease may be at an increased risk of the
effects of overdose (see section 4.4, Orthostatic hypotension).

Management of overdose

There is no specific antidote to quetiapine. In cases of severe signs, the possibility of multiple drug
involvement should be considered, and intensive care procedures are recommended, including
establishing and maintaining a patent airway, ensuring adequate oxygenation and ventilation, and
monitoring and support of the cardiovascular system.

Based on public literature, patients with delirium and agitation and a clear anti-cholinergic syndrome
may be treated with physostigmine, 1-2 mg (under continuous ECG monitoring). This is not
recommended as standard treatment, because of potential negative effect of physostigmine on cardiac
conductance. Physostigmine may be used if there are no ECG aberrations. Do not use physostigmine
in case of dysrhythmias, any degree of heart block or QRS-widening.

Whilst the prevention of absorption in overdose has not been investigated, gastric lavage can be
indicated in severe poisonings and if possible to perform within one hour of ingestion. The
administration of activated charcoal should be considered.

In cases of quetiapine overdose, refractory hypotension should be treated with appropriate measures
such as intravenous fluids and/or sympathomimetic agents. Epinephrine and dopamine should be
avoided, since beta stimulation may worsen hypotension in the setting of quetiapine-induced alpha
blockade.

Close medical supervision and monitoring should be continued until the patient recovers.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antipsychotics; Diazepines, oxazepines and thiazepines
ATC code: NO5SA H04

Mechanism of action

Quetiapine is an atypical antipsychotic agent. Quetiapine and the active human plasma metabolite,
norquetiapine interact with a broad range of neurotransmitter receptors. Quetiapine and norquetiapine
exhibit affinity for brain serotonin (SHT,) and dopamine D;- and D»- receptors. It is this combination
of receptor antagonism with a higher selectivity for SHT; relative to D»- receptors, which is believed
to contribute to the clinical antipsychotic properties and low extrapyramidal side effect (EPS) liability
of Seroquel compared to typical antispychotics. Quetiapine and norquetiapine have no appreciable
affinity at benzodiazepine receptors but high affinity at histaminergic and adrenergic alphal receptors
and moderate affinity at adrenergic alpha2 receptors. Quetiapine also has low or no affinity for
muscarinic receptors, while norquetiapine has moderate to high affinity at several muscarinic receptors,
which may explain anti-cholinergic (muscarinic) effects. Inhibition of NET and partial agonist action
at SHT1A sites by norquetiapine may contribute to Seroquel XR’s therapeutic efficacy as an
antidepressant.

Pharmacodynamic effects

Quetiapine is active in tests for antipsychotic activity, such as conditioned avoidance. It also blocks the
action of dopamine agonists, measured either behaviourally or electrophysiologically, and elevates
dopamine metabolite concentrations, a neurochemical index of D»-receptor blockade.
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In pre-clinical tests predictive of EPS, quetiapine is unlike typical antipsychotics and has an atypical
profile. Quetiapine does not produce dopamine D,-receptor supersensitivity after chronic
administration. Quetiapine produces only weak catalepsy at effective dopamine D,-receptor blocking
doses. Quetiapine demonstrates selectivity for the limbic system by producing depolarisation blockade
of the mesolimbic but not the nigrostriatal dopamine-containing neurones following chronic
administration. Quetiapine exhibits minimal dystonic liability in haloperidol-sensitised or drug-naive
Cebus monkeys after acute and chronic administration (see section 4.8).

Clinical efficacy

Schizophrenia

The efficacy of Seroquel XR in the treatment of schizophrenia was demonstrated in one 6-week
placebo-controlled trial in patients who met DSM-IV criteria for schizophrenia, and one active-
controlled Seroquel immediate release-to-Seroquel XR switching study in clinically stable outpatients
with schizophrenia.

The primary outcome variable in the placebo-controlled trial was change from baseline to final
assessment in the PANSS total score. Seroquel XR 400 mg/day, 600 mg/day and 800 mg/day were
associated with statistically significant improvements in psychotic symptoms compared to placebo.
The effect size of the 600 mg and 800 mg doses was greater than that of the 400 mg dose.

In the 6-week active-controlled switching study the primary outcome variable was the proportion of
patients who showed lack of efficacy, i.e. who discontinued study treatment due to lack of efficacy or
whose PANSS total score increased 20% or more from randomization to any visit. In patients
stabilised on Seroquel immediate release 400 mg to 800 mg, efficacy was maintained when patients
were switched to an equivalent daily dose of Seroquel XR given once daily.

In a long-term study in stable schizophrenic patients who had been maintained on Seroquel XR for

16 weeks, Seroquel XR was more effective than placebo in preventing relapse. The estimated risks of
relapse after 6 months treatments was 14.3% for the Seroquel XR treatment group compared to 68.2%
for placebo. The average dose was 669 mg. There were no additional safety findings associated with
treatment with Seroquel XR for up to 9 months (median 7 months). In particular, reports of adverse
events related to EPS and weight gain did not increase with longer-term treatment with Seroquel XR.

Bipolar disorder

In the treatment of moderate to severe manic episodes, Seroquel demonstrated superior efficacy to
placebo in reduction of manic symptoms at 3 and 12 weeks, in two monotherapy trials. The efficacy of
Seroquel XR was further demonstrated with significance versus placebo in an additional 3-week study.
Seroquel XR was dosed in the range of 400 to 800 mg/day and the mean dose was approximately

600 mg/day. Seroquel data in combination with divalproex or lithium in acute moderate to severe
manic episodes at 3 and 6 weeks is limited; however, combination therapy was well tolerated. The
data showed an additive effect at week 3. A second study did not demonstrate an additive effect at
week 6.

In a clinical trial, in patients with depressive episodes in bipolar I or bipolar II disorder, 300 mg/day
Seroquel XR showed superior efficacy to placebo in reduction of MADRS total score.

In 4 additional clinical trials with quetiapine, with a duration of 8 weeks in patients with moderate to
severe depressive episodes in bipolar I or bipolar II disorder, Seroquel IR 300 mg and 600 mg was
significantly superior to placebo treated patients for the relevant outcome measures: mean
improvement on the MADRS and for response defined as at least a 50% improvement in MADRS
total score from baseline. There was no difference in magnitude of effect between the patients who
received 300 mg Seroquel IR and those who received 600 mg dose.
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In the continuation phase in two of these studies, it was demonstrated that long-term treatment, of
patients who responded on Seroquel IR 300 or 600 mg, was efficacious compared to placebo treatment
with respect to depressive symptoms, but not with regard to manic symptoms.

In two recurrence prevention studies evaluating quetiapine in combination with mood stabilizers, in
patients with manic, depressed or mixed mood episodes, the combination with quetiapine was superior
to mood stabilizers monotherapy in increasing the time to recurrence of any mood event (manic,
mixed or depressed). Quetiapine was administered twice-daily totalling 400 mg to 800 mg a day as
combination therapy to lithium or valproate.

In a 6-week, randomised, study of lithium and Seroquel XR versus placebo and Seroquel XR in adult
patients with acute mania, the difference in YMRS mean improvement between the lithium add-on
group and the placebo add-on group was 2.8 points and the difference in % responders (defined as
50% improvement from baseline on the YMRS) was 11% (79% in the lithium add-on group vs. 68%
in the placebo add-on group).

In one long-term study (up to 2 years treatment) evaluating recurrence prevention in patients with
manic, depressed or mixed mood episodes quetiapine was superior to placebo in increasing the time to
recurrence of any mood event (manic, mixed or depressed), in patients with bipolar I disorder. The
number of patients with a mood event was 91 (22.5%) in the quetiapine group, 208 (51.5%) in the
placebo group and 95 (26.1%) in the lithium treatment groups respectively. In patients who responded
to quetiapine, when comparing continued treatment with quetiapine to switching to lithium, the results
indicated that a switch to lithium treatment does not appear to be associated with an increased time to
recurrence of a mood event.

Major depressive episodes in MDD

Two short-term (6-week) studies enrolled patients who had shown an inadequate response to at least
one antidepressant. Seroquel XR 150 mg and 300 mg/day, given as add-on treatment to ongoing
antidepressant therapy (amitriptyline, bupropion, citalopram, duloxetine, escitalopram, fluoxetine,
paroxetine, sertraline or venlafaxine) demonstrated superiority over antidepressant therapy alone in
reducing depressive symptoms as measured by improvement in MADRS total score (LS mean change
vs. placebo of 2-3.3 points).

Long-term efficacy and safety in patients with MDD has not been evaluated as add-on therapy,
however long-term efficacy and safety has been evaluated in adult patients as monotherapy (see
below).

The following studies were conducted with Seroquel XR as monotherapy treatment, however Seroquel
XR is only indicated for use as add-on therapy:

In three out of four short term (up to 8-weeks) monotherapy studies, in patients with major depressive
disorder, Seroquel XR 50 mg, 150 mg and 300 mg/day demonstrated superior efficacy to placebo in
reducing depressive symptoms as measured by improvement in the Montgomery-Asberg Depression
Rating Scale (MADRS) total score (LS mean change vs. placebo of 2-4 points).

In a monotherapy relapse prevention study, patients with depressive episodes stabilised on open-label
Seroquel XR treatment for at least 12 weeks were randomised to either Seroquel XR once daily or
placebo for up to 52 weeks. The mean dose of Seroquel XR during the randomised phase was 177
mg/day. The incidence of relapse was 14.2% for Seroquel XR treated patients and 34.4% for placebo-
treated patients.

In a short-term (9 week) study non-demented elderly patients (aged 66 to 89 years) with major
depressive disorder, Seroquel XR dosed flexibly in the range of 50 mg to 300 mg/day demonstrated
superior efficacy to placebo in reducing depressive symptoms as measured by improvement in
MADRS total score (LS mean change vs placebo -7.54). In this study patients randomised to Seroquel
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XR received 50 mg/day on Days 1-3, the dose could be increased to 100 mg/day on Day 4, 150
mg/day on Day 8 and up to 300 mg/day depending on clinical response and tolerability. The mean
dose of Seroquel XR was 160 mg/day. Other than the incidence of extrapyramidal symptoms

(see section 4.8 and ‘Clinical safety’ below) the tolerability of Seroquel XR once daily in elderly
patients was comparable to that seen in adults (aged 18-65 years). The proportion of randomized
patients over 75 years of age was 19%.

Clinical safety
In short-term, placebo-controlled clinical trials in schizophrenia and bipolar mania the aggregated

incidence of extrapyramidal symptoms was similar to placebo (schizophrenia: 7.8% for quetiapine and
8.0% for placebo; bipolar mania: 11.2% for quetiapine and 11.4% for placebo). Higher rates of
extrapyramidal symptoms were seen in quetiapine treated patients compared to those treated with
placebo in short-term, placebo-controlled clinical trials in MDD and bipolar depression. In short-term,
placebo-controlled bipolar depression trials the aggregated incidence of extrapyramidal symptoms was
8.9% for quetiapine compared to 3.8% for placebo. In short-term, placebo-controlled monotherapy
clinical trials in major depressive disorder the aggregated incidence of extrapyramidal symptoms was
5.4% for Seroquel XR and 3.2% for placebo. In a short-term placebo-controlled monotherapy trial in
elderly patients with major depressive disorder, the aggregated incidence of extrapyramidal symptoms
was 9.0% for Seroquel XR and 2.3% for placebo. In both bipolar depression and MDD, the incidence
of the individual adverse events (e.g. akathisia, extrapyramidal disorder, tremor, dyskinesia, dystonia,
restlessness, muscle contractions involuntary, psychomotor hyperactivity and muscle rigidity) did not
exceed 4% in any treatment group.

In short-term, fixed-dose (50mg/d to 800 mg/d), placebo-controlled studies (ranging from 3 to 8§
weeks), the mean weight gain for quetiapine-treated patients ranged from 0.8 kg for the 50 mg daily
dose to 1.4 kg for the 600 mg daily dose (with lower gain for the 800 mg daily dose), compared to 0.2
kg for the placebo treated patients. The percentage of quetiapine treated patients who gained >7% of
body weight ranged from 5.3% for the 50 mg daily dose to 15.5% for the 400 mg daily dose (with
lower gain for the 600 and 800 mg daily doses), compared to 3.7% for placebo treated patients.

A 6-week, randomised, study of lithium and Seroquel XR versus placebo and Seroquel XR in adult
patients with acute mania indicated that the combination of Seroquel XR with lithium leads to more
adverse events (63% versus 48% in Seroquel XR in combination with placebo). The safety results
showed a higher incidence of extrapyramidal symptoms reported in 16.8% of patients in the lithium
add-on group and 6.6% in the placebo add-on group, the majority of which consisted of tremor,
reported in 15.6% of the patients in the lithium add-on group and 4.9% in the placebo add-on group.
The incidence of somnolence was higher in the Seroquel XR with lithium add-on group (12.7%)
compared to the Seroquel XR with the placebo add-on group (5.5%). In addition, a higher percentage
of patients treated in the lithium add-on group (8.0%) had weight gain (>7%) at the end of treatment
compared to patients in the placebo add-on group (4.7%).

Longer term relapse prevention trials had an open label period (ranging from 4 to 36 weeks) during
which patients were treated with quetiapine, followed by a randomized withdrawal period during
which patients were randomized to quetiapine or placebo. For patients who were randomized to
quetiapine, the mean weight gain during the open label period was 2.56 kg, and by week 48 of the
randomized period, the mean weight gain was 3.22 kg, compared to open label baseline. For patients
who were randomized to placebo, the mean weight gain during the open label period was 2.39 kg, and
by week 48 of the randomized period the mean weight gain was 0.89 kg, compared to open label
baseline.

In placebo-controlled studies in elderly patients with dementia-related psychosis, the incidence of
cerebrovascular adverse events per 100 patient years was not higher in quetiapine-treated patients than
in placebo-treated patients.
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In all short-term placebo-controlled monotherapy trials in patients with a baseline neutrophil count
>1.5 x 10°/L, the incidence of at least one occurrence of a shift to neutrophil count <1.5 x 10°/L, was
1.9% in patients treated with quetiapine compared to 1.5% in placebo-treated patients. The incidence
of shifts to >0.5-<1.0 x 10°/L was the same (0.2%) in patients treated with quetiapine as with placebo-
treated patients. In all clinical trials (placebo-controlled, open-label, active comparator) in patients
with a baseline neutrophil count >1.5 x 10%/L, the incidence of at least one occurrence of a shift to
neutrophil count <1.5 x 10°/L was 2.9% and to <0.5 x 10°/L was 0.21% in patients treated with
quetiapine.

Quetiapine treatment was associated with dose-related decreases in thyroid hormone levels. The
incidences of shifts in TSH was 3.2 % for quetiapine versus 2.7 % for placebo. The incidence of
reciprocal, potentially clinically significant shifts of both T3 or T4 and TSH in these trials were rare,
and the observed changes in thyroid hormone levels were not associated with clinically symptomatic
hypothyroidism. The reduction in total and free T4 was maximal within the first six weeks of
quetiapine treatment, with no further reduction during long-term treatment. For about 2/3 of all cases,
cessation of quetiapine treatment was associated with a reversal of the effects on total and free T4,
irrespective of the duration of treatment.

Cataracts/lens opacities

In a clinical trial to evaluate the cataractogenic potential of Seroquel (200-800 mg/ day) versus
risperidone (2-8 mg/day) in patients with schizophrenia or schizoaffective disorder, the percentage of
patients with increased lens opacity grade was not higher in Seroquel (4%) compared with risperidone
(10%), for patients with at least 21 months of exposure.

Paediatric population

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.

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.
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Clinical safety
In the short-term paediatric 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
13.7% vs. 6.8% 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 post-treatment 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 section 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

Absorption
Quetiapine is well absorbed following oral administration. Seroquel XR achieves peak quetiapine and

norquetiapine plasma concentrations at approximately 6 hours after administration (Tmax). Steady-
state peak molar concentrations of the active metabolite norquetiapine are 35% of that observed for
quetiapine.

The pharmacokinetics of quetiapine and norquetiapine are linear and dose-proportional for doses up to
800 mg administered once daily. When Seroquel XR administered once daily is compared to the same
total daily dose of immediate-release quetiapine fumarate (Seroquel immediate release) administered
twice daily, the area under the plasma concentration-time curve (AUC) is equivalent, but the
maximum plasma concentration (Cmax) is 13% lower at steady state. When Seroquel XR is compared
to Seroquel immediate release, the norquetiapine metabolite AUC is 18% lower.

In a study examining the effects of food on the bioavailability of quetiapine, a high-fat meal was found
to produce statistically significant increases in the Seroquel XR Cax and AUC of approximately 50%
and 20% respectively. It cannot be excluded that the effect of a high fat meal on the formulation may
be larger. In comparison, a light meal had no significant effect on the Cnax or AUC of quetiapine. It is
recommended that Seroquel XR is taken once daily without food.

Distribution
Quetiapine is approximately 83% bound to plasma proteins.

Biotransformation

Quetiapine is extensively metabolised by the liver, with parent compound accounting for less than 5%
of unchanged drug-related material in the urine or faeces, following the administration of radiolabelled
quetiapine.

In vitro investigations established that CYP3A4 is the primary enzyme responsible for cytochrome
P450 mediated metabolism of quetiapine. Norquetiapine is primarily formed and eliminated via
CYP3A4.
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Quetiapine and several of its metabolites (including norquetiapine) were found to be weak inhibitors
of human cytochrome P450 1A2, 2C9, 2C19, 2D6 and 3A4 activities in vitro. In vitro CYP inhibition
is observed only at concentrations approximately 5 to 50 fold higher than those observed at a dose
range of 300 to 800 mg/day in humans. Based on these in vitro results, it is unlikely that co-
administration of quetiapine with other drugs will result in clinically significant drug inhibition of
cytochrome P450 mediated metabolism of the other drug. From animal studies it appears that
quetiapine can induce cytochrome P450 enzymes. In a specific interaction study in psychotic patients,
however, no increase in the cytochrome P450 activity was found after administration of quetiapine.

Elimination

The elimination half lives of quetiapine and norquetiapine are approximately 7 and 12 hours,
respectively. Approximately 73% of a radiolabelled drug was excreted in the urine and 21% in the
faeces with less than 5% of the total radioactivity representing unchanged drug-related material. The
average molar dose fraction of free quetiapine and the active human plasma metabolite norquetiapine
is <5% excreted in the urine.

Special populations

Gender
The pharmacokinetics of quetiapine does not differ between men and women.

Elderly
The mean clearance of quetiapine in the elderly is approximately 30 to 50% lower than that seen in

adults aged 18 to 65 years.

Renal impairment

The mean plasma clearance of quetiapine was reduced by approximately 25% in subjects with severe
renal impairment (creatinine clearance less than 30 ml/min/1.73 m?), but the individual clearance
values are within the range for normal subjects.

Hepatic impairment

The mean quetiapine plasma clearance decreases with approximately 25% in persons with known
hepatic impairment (stable alcohol cirrhosis). As quetiapine is extensively metabolised by the liver,
elevated plasma levels are expected in the population with hepatic impairment. Dose adjustments may
be necessary in these patients (see section 4.2).

Paediatric population

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 (Seroquel) twice daily. At steady-state, the dose-
normalized plasma levels of the parent compound, quetiapine, in children and adolescents (10-17 years
of age) were in general similar to adults, though Cp.ax in children was at the higher end of the range
observed in adults. The AUC and Cr.ax 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.

No information is available for Seroquel XR in children and adolescents.
5.3  Preclinical safety data

There was no evidence of genotoxicity in a series of in vitro and in vivo genotoxicity studies. In
laboratory animals at a clinically relevant exposure level the following deviations were seen, which as
yet have not been confirmed in long-term clinical research:

In rats, pigment deposition in the thyroid gland has been observed; in cynomolgus monkeys thyroid
follicular cell hypertrophy, a lowering in plasma Tj levels, decreased haemoglobin concentration and a
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decrease of red and white blood cell count have been observed; and in dogs lens opacity and cataracts.

(For cataracts/lens opacities see section 5.1.)

In an embryofoetal toxicity study in rabbits the foetal incidence of carpal/tarsal flexure was increased.
This effect occurred in the presence of overt maternal effects such as reduced body weight gain. These

effects were apparent at maternal exposure levels similar or slightly above those in humans at the
maximal therapeutic dose. The relevance of this finding for humans is unknown.

In a fertility study in rats, marginal reduction in male fertility and pseudopregnancy, protracted periods

of diestrus, increased precoital interval and reduced pregnancy rate were seen. These effects are

related to elevated prolactin levels and not directly relevant to humans because of species differences

in hormonal control of reproduction.

6. PHARMACEUTICAL PARTICULARS
6.1  List of excipients

Core

Cellulose, microcrystalline
Sodium citrate

Lactose monohydrate
Magnesium stearate

Hypromellose 2208

Coating
Hypromellose 2910

Macrogol 400

Titanium dioxide (E171)

Iron oxide, yellow (E172) (50, 200 and 300 mg tablets)
Iron oxide, red (E172) (50 mg tablets)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Polychlorotrifluoroethylene and polyvinylchloride with aluminium blister
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Tablet Strength
50 mg, 150 mg 200 mg, 300 mg and 400 mg
tablets

Carton (pack) contents
10 tablets

30 tablets
50 tablets
50 tablets
60 tablets
100 tablets
100 tablets

Blisters
1 blister of 10 tablets

3 blisters of 10 tablets
10 blisters of 5 tablets
5 blisters of 10 tablets
6 blisters of 10 tablets
10 blisters of 10 tablets
100 blisters of 1 tablet

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 21 August 2007
Date of latest renewal: 23 November 2015

10. DATE OF REVISION OF THE TEXT

23

156



1.6
SNERERKIRE

N E

Astellas Page 1 of 28

157



1.6
SNERERKIRE

1 EEL4A
tr 7 /L XR 50 mg A EE
t 1 7 )L XR 150 mg BRAkE
1 7 /)L XR 200 mg BRAkEE
tr 7 /L XR 300 mg REE
1 7 =)L XR 400 mg REE

2 TEMMRUEEMHEEK

tr /T XR50mg iE, 1$EHFIC/7ZF T S0mg (/o F T 7Ll L) %
EHT D,

tr /L XR150mg 1%, 1HEHICZ =F T 150mg (7 =F 7 7= AgiEl L70)
EEAT D,

tr 7T/ XR200mg i%, 1EEFIZ/ ZFTEL200mg (7 =F T B 7<)V L0)
EEAT D,

o s/l XR300mg 1L, 18EFICZ=F T 300mg (7 =F 7 7~ )Lgt e LTC)
EEAT D,

s T/l XR400mg 1%, 1 HEHIZZ =F T EL 400mg (7 =F T & 7~ Ve L)
mEHT D,

BN SN T DN

e/ TV XR50mg %, 1EETICEKINE 119mg 2567 5,
Tr /L XR 150 mg 13, 1 SEHICHOKILEE 71 mg 2567 5.
tru 7>/l XR200mg i, 1 8EHICHEKILEE SOmg #2567 5,
e 7L XR300mg i, 1 8EHFICHEKILIE 4T mg 25679 5,
a7 L XR400 mg 13, 1 SEHFICHOKILEE 15Smg 2567 5,

b,
> —
c\—
bl
L
, —
b,
> —

LI OOV TH, Fl61HEEBROZ L,

3 HIE

IR BE

el XRS50 mg $EIHKEEZ LTERY, FmiZ TXR50) XIS TS,
e 7L XR 150 mg SEILAAEZ LTEY, Fmic IXR150) LAHISN TV S,
tr 7L XR 200 mg $EILE A LTHY, FEIZ TXR200) EHHISNTWD,
e 27 xL XR 300 mg SEITAEHEEZ LTHBY, Fmic XR300) EZFISLTWD,

Astellas Page 2 of 28

158



1.6
SNERERKIRE

e/l XR400 mg FEILAAEZ LTEHY, FmiZ [XR400) EAHIS TV S,

4 ERIKICEI SRE

41  PhEe - MR
tr 7T/l XR OWIHEE - ZIRIZUUT D@ Y Th D,
o A IFRIED IR
o WUBMEREE D IEE
o IMMEREEIC LB PR AR LEEOEFET E Y — ROWHK
o BHBMERETEIZ LD KD DT B Y — FOIRE
o JIZFTEUINCKDIBEITL LT AR FEE B 2B DR LD o=y — K
DT
o {9 OIHAPRIEI ISR R TH - 72K 9 SRS (MDD) BHIZHIT 5K I /LK
Y= FObH 23 E OF L G[51 SR, BIMINNIC, £ =L XR 0%
Ry ANEEETH L HAAJEBI).

42 RiE-RAE

LG5 A 7T a—E, 2hig - IR T LICE R D, LIERo T, BEORREICIE Ui iE7e A
B HRICOWT, BEICHMZRERZ R L 2T b,

tr s )L XRIFZEERHZ 1 B 1 ERET 2, e 27 2L XREEFFEDE EH T LIRARIAT,
SEL BRSO L 72T b

HEA

MERFERVNBEEEZTICLIFEELGLOVLEEDRRFIEY — FDAE

eV XRIE, BFEOFFUEANCESET 5, WEMGEZ2 Ao 1 B&EE, 1A
300mg, 2 HEIX600mg &35, HLE1 HEIX600mg THDHA, KM EY LS8
AlZiE 1 H 800 mg £ THEL TH kv, BFEDKRBEN OXBFMEITSE LT, A2HEOHH
W (1 H 400~800 mg) THEAZFHIT 2, MAKMEOHERIRIEL L THEMT 22X, HE
FAHNIAETH 5,

PIBHEEEIZLDIKRKSDRIE Y — FDBE

s XRITHERICER G 5, 16WHME 4 Ao 1 A&, 1 BRI S50mg, 2 A B
100mg, 3 HHIX200mg, 4 HHIX300mg &7 5, HL5E1 HEIL300mg THD, KRR T
I+, 600 mg FET 300 mg BEZ LInl 2 BRIIH DN GHSIABI) 25, B LT
600 mg CNRNEOLNLDHE B H D, 300 mg 8 x5 HEOEG-BRIGIE, BUHBMERE DI

Astellas Page 3 of 28

159



1.6
SNERERKIRE

BRNEE BRI T 2 &, ARMICBRENAE UEBETIE, 272< L 200 mg ~DFEE K
FLTHIWZ ERFRRABRICE DV RSN TS,

PIBHEEEDBEHEFH

tr 7 )L XRIZ K D BMEMIREICEOR U SRS A 2 L, BW, IRGMSUL D 2
TEY— ROFETHEZANE UTHERT 2T, ek s RA&EZRERICE ST 5,
tr sz XROMET, #5x0BEOEKRSRM ORELEZBRE L T, 300~800 mg/H O &
HPHNTHRET L CH LW, MERRIEICIE, BADREERT 22 ENEETH S,

MDD BEICEITHKRIDREIEY — FOGREE

w7 o)L XRITBERNZ &G 5, 16WREEE 4 O 1 HEE, 1 BEAOC2 B EIZ
50mg, 3 HHNXO4 AHIZ150mg &3 %, PFARE (DFHZE : 7 I MU 7F U >, bupropion,
AT A, TaudxkFr, mRAX a7 T A, fluoxetine, NeFtF L, BALNTY Kk
@NV§77#>v“EHE§%)%ﬁﬁbt@%ﬁﬁfﬁl%mgﬁﬁwﬂmmgﬁ,ﬁﬂﬁ%
e L7 AR Tl S0 mg/ B THL O S1ER RO b, AR T, AEFRDOY R
MW ERT D0, S0mgAnb&ELERGL, LIRS EEZHEHTHZ L, 150mg/HH D
300 mg/ H ~DHEEOMLEMIL, #x OBE OB S S M2 2 &,

00 T)LZEKGED 5 DY EZ

a2 oV A 1 BERENCST TRG STV BRETIE, B5OFIEEN L2 ML
LG 1HEPELWER /L XRD 1 H 1 EEREIZUIVEZ L ZENRETHL, BETL
O EFAEN LR GRS 5,

=7 k=

IR TIE, fOPURSMHR KR O 5 DI & AR, FRCEGBAPIIICITEEICR G T 54
ENRD D, HEEEEE COMEARE LR L T, EEELES, | HRGEEZ R TO2LERD
LEENH 5, MEEETIE, Z7=FTECOFEHMmMES VT T v AN EEE &L T
30~50%IKD o 72, EEEFE~OEEIX 50 mg/ H G T 5 2 & filx DEF DERRDEL )
BAEMEIZIE U T, 50mg/H T >OAHEICET H2ETHELTH XU,

MDD IZ X DK I DT Y — R& BT 5 mbnEE T, /6% 1~3 HHIZ 50 mg/H TH5- % B
L, 4 HHIZ100mg/H, 8 HEIZ 150 mg/H £ CTHI&ET 5 Z &, 50mg/H b5 2 Bih Ui
NN REFEAT D L, FHMEICHETSE 300 mg/ H £ COMENLE LM SN -BETH, &
522 HBIZ72 2 FTIE300mg/ BIZHEE LW &,

PHRRMEREEIZ L D 9 DR Y — K& 2T 25 65 it D BE TIL, A& L2 G X
T 7au,

Astellas Page 4 of 28

160



1.6
SNERERKIRE

INEEE
18 i AT D /N R ONEFDE~DOREIL, EHAORBILE 257 — 256N TR, #

ISR, 7°'7Jzn“‘\‘ia‘ﬁi%ﬁuﬁuﬂ?§it5ﬁfmmb“?‘/;«%%E, %ﬁ %E&U%ﬁ

IR,

EHREEE
BERREIRE D & 5 BE THEZ T 2 4B 37220,

FFEREER

7 ZFT E IR L0 RFICRE S D, Liando T, IFESREREE O H 5 BHE T, FRZ
BHBMPIINCEEICR G T 52 &, EEREOH 5 BF~DOR G150 mg/ A0 GG 5 2
& BRE R OFBEOBFMEITIE T, 50mg/H OHEERT, AOHARICETD L THEEL
TH LW,

43 EZ

AHEN DB RS TN DN oxt L COREUED H 5 B3,
F K~ v A P450 (CYP) 3A4PHEERAZE T 3L HIV Vv r 7 —FBHEEK, 7V—1%R
VIEEH, = 2a~v Ay, 77U Aa~A 3, nefazodone 72 F) OUFHIIER LTS (5

HI%%%%

44 ZBELRUERLOEE

T r L XRACITERONEE « BN D 5750, KEHEODER O G&IC SN TEZeM
07y ANERRNTHI L,

MDD B TO PRI & LT OEAME L OB S TV R0, BRABRE T
AL & LT OESAER L EMTEMi STV 5 (%Eéﬁﬁﬁ)o

hEEE

18 A M D/ N K ONEFDE~OF G, EHORILL 2257 =2 B onThiniz, #HE
W, 72FT7 v OBKRBRTIE, MATHEREIN TV LILEETn T 7 A1 (%
HBM) LSS, NEROFDETORBBEN LN LR L TRWAERSR (BRUTE, i
Wrm T s FRED ER, WarE, BRKOHEM), NEROFVECHEANETRR DB K
XL 9 2HERESR HEARSMNBIER X OB REE) DO1F)y, BRAGRER THERR S TV WA ERR
(MEEF) BBOENTWD, NEROEDETIE, FRBEEREMEOZI LR D ST
2

Astellas Page 5 of 28

161



1.6
SNERERKIRE

FHE RO T 57 = F 7 E B EORMOEE (L4t 1%, 26 8B EREshT
W7V, FRIENEEE N O TEN R I3 2 BRI I I A TH 5,

INR RO EBRE 2R L L7 T B AR RERRRBR I, A JCHiiE, SUBMEBRS & O
WMk 5 SIFICHT 5 7 =F 7 B U BERET, HEARSMRIER (EPS) ORBRN T T &R L
D E AT (%Ezsﬁﬁ)o

B ERZIEX LGB

DORTIE, HERSE, BETAMOBER (ARBEEESR) OV R I7BEED, Z0OU A7
1%, EWHRMMNEOND £ TR T D, WENRADLND T TICRGHBREGEML L4555
FREMENY D D72, WGEENRALND E THEDOBIZEZ+/0I1247) 2 &, BRRER L, BEO Y]
WZIE— Iz, BEOY AN EAT5A[EWERH D,

70, REMNRERBOBEMOMERRAE 1O, 7=F T s raichibd2 & A%EEE
GRRBLTHBEINRHD L E2BETOINERD D,

JZF T EUBS ENDEDOMOKHEED RN, ARBEEFEROY X7 R E0NEH DN
bbb, IHIZ, TOLIRBERIIK) DHZEY— REEHT 560805, Lizno->T, 20
L OFEHEEDBE IR ET DHRICH, KOIOHEE Y — N2 ET2BE~OMFH LoEE L[FH
—DEEFHZNETT L &,

B & BEFER ORI D & 2 BF IR G-I RO A RSEZ 27 2 8F 1L, BREEEX
ITEEEROV 27 BNENZ ERLN TS, FEHRPITERRS BFOBEL1TO =
L EMEEORANBE ZRIG L LizH ) DEO T 7 R AREGERRBR O 2 2 7 U v 2T,
2S5 EATMDBEICB T2 ARITADY A7, HiHOEEEHETT T vRBRGHLV SN &
DRSNTND,

s (FrROBRBGI R O &L E#) 12X, B, e A7 OBE ZREICE
Tz e, BFE (KOS 120X, BRIRAEL, BEITAXIARSESCITHORE Ao
HAERZBIZL, ZNOOERPENT-HAICE, EBICEMOBEEZZITD X EERET S 2
Lo

KODFTE Y — K& BT 5 WiMEER BT 2R E LIl o 7 7 2 8 RER AR RS T
X, EERANEE QSR ICBITLEEBMERERRO Y AR, J2FTEURERTT T
TARBEGREL L TR -T2 (BN 3.0% % TN 0%), MDD EB#F & x5 & LKA T
%, EERNEE Q5T 1TBIT 5 BRBMEFRROEERTL, F=F 7RG T 2.1%
(144 B 3 1), 7" Z B ARFEGHET 1.3% (75619 1 ) ThH o7z,

FY X7

BRREBRIC BT, AANC K 27 e 7 7 A VB e (KE, b~ FokE [TeifbE oE
ZH], IFEOERE) DU RIRRDOENTWND Z b, RERBIHIINREANT A —2 %
TS & & BT, BEHRTPICINE DT A =2 OB EHRCHER T 2L ER DD, T

Astellas Page 6 of 28

162



1.6
SNERERKIRE

NS DIRT A —Z | TEALN I ST EAITIE, %%L@M%Kﬁbfﬁﬁ#é:k(ﬁﬂﬂﬁﬁ
ELE))

TEIESFEEIER

NBEZRG L LT 77 B AR BRERRER CTlE, MHRPEREE L VK D SRR EIC L D KD
ORI Y — RIZHT 57 = F T AELIZL 0, $EARIKIER (EPS) ORBENT T &R

GREL B LT ER L GRS JAR R[S faSH),

J T T EEGIHENT DT ORBEPRDHLINTWD, THUTIE, RRITEREE
PEOEBEZDRIE, Lok LTuhoiT, ULIXUITBAUINALZ SR> TWDH Z N TE R
WEW) TR Z 2R ET5, 7OV VT O RFIITR S BGEBEEBLUNTH H,
O ORER A HBL L7 BB COMEITEREZ KT T /iR H 5,

ERMESIFALZT
BV A X 227 OIS OIERDP BN TS E1E, 7 =F 7 B ORE X35 Pk 2 BEt
THI L, BREEDARTRUTOERIT, BEPIERTH > THECSUIHILT 5 /TRERH 5

(%EHE%%%

1EER R LN E B oD F L)

72 FT ARG, BIRE T OBEER #ERY) BRDLATND < .E?%
BR), B 5 D9 B UK 5 SR E 0 B 255 & L BRI T, BUIRILEY, #55H
G% 3 HULNICRELL, KEEUTBE R LIS Ch o7, BEOBIRARKE L BE T
BRFEEL & 2 VRIS SUTEER 234 2 £ ¢, x%ﬁf%ﬁ%ﬁzgﬂ&ékk%p,%ﬁ
L DBF R LEN 72 DB D,

BT EEMF

JTFT ARG LY ENPEEAE & 2 AUSHE S B VAR TR Y (%.E
BR), fEHR & R, WMELMOMYICRET 2 2 LRS00, FoEmE T, BIRICE Y Fik
ICEBAME (EE) BNRAELSLTL 25, LER-T, KANCE DAL S 2EEICENLS £ TIE
WHET 5L mFIcHET 5 2L,

JFT AL, B OISR, BiEE BT E OMIKNE 2 K7 LR 2o kiES
ﬁ¢é$%f WEICR T 5 2 &, OIS RO EHEE RO & % B RN EA R
H L5810, ﬁgﬂii@ ERIHE R MRS A LERD B,

Astellas Page 7 of 28

163



1.6
SNERERKIRE

FEHR FF FRIT IR AE 1R 7

72 FT B OMMEBE T, FEIREEEFFRAEGE DN Hs SV TV %, AR R 58 2 Of
ML TWLEES, MERE N OB ST Y 27 GBRE e, Btk E) oboEET
3, 7=F T RERICRGTH L,

EEFEE

LR R IRRBR ClX, 7 = F 7T B E 7 T v R B G HEOM TRBRIEORIIRIZ AT
RO LN o T, KRR BOBTED & 5 BE TORBEIEORBRIZONTL, T—40
BHNTVRYY, £ OMOGUREHIREE & [FER, KEFRIEOBIERED H 2 BH IG5 T HBRICI3E

o R (%E?Eﬁﬁ)o

EILIEIRE

I TFT L EGTHRERORSIC LY, EMEERSRD O TND (F EEZE
), EMOEEREOBHERIE, @A, RO, HEM, BERRALE, Z LT Fr
RARFF—BRIMOF R Tl 5, BHEGERENRE LIBAIE, 7 oF 7 #5420k
L, HYIRIERETT O BERD D,

BEDIFH IR A DAER D IEBFIERAE

7 T F 7 OFRKRER T, HEEOLPERBUIE (GFHERE : 0.5 x 10%/L Khii) 238G S 4
TW5, BEOHFERBAIEDITEEALIL, 7 F 7 N X DIRMEIRAE 2~3 » A LAINIZH
B L7, B0 HEREHIEA Do Tz, TR OERRER T, BBINEICE 7=, 4F
HERIBMEDERIN 7- £ L TEZ LN ERIE, BEFOAMmERE (WBC) KIEDIE), KAl
FYEDOIFHERMEDBERE /2 EN D D, L, ERIATE2H LTV isho B3 THEIF 0%
BIASGR® DALz, AFHEREY 1.0 x 100L Rl & 7o o BE T, 7 =F 70542 T 5
Zk, m@@@&@ﬁh®ﬁﬁ&k% , AP ERBOREBIZEEZ1TO 2L (15X 10°0/L 2 1
6?@(%.‘

%K%%#ﬁﬁlﬂﬁw$%fm G ST ED BN T 58121, aFHRERVE 2 88\, BRIR B
DORENS L THRET H 2 &,

T 7 T K D TR R SR EROE ST & —Bog S e R (BB, i), REAR
SATMEMESR 72 &) BSBINTZSE11E, EHICHRET 2 L) BFIEET 2 0ERH D, 20 LD
PR, FRICHENEA L TOARWVEETIE, AMERE N, O ek (ANC) Z et
THI L,

may> (LXAHU>) (EF

I FTEDIEMRE THA I NI F TN, BEOLRAT ) VREY T2 A ST
R WUV 2 BT 5, ZOMWEIL, Z7oF 7o H& CofR, il

Astellas Page 8 of 28

164



1.6
SNERERKIRE

TR D & B OSA L OB, ROMBRR G, iz U RIS X ARIFER %45 K
Thd, FiaVy (AAxB V) EAOHZERIOEABREIL, 7 =F7 Er e lEckEsd
52k, RE, BERMIC EE RN IRA A, BEEAZE S TR, AR SR A PN
37 OBEREOH D EHETIE, /2 F T UL REEICEE TS (%.E, %. %
IE&U%.EJ%HE)

165 1E/F

’“’“.E%?%EB@* L,

7 F T LB RITRRFENOH 5HH (I A~vEBE Y, T==b A28 Zff
MTsL, 72F T OMBETRENKIBIKTL, 7=F T E AKX DIEFNEIETT 5
AIREMED B D, TTERFFEEH OB LA ZEH L TWAHEE TIE, 7=F 7 B OFWRMENIT
RERFHEER OB DA OF G I X D EREE BB S & ERMAHRTT 285 8IC0Hk, 7T
TEURGERGTDZ &, HEEHEERO® 53E 0 ML - HROEEIXERIITD, HE

WIS U T, FREEFHEMEAORVIEA 0L afgt ) U ARE) [0 EZD 2 ENEET
H5D,

rE

J o F T RS RE CRERIINERE STV, Z0-b, KEOBEEZITW, HHT 5
FOBMIEID T A F5 A N~ T, BE LOMEIIS LTS5 - L (%.E&U
IEHE M),

%

B

B B K O SRR OFNE TR FRUCHE S, & M7 =3 AT E A
:&%%D,%tmﬁotﬁm%ﬁ%éhfwé(%Hﬂ%&@o*%@ﬁWTﬁ,ﬁﬁk%
2 BN D RERTOEEHMAEE SN TWD, FAT2PUEHIRERO T A KT A ZHE->T,
OIRBRRIBIE AT ) Z L NEE LV, 2 =F 7 L 2 S Lo 585 T, &I
DOWBER OIER (BHIE, 2R, BRLOBII772E) OFELBE L, BRI EE LR O
fERR T2 HT 5 EETE, M=y o — L OBE(LoF %, (KE2EROICELETS 2 b,

5 &
P xFTECOEERRERTIE, PV ZUEY R, LDLEMRaL ATa—L0 BR, Nz
HDL = L AT 2 — L DR FARD LR TND (5 .E?JSHE) PRAGEIETIZ ST, ISEE
DEEERTHZ L.

Astellas Page 9 of 28

165



1.6

SNEFERRRE
QT@E

PREBR IR N O 2 (SPC) IR » T2 fEHRRICIE, 7 =T 7 v & QT Mg oHkHE D FF
,ﬁﬁﬁﬁt@%L¢ «w%mfw&momw%_,a:%75y@ﬁﬁﬁ%(%ﬂﬂﬁgﬁ>

B EE S (4B 12k Y QTIERAME SNz, MOFTRFRIE L [k, LmiE R
FHRO b 2 BHE XL QT IEEDFIFEDH 2 BF I/ 2 F 7 E L 2 HT 2RI, EENNBE
T b, FHCEEER, JERME QT ERAEGRE, 5 - Mtk OARE, DIEK, K5 Y 7 Al X%
K~ 72U AMIEDSH 5 BFETIE, QT MREEZMEE S5 2 &3 6TV 5 JEH) Tk
W & L B/ T F T B AT AR b EEASLETH D <%E§ﬁ@>o

1DV BFAE R DM B 26

B R AR S OV IR % O FE R ARER ClE, ODIER ODIRPHE SN TWAEN, J=F T &
DBEIEMEIHER STV RV, DIEIL O RP RO BETIE, 7=F 7 OREEH
R 2 NERH 5,

BERE
72 FT B OEAROERERIERIS, RNIRE, B, BE, TR, R, FEED E0RTS
RN 72 & ORPEBEBIEIR 2N A STV D, 1~2 B EDT TRARICHIET 2 O0REE L

Vs (’%Eiﬁﬁﬁ)o

GEAEIZEE L /- 1B RIER ZFH T S EE

JZFT L, RRAE | B Luifﬁﬂf“ﬂkf?)#*ﬁﬁ%k L CHRRE S AL TUVRLY,

PRAVEBE BN 255 & D EEAL T T B AR IRRBRTIE, B OIEERUBRREROR S
kD, MEREEFEOY A7 BK3ECER Li-, 20U 27 FROMFIZIRATH S,
M OPUEHIFIE IO BEFEATEH, VA7 EAOFREMEITIGE TX 2V, WMAEHOERKE1
EAETHEETIE, /72 F T AEEICKRES TSI L,

FEERPUBSHRIED A X 7 ) AT, RAVEICEE L 7SS ek 244 5 Sl <,
TR RBEEREL IR L CHLEY 27 O EARHRESNL TS, RROBEEMEZNGRE Lizs
TFTED2-O0 10 MH 77 ARk HEEER (710 #1, FXFE : 83 5% L4 : 56~99 %))
TlE, 72F T EUEEREORTEN 5.5%ICX L, 7T uREEROELTEN 32% Th o7,
o 2 BROEE L, ZOBFEATTHINDERIC—ET H MR L VT L,

BT EE

7 TFT AR L 0T EE . BMR) NI TEY, BElEMERAOBEAD
HOHBETIY, FFTELAEEICRETAD L,

Astellas Page 10 of 28

166



1.6
SNERERKIRE

BRRVGEE

FERIIBHEDERE 70O —>Th D, 7 TF 7 E 5T L0 ERLOBHENRE ShT
wé<%HE%%@O:mg@ﬁ%mmm,%%%@Ux&ﬁ%w%%<%%@%%ﬁré@
% HHN 2O 5 BE RO/ SUTMERIER 2R 2 RVBH 2 L) TREICE RN S £
NTWD, B (Lo 2%k LImBEE, +oRBEk OSRERIERC L0 EmT5 2k,

FFARMfEZEEAE (VTE)

PURSHRROMEAIC L Y, HiRMAEZERIE (VIE) AlE STV, PUsREO®R GBS
I%, VTE O#% KFERK T2 H 952 R0 7alianwieed, 7 =F 7 oG RIGR RO
HHIMIHIZiE, VIE OfERK & B2 b HBERAZ T X THRL, THHFEELZHELLZ L,

JEH

B R ERBR K O RS O FRRBRIC B\ T, R ME Sh T\ b, HIREBEETIX, +To
FEBNSERRE T LT Wb TR 1228, 2K OBREDN, Bk L OB AR ST
mégm<b9fUtUF%ME%HIE%@,ma,%@@e>%ﬁbfwko

FDMDIEHR
HEEE 72N LEE OB = Y — RAMHIIXT 5 27 =F 7 v & divalproex XX Y F 7 LD
PERCE LTI, +oRTF—2 BB THARY, UL, BHRRED BRMIZRFThH-T-
(%E&U%EZSH@O BRI 3 B BICHINRE 7 — 2R E5 TV D,

A
tr s XRETHELZEAT D, ENRBIETRETHDHH T 7 b—ARME, Lapp 7
I —BRZIEXIET VA=A « BT 7 N—=ARNARRIEDH 5 BEITIE, AFERS LN
&

FEH - BLA
SR HOREFINHRE SN TND, T a— LA O HOBENH S EBEEICIL, 7oF
T AT ABRICIEENLETH 5,

45 HMORFEDHEERRUVZDOMDHEEER

2 FTEATEL UTHIRMHRRIIER T 2720, Mo FRERE LT v a—n & offH
IFHEICITY Z &,
gtaly (WA ) AEHOS 2MOFEFOEHER TR T DT, EEPLETHD

(%HH@%%%

Astellas Page 11 of 28

167



1.6
SNERERKIRE

CYPIZL 27 =F 7 v ORHHIBE T 2 720 7FIX CYP3A4 Th D, MEEHIRE 4 3%
ELIZMAEERRBRTIE, 72578y 25mg) =7 h=)F Y —L (CYP3A4 SEEHA AT
LEADN EOHHEZEEG LI E, 7 FTELO AUC N S~ EHIN LT, ZOfERICHESX, 7
TF T L CYPIA4 HEERZ AT 23K & OIFITERE T2, 7 =F 7B K DIREF
Wi, =77 N—Y Va2 —ADERbLEET S L,

BEERGLE LT, IRy (WEEFEENZAT 534D Ok OO o
J T T OERYEREZ TN L - K ER 5B T, I~ EBErofffkEicLy, 7
FTELDI VT ITUANRELL R L, 2O VT A ERICEY, 72F 7 0Ly
W (AUC Z4515) N7 =F 7 B Bl G R OIREE R D 13% CEXE) £ Tl L7223,
—EOBETIIINL Y KREWEERRO SN, ZOMAMERIC I > TIERRENET L,
J T T OIRENENBITT A AN SH L, /2 F T E T 2=y (I 7Y — A
BEEFLEEAOD DR OHA) LORAKRE L&, 72F 707 VT 7 ACKIER ES-
() 450% D4 ME U7, HERHEIERHOH 23R EHEH L TWHBETIE, 7=F 78
v DR IEHED TR FHGIER O & 2 A O 5-HIEIC X D falrtt % BRlD & ERAEIETT 2356
DI, 7 FT RGBT D 2L, HEEFEIEMOH 53O Mk - &L ITHE
WIZATV, MBS UTC, HEEEFEIEH O WIS (Sv7aizh MY oL d) 28z
DILHEETHL (BAJHBI).

PO OETHLHA I 7T I (CYP2D6 FREIEH A AT 534 X fluoxetine (CYP3A4 Y
CYP2D6 BHFEIER ZH T 234 L OUHEEICL Y, 7 =F 7 v O3EMBIREICI b 721k
(E NSy (WAYIENoY N

PURBMHIRE TH D U AXRY R dnmXY R— L EDffHEEIZEY, 72FT7 e 0y
FREIIA EICE (L L o 72, Thioridazine & OOFEE LG LY, 7 =FT7 D7 VT TR
D3I 70% E5H- L7,

VAFOUEOPHEEICL Y, 7T T B OB IR bR o T,

JZF TR EDOHAREICEY, VT U LAOEYERBIZELITA LRI 5T,

SMEMBRORARE EZRE LTV FyLLttun s L XR OHEGE 7 7R Etn s
T/ XR OUf G & ik L7z 6 M OBIEALRER T, UV F U ADFHBECI T 2 #ERIMNE R
AEFL KRR, BIREOEREENORBERD, 77 v RFAREL kL TarroTe (B
EIE%%%

A TapF N ULEZF T O AEGICEY, WA OEYEREICERRAICIE & 72
LEEIHA NI ST, 2V TalR, 7 =F T e S ULHAZ B St N R OE D EO#%
Al EAFFETIE, DFHFRIERECIS T 2 A M ERIEAE & OGP HERIBUDE DFE B, HAIEERE &
B L CRnW 2 e R S Tz,

— B S B TEBR RGP & O IR AR RBRITSEE L TR,

BAFE T QT MIBRERE 25 & 2+ 2 LM SN TV DA L EAT 2 BIC1E, EER
WETH D,

Astellas Page 12 of 28

168



1.6
SNERERKIRE

JF TGO H HBETIE, AV R ROZEBRRH D D3O REF 0 R EEO RS FA
L 70 L OMEND D, RERNEEICLDZ A7 V== 7 Thkb LWERENELNZEE
Wi, @R a~ 7T 7 0B X AEERE NI NS,

46 ZiaeE, IEIRKR UREL

IR
FHAR AT

IR OIEZERIZBE L TR LN TWAART —% ([EB#HEEETe) 132U EL L v _(300
~1,000 PEOULIRERIR) . F72, EEOBEETIE, HGICED2A B0V 27 ERITRBENT
W22, 2L, ZTRETIZHELNTWART —XIZEESE, WMERFERICIIE S TRy, B
P& CTRBTE, AMBEESBO LTS BS3JEBM . Licsio T, ROk
Wk LT, 1R EoRSEDNEREE BRI S S 258Ic0R5T 52 L,

AR BH]

IR HURHREE (7 2 F T e aadl) NERESNTHL5E, BRI HARSMEAER
KO/ ATHEBUER 22 EDORIWER BN DB LN H Y, HAERORER O HAEE & UFFe I 1
IMENEN D D, Wl FHEORIIE, HERIKT, R, BUR, WE5a, mslEE Iz e
DWENRD D, Lo T, EERSHEROBELITILERH D,

=L

JZFT DO MEHLHFA~OBITHEICOWTHE SN TWDIAERT — X TbT M &7,
BRAETO ZF T EVOBITHIC DN T —E LIERIIG T, EiEeT — % 235
HILTWRNe®D, BHOF RN RAPOLIE~DIBFHROGHEMEEZEZEL, B#H, ErrszL
XR EG-OWTEFIET 0 ERE LT TR 5720,

K
op~
puurg

i
t FOZIBREICKTT 57 = F T U ORBITFHMEI LTV RV, Ty FTIE, e TR
5 FHICERETAEERNED LN, ZNHOEEITE MUIEEBEEL22WLDOTHSE (F
53 [ERR

=
=

"

~—

!

o

4.7 BHEOEREUEHIZEICNT 552E

JFTEATTEE L TCTHRMERRICERT 2720, FtiomeEr: 2 24 A iEdhic L4 k-
TREEMER D D, LTaio T, AFNCHT 245 BEH ORISR S D £ TlE, BHEEOER
OO BMEICIEE SR W D ICEET DH Z &,

Astellas Page 13 of 28

169



4.8

2l{EMA

1.6
SNERERKIRE

J2FTECOEREWEAR (10%LL ) X, @R, ZEEO F, 889, Oz, BEp (R
) SERR, MiEHF RU ZUEBY RH#EMN, B 25 a— (FEIZLDL 2 L X TFr—/L) B,

HDL = L 27 v —/Ligb, (REHN, ~F 78 B R UHERSRER TH 5.

I TF T NI K DIREORWER ORI L, EREEZFIA RS OHELEEEX (CIOMS 7 —
X T —7 11 ; 1995) ICHE-> T T » R,

1

DIFT7EVIZEHREDEER

HEFRGOMEL, UTOLIIHETS  EFICLSALND (1/10L8LE), L<AHBND
LEIzHHNS (1/1,000 LA E, 1/100 K, F4u (1/10,000 UL E,
1/1,000 i), FEFIZE A (1/10,000 Kjiii), R (AFT—Z 05 OHEEAT),

(1/100 LL I, 1/10 A7),

soC FERICEKLHL | KL< HBNDE |[LZI2HBND |Fh EEIZEN N
hd
IS L OF | ~F 7 v B | A IERBUE |G R ERIBE || R R 26
U R | 2 L2 GRS | i MO E,
= WD, GFEEEREE A, s
n 2 e
IRSER T WECE (7 LL TF74T%
X — MR SO =S
ETe)
IR Em7 0T F | T R PRRALE
MAE 5, ¥ Te |2, FREREEGE G5y W
WD 24, WEHE Ta| (KT E 2!
ko 24, 8 Ts
J> 24, TSH i
j]l] 24
CABL O |IME N Y 70 & | BRATLHE, S| Y o s REHEERE 2
KA | U REEN 1030 R BLUEIZEL Y [E 10
Mol xTu— T35 7 Ko [ HERE LS
VI (2T | BERG N 630 BEAT ORE IR I D
LDL =t L A5 Y
7— L) 1130
HDL = L &5
= — /LR
1730 (R EHE AN
8,30
TErEE R T O BIEE K OV
2, BRSEKL it (&,
VHBATA 2 HIFE AR 88 12 A
Ep )
PR EE FEMED E V(RS JEREREL, T
416 fHAR 216, i 1 AR REAE {65
PRI, SEIRALEK B, BRI A
E«UY 1,21 X7 1,5, ES
%éﬁ 4,16
LAEIE BR 4, BE 2 QT IR V1218
IR 2
IR T
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1.6

SNEFERRKRE
SOC EBIZELHD | HABNDE |EZHLND |FN FEEIZEN FN:L]
hs
i EERE L ST AR AR I FrIRIMARZERE
4,16 1
ERZE, I [ i 23 825
255 - OE
Vel
FlgEZ | 0N R, VLA |HERREE 7 RS, NEPAZE
B, mEmH: 2 /
AL TR
NN 8 7 MIEFT 7 =2 [iFH T AT |FEIE S
= T RTUR|IXFUBET R b (B
T —F¥ TFUAT T —
(ALT) #n  |¥ (AST) #n
3, y-GT s
3
SEjg L O MAEVRNE S, R |FREEMER T
JE A T =T A |RMRIE, SR
==y a vV R B
gi 5
EERE RS Rl AR sE
L OESH
TR
B 5 L DR JREH
e
LR, PEAE A SR BN
B L OV JE R 31
HID e HE
EFER I L PERERE AN 42 Frc ke,
AL JFIEE HiRHIE, L7
FEfR, HRRpEE
— - 2L |BETL (P GE [$RE I D)E, R HEMERE R
P s R IR 19 FYMEEEE, 5 AT
B F i D VR, FEEA
WHE
ViV S an sz vrF
RARFF—E
i’%j][] 14
(1) Hl44fEsROZ L,
(2) MERRITEE, B5HEE 2 BRLUNICEEL, 205G, 72F 7 oRGEICEVEIET S,
3) —EOI =TT EUEEBRET, BEREOCMER NT AT I 5 —E (ALT, AST) Xidy-Z L& I b
FUAT7 2T —E (GT) OLEF (TR LOE S TIEFMEY S IEFHE ER [ULN] O 3EF8F oy~
N BREOLNTWD, 6D EFIIZL OHE, 72F 7 o Gikkic L 0 EE L,
@) 7 RLFU ool ZREEREROH DMOPURHRIE L R, 72F 7B REICL 0 FHED E N EE
D R SEMEAR T, SENRAS S IZRAE T 513D, FRICEG-BHAA P OB B R IC — O B TR H A
T HAREMENR D D (%E%ﬁﬁ)o
(5) NS ORWEROFRBMEIL, 7 oF 7 EltERFOTHRE T — 2 OHRNBHEH L TW5,
(6) 126 mg/dL LA E (7.0 mmol/L LA F) DZEfEReIMH 7 K 4% 1% 200 mg/dL 2A = (11.1 mmol/L BA 1) IEZEjE
REIM AT~ RO BEM 1 B LR S =54,
(7) WETPEEORREN =T TELUHREH T I RBEESHI VBN 720F, PS> SfBREEZ R L L

TR DA ThH o7,
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®)

€)

(10)

(11)

(12)
(13)
(14)
(15)

(16)
(17)

(18)

(19)
(20)

@n

22)

(23)

24)

(25
(26)

@7

(28)

29
(30)

1.6
SNERERKIRE

R=RTA PO T%EBR HEEBMEREAEL T 5, AT, £& LU TRSBEGRECEMIINIZHE
75,

HIEREOSER 2 AT U 72 S AR L 0O 77 7 & ARk RER R TRl b AL B BRI, RIRAE, BB
D, §HE, T, WEM:, REMED E ORGSR TH o, INDDORIEOIEEEL, 5Pk 1B
FE TICKRIBIZAE T Lz,

200 mg/dL LA E (2.258 mmol/L VL £) (18 kLA L) X% 150 mg/dL BA k. (1.694 mmol/L LA E) (18 Ak
WOBE) O MY ZURY R 1ELERD LNHE,

240 mg/dL LA E (6.2064 mmol/L LA F) (18 sLh EOEFE) X% 200 mg/dL LA E (5.172 mmol/L LA L) (18 5%
KEOBRE) Oa AT a—u) 1 ELERD S48, 30 mg/dL LLE (0.769 mmol/L LL_E) ¢ LDL =
VAT a— VN, EFICLLS ALNDIRIEATH D, LDL 2 L AT a— VRS L BEICRT
5528 b BT 41.7 mg/dL (1,07 mmol/L LL k) Thoiz,

TRORLEZMR,

100 x 10%L L F O Ufi/MEAY 1 BILLERD b4,

BRI T ERS L LTHRESNZMT 27 LT F o R 2R F—EN (EHERERLZ DR Vb D) @
G (b SR

BT 20 ug/L B (869.56 pmol/L iB), #cMET 30 ug/L B (1,304.34 pmol/L B) O 7 1 Z 7 F L AEN T hn
DR TRD LN GE (185l LoBHE),

HECELLENH 5,

BPET 40 mg/dL A9 (1.025 mmol/L), #ctEC 50 mg/dL 5 (1.282 mmol/L) ¢ HDL = L A7 & —/LfE A
WO ORE TR b ESA,

QTec [HFFEAY 450 msec Aiin> 5 30 msec LA EIER L, 450 msec LA E & o=mBEDOEIG, 7 2F T O
7 B ARRIEGRER T, QTe MFD FHE LB KR ORI EE 4 QTe ME~D Y 7 MiA b B OE|
B, JFTEUERERE T T ERBESHEOM TENRREO LA T,

132 mmol/L #7>5 132 mmol/L LA F~D 7 23 1 [|LL RO /=54,

J T F T U K DIRFRSURTAR T L% R AR SE T A BIT AN RE ST (44 JER O
5.1 FHZ ),

s EESROZ L,

F—T VHEERBEELT R TORBRIZBNT, BT 13 gdl (8.07mmol/L) LLT, &MHT 12 gdL
(7.45 mmol/L) LA F~O~EZa e g n 1L ERE LZBEOESIT 1% Tho7, ThbDEE
DNTNNDRER TONE T 1 DR R CFHfE) 13-1.50 g/dL Th o7z,

SE-CIER N, BER, FErEO E W, ENMEREDORAER LD UL DR, TR EBRROH 5
BECHESINDIHEAEN ST,

FTRTCORRIZBNT, BEHOWT OO RIS, KREGIANDR—R T A E) SRR B
TRATREMED B DE~D T 7 MTEESL, # Ta, WEHE Ta, 8 T3 R OSEERE Ts O 7 ME LLN (pmol/L) @ 0.8
fEARMEEZEL, TSHO V7 MIWTHMAORERLTO SmIUL B L EET 5,

AR (65 B) BT 2ME0FBLR ERICES,

JZF T OT N TOREKAER TRD N AFPERED 1.5 x 10%L LLE (N—Z T A ) 15 0.5
10%/L Kl (B GHHEH) ~ov 7 b, WONTEEOLFHERIEAE (0.5 x 1091 i) K OVGe & FBL L7z
BEKICESL (%EZBHE)O

FTRTCORRIZBNT, BEZOWT ORI D, KRMEGIANDOR—R T A E) DRI B
RATREMED B D A~D L 7 MIIESL, RO 7 F &1L, 1 x 10%L BOEN DTN DR HE TED
nNaGaLELRT S,

FTRTORBRIZEBNT, BEHZOWT OO RIS, EEFRFANDR—R T A )5 ERAICEE
RATREMED & DIE~D T 7 M-S, AMERBO T 7 b &, 3 x 10%L BLTFOEN TR ORETH
BNDOGE L ERT D,
JZFTELOTRCOMREKRRBR CHERER L L Ol SN RENEEEE OIS,

AR O —H O BH TIE, BHEOMBERT (KE, LF7 FUELKOEE) OB AR LN (B
4.4 THZH).,

Gl) FAGJEEBHOZ L,
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1.6
SNERERKIRE

(32) BEBAARRE XTI H GBI TRELL, RMER D/ UIEMEHEI BEN DD, 72 FTE DT XTO
HRRABR CAEFE RS & LTl SRR OBIEF RIS < B,

PRI DERIC LY, QT IR, DLEMAER, FEANHDIRGE, 51RO L —
N A7 hpgmEShTlY, FgEolEf L Hlrsn s,

INRROFLEIZONTEH, ATRESNLTWDS LRRORWERZZET 208 H D, TE
(i, MEEROFEDFEERE (10~175%) THRAER LD SHECOHSNDRIER, UKL
[ THERR S AL TV R W EITER 2 2580 %,

2 INERUBVEREETDIIFTEVIZKZABEDOREER : RALH KLY SHEEIZHS
HINSEMEAXIIBRALEEATHRE SN TLEVEIER
AEFRGOBEL, UTOXICHETS  EFICEILSALND (V10), K<AHbND
(1/100 #8 1/10 Kji), & Zi2AHBHi5 (1/1,000 # 1/100 A5i), £ (1/10,000 # 1/1,000 F
i), FEFIZEN (1/10,000 Ai) .

SOC EEIZELSHDND KL< HBND
P2 e A=070/ aV ot - A

1L L OV e RALHE

FPIRE R 2 BEARSMIEAEAR 34 A

M B EE i 552

REBRES, W28 L Ol R
A= M -

—H - ELEES L G S B 3
Y v

1. BYET20 ug/L B (869.56 pmol/L #R), ZMET 26 pg/L # (1,130.428 pmol/L #) D7 1T 7 F G WT
OB S THROLNZHEG (ISEAMOEL), 10T 7 F UEM 100 pg/L BE TLA LEBEOEAIT 1%FR
i CH oz,

2. INREOEDFEE G L Ulc ot giaik G~6 i) TR 2 2 b0 7 7 B AR R C, FARMICEE

Btz L0527 b CRERENAEMIEATOEAEL LI E), XiT 20 mmHg %8 2 B F -5 303
10 mmHg % # 2 2 JE8EHILE AW 0REE TR b 5E,

3. BN CORBUEE L —8T 508, NEEROEMETITRA & ILR2 5 RS RIS /TRl b
}_:)O
%E%éﬁﬁﬁ@: L,

RITER 2 5O D RO

AHERZDOBERM DR REDON D FLZORETIEETH D, UL > TAADRET 1>
YRAI NG Al LTE=2 Y 752 8RR b, BFRIEFEL, fRVIC—E
ERLEHEOHRE AT 22l LT, BEANEONS TN TOEREWRET D L,

»
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1.6
SNERERKIRE

49 BERE
s
BIRE LT, W SNk L OERIE, AR OBE O FBLFH/EH O RICER 5 &
O (Thbb, HEIRRER O8ER:, Sk, KiEX O U AEH) ThozilaE&k 512k
QT ER, JEHMFEIE, TAMNABERIREE, BOSUHRALE, PRSI, JREA, 58, =k X
TP, iR, FECICEL RSN S, EEOLMEREEOBEREDO S 5 EE L, WERS
DWBEBELDY A7 PENEEZ NS (44| TRNMERME) OHBH).

BEREDERE

7 2 FT AR R FEEANT RV, BEEOEBESHEN TS EITE, EEROFER L LT
WD AREMEZ BET RETH D L L b, KUBEDOHER - HEEF, +§7\7§?E§$%€7\&U\?ﬁ7, NI =
ROE=F Y T RO & W o TeEHIRENHEE S LD,

NRIERITIEDSE, FEER OB E A S0 bi= ) AFBMIERE A 2 2 8F 1%, (L&
X &Mkt rINZE =4 Y > 7 L72» %) physostigmine 1~2 mg Z#5- L T% L\, Physostigmine I
DMRE R 2 LA T RREEDR H D70, T OFGIMEENIRE L L OISR S0y,
Physostigmine % ffi fl C& 2 DILLEMBERA LN WGEATH S, HENREC, BECHMD
ST |y 7 X% QRS BEIEE AN H AL 5 B IZIE, physostigmine A H L CTid7e b 72\,

R GREOAE L U TR IZRF S T2y, EE O EIER] xS Peis O w8 h3
HY, ARETHNITRME 1 R LINIC T %, E@J#O)&“ﬁ%*ﬁﬁﬁ—é zk,

7 TF T O B R IRFIRTIME ORI E N BN 72 5810, iR M O AT AR
TFEREED G722 EOBMYI R TIEZ I VIR T O0ER D DH, 72720, TERXRT VRO RN~
37 =F 7 D a-HSEERERIC LV RN EL B LS E DA REENRH 2O TR LN
Eo

BENPEET L E THEHEREFHEHLOCE=2 ) 7 Z2fki 5 2 L,

5  EEZHREE

51 EhHZEm%EMH

HRINHE - PURARIR K ; Diazepine, oxazepine )z O thioridazine, ATC =— K : NO5A H04
rEF %7

J 2 F T EATIEEMPUEMRE TH S, 7= TF T VKO MIEFR O TH D
N TFT AL, KRR nEEZ AR EMAEE 2R, 72 F TR v S

T, H“w’mt 7 k=Y (5HT2), K /32 D KODySBRICBRMEZ RS, AAIXZ D
BEOZRRIHETERZ2/RL, D)ZBE LD b SHT BRI T 538 IPEREV, & O
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1.6
SNERERKIRE

%, a7 D VOBRIZE T 2PUEMIEIER & & i, #EERIEREIER (EPS) OFIEHENE
RHREAHIRIE L IR L TV SIZHET D E2bND, JZTFTEV RO VI ZF T
X, NV VTEBEUZEERIIR L TR E A EBAMEE R SRV, B A I URFIRKLOT R
L) ol ZREICEWVETIMEEZRL, 7 RV v 2 SRERICPREOBRIMEAZ R, 7o
FTENTLAD Y UZFEEIKE U THERWERMEZ R a2 B2 Rm S e nw—7, /s =
FTENTEBEDO LA DY U FIRICERELRODUEWEMEEZ R L, AFIRFIa Y (LAD
Vo) fERZERTEHBEEZOND, /NI ZFTEALD I NV ERT Y R T U AR—
% — (NET) PBHEMEH L O SHT A SZHEG 7 T =2 MERIX, Er 7 /L XR D) 23 L L
TOWEFDIRICHFET L LEZBND,

EHZHIESH

JFT L, FOEMRIER LT 2R (SRR &) TIEMAE TR, E7m, AT
%%%ﬁ%ﬂiﬁﬁéﬁ%Mﬁ% BWTH, NI ARBEOMERZNE L, D)2 Ak
TEF O LFEHIRIE T 5 RN VRS E % L5 X¥ 5,

EPS % T3 % MG RRER Tl, 7 =F 7 B L ERIHURE R G LT S, JEER
WEMREE L L OB AR, 7 TF 7 E LRI 5% Dy R A ROBEZ AR X i X
2V, RS U Dy ZBREIEMER 2 - THETOLZ Lo —ERIERIZHEY, 7oF 7
R G%, BEREAR TR DRGRRD R8I U EH = a— 0 A A BT A = 5
TLICE Y, BBRIGERME T T, oY R LEEERBIEA RS = F T
%@%&@E%&ELK&%,%M@V}B:T%ﬁﬁ%ﬁﬁ%ﬂé(%HE%%%%

BRI BEZIIE
e KHE

WA RFRIE DIRIFRIC BT 5 r 7 =)L XR OFMEE, HEKFED DSM-IV EEHE|Z5%52 LT
MAERRIEZ AT HEEEXNRE L2 1 20 6 O 7 7 & ARG & OFRIIZZE L TV
LIRBRIEDHN KEE 2R & Lzt a7 2V RA D e 7 =L XR ~O8) 0 Bz %
R 5 1 DD FGAER T S 47z,

77 AR % RERER O R EFAGE H X, PANSS GEEADR—R T A U0 D IEBIER R ETO
ZlbEE Lz, Tu s /L XR ® 400 mg/H, 600 mg/H % O 800 mg/ H LTI, FEthIRIEIRA 7
T B AREEHE & Hel U TR FRIICA B Lz, 600 mg/ H & T 800 mg/ H DR DK E X
I%, 400 mg/H &l L TREDN-T72,

6 M [H] D FEFRI ) 0 R A R O FEFHIH A X, 2R F 0 Tho7oid (TROLERAR
F K VRIS G- ik U722y, 1 [BILL RO SRBERFIZ PANSS A5t s JEVE A LR X D
20%LL B ER UIZHE) OEIE L Lz, 400~800 mg Dt 11 7 )L et A TR 2322 8 L T
WEEBETIE, THENE LWk 7oL XRO 1 H 1 ATV XL 24, ARk
Fanfl,
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1.6
SNERERKIRE

tu sl XR & 16 lHHE G SN LZEMORARRERE 2R e L-EHRBR T, &
77 7L XR OEFETIIRITT 7RIV @nole, 6 » ARGHROBEOHE Y 22713, &
77 )b XR BGHET 143%ICX L, 7T B REGRET 68.2% Th 7o, PG EIL 669 mg T
bol, TR 7TV XROEEI»H (PIYE : 7 # A) OREICXY, B2 eethopt /iE
HroIginolz, FHT, Er s 2L XR ORMIFEEGIZLY, EPS ICRET 5 H EHE L ORI
IO WA EEIIIIIN LA o 1=,

B EEE

G2V LB OBYR T &Y — NI DI R At L7z 2 fEo AR ERBR TIE, &
177 =)W GBA 3 OV 12 3 BICBEYERICH LT TR & ERIZ IR EZ R L, Bl
O3 HEMEBR T, Er/ 2V XRIZTI7EREZFRICEELIAIMEEZ R LT, Er 27 /L XR
DO H-81X 400~800 mg/ H OHiPH T, X G- &3 600 mg/H TH o7, HHEER N LEED
BrR T B — RAMEIC 357 =F 7 v & divalproex X3 U 7 A OPFHE G- Z e L7725k
BRCl, BHBEHE 3 K6 EAICOTNRT — 2R HLNTNHICTE RN, Lo, PR
EOBBMETRIFCh Tz, 5% 3 BB ICHNREZRTT =23 HFohTn5, 214H
ORBRTIE, 5BE% 6 HITHIN RIS e hoTz,

BURER TFRf3 SO OB [ TS L D 9 DR Y — RE BT HRE 255 L LKA T
1%, 300 mg/HDtEw 7 /L XRIEL, MADRS GilRcx L7 78R % ERIZIRTRIR AR LT,

I XFT B DZ DML 4 ORFERFER TIX, AURR [ RS SOTRNR 1T R RS K2 P20
LEEDOI DRTE Y — N2 BT 50T Z20R T L55MN%Z 8 EEFEM L7 25, ErsxL
IR @ 300 mg #£ M ) 600 mg #EClX, BE T 25HlHEE (MADRS O Y5 E & OV
[MADRS G &R DOR—2 T A DD 50%LL bk L EFR]) 1Tk L, 77 R GHE AR
(2 EAI 2R3 Hiiz, Er 7 /L IR @ 300 mg BEE 600 mg FEDM T, ZhFEOKE X%
(ECZNCY (WA ISV

Zin 4 BT 2 Bk T, 300 mg i 600 mg D v s =L IR IS LT BRE A~ O 5k
iAo 2 A, BB 5 SfERIcx LT 7R h %2 LRIZ 0 R AR L, B
JERIZ LT 7RG % LR DR A2 RS Iehhoiz,

B, OO MITREMT Y — RERETLRELZXNGL LT, JZF 7L ERNEEHED
OFRBS 230 L 72 2 thoHER TR T, 7=F 7y LR E O AREE, fo=
Y — 8 (BE, BEMEXIE 20 OFRE CoOMMEZ, KOLERICE D BEAPRIECHRT
RS, 7ZFTEUE, 1 BE400~800mg 2 1 H 2 [EIZHTC, VFUvLAXid 7 e
gL PR S Lz,

AR — FE2ETORANEEZNRE LT, VFULbtrn s/l XR OOfFHEE
L7 TR EEr 7 )L XR OOFHEE % g U7z 6 B O MIELALERTlX, YMRS Ok
BRICET L2V FULFARELE 77 B ROFABEOZET 28 THY, FUSFIOEIE (YMRS 28
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1.6
SNERERKIRE

N2 T A 05 50%L s LTBEORIG L ER) OET 1% Thoz (UF U LR
T9%IZ%f L, 77 RPERRE 68%) .,

g, O OB XITIREMEA BT 2 PR [ RSB EZ IR E LT, R THRELFMmLE 1
HEoEHRER (KE2HFEOKE) T, 7xF 7RSS BE, BAMEXX) o) v
V— ROFRETOWME T 7RI THESE, [Tty — &2 LEBERE, 7
TFTEUEGRETOILH] (22.5%), 77 BREGHET 208 61 (51.5%), U F 7 LEET 95 4
(26.1%) Thoiz, 7 ZFTEUISHZERIGE LT, 7 2F 7k &V F 7 L~D
B0 A R LIAER, VT U A E~0U 0 EXICLY, KoY — FEFHE TOHIMIX
JER L7200 EHI ST,

MDD BE&IZEITHKSDWIEY—F

2k (6 W) HBRICIE, | FELL EOH ) SHICRIS R R Th - - BE ZHA AN
Too MR OPL D D3 (7 I U TFF VY L, bupropion, YH R T T L, TankkFr, TAY
Zu 77 A, fluoxetine, /Xu¥tEF, BLETU KRR T T 57X 0) FIEIZ 150 mg/H
KO300mg/HDtRr 7 =L XR ZBIMLIZEZ A, HLH DAL Z LR D 9 SRERINHI%h
RBHBHNDHZ L, MADRS Gt A a7 OUGEIZ LV R Sz (R/h R FEHEDO T &R
BEL D 1 2~33 1),

MDD £ TOPFRNRE & L CORMIANE K ONLRVEITRHN S TWRWA, BARBETO
HARREE L TCOERMAEMER 2T S TnD (TR,

UTORBRIZITEe 7 =)L XR ZEARE S LCTHW=2Y, To s =)L XRIGOHHAEESE LT
DFER ORISR H D,

RO ORMEEFERE 2R E Lz 4 oY (R 8 #M) HARERBRD 9 5 3 BT
tr /)L XR % 50mg/H, 150mg/H M ON300mg/H CTHRELT-mEZ A, IR %E ERD 5D
JEARFNHIZN R A B35 Z & A3, Montgomery-Asberg Depression Rating Scale (MADRS) A#lA =
T OBRFIC I VRS (BN REIED T T B ARFEL DFE 1 2~4 [),

HRPEIC L 2ERTHRR T, te 7L XR O 12 BEU EOA—7 5 5o
RTEY — RN LEL TCWEEE 7 o)L XR X7 78RO 1 B 1 [AEGHECEES 2
AT, RS2 EMOKRE 21T ol EAEAGBRBIH T O e 7 2r XR O &I
177mg/H Th-o7=, HHRE, trs o)L XRKEGHET142%, 77 REK5HT344%TH-o
77

RAEIZHRE L CWRWK D DWMERE O Sln B (66~89 5%) A xig &3 28H (9 JE[H)
AR TIL, Er 27 =L XR % 50~300mg/ H DR ZEHETE G- L2 A, 7I78R% EEDS D
OFERINEIZNIR NS B D Z &A%, MADRS B3t A a7 OUCEIC K D R S v (/b 3R
EOTZvREEEDFE  -7.54 5, ZORBRTIE, Tor /i XR EGEICEESICENY 157
BEITHL, 1~3 HEIZSOmgHA&E5 L%, 4 HEIZ100mg/H, 8 HHIZ 150mg/H, £ D
BITEER DR R ORAEMEITS U T 300 mg/H £ THER & Lz, e 7 /L XR OFHHFGEIT
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1.6
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160 mg/ A T o 7o, HERIKIER DOFBIFE (%E&U“TEB@ [EEPR e e ] OTESIR) %
bR, BimEEICEr 72V XR 21 H 1 [E&RG Lz EEOREBEITMA (18~651%) TOAE
MLRETH -7, BIELAEIRIFHICED S 75 BB OEISIE 19% Th - 7=,

Vi k- a kg

B AR S QOB E B (8 A b G & L 7= BT 0 77 7 2 AR kR R BRBR CI,  SfEARSMIRAE
WOMBELEN T 7R LRABRE CH o7 ERME : 7 2F 7 FEH 18% LT 7
T ARERGEE 8.0% ; BARMEERN : 7 =F 7 B 11.2% MK O 7 B AR KGR 11.4%), MDD &
F R OBARE 5 DI ERE A5 L LB O 7 T & Rt KRR T, #ERSNBIER O3
BN 2 F T EEGHTT T EREERE L R L T olo, B 5 SREE 25 L Lz
B O 77 2 AR5t FEBR ClE, SERAMNBRIEIR ORI BLRN 7 =F 7 & L F 5 T 8.9%I2%F
L, 77 bR &EEHT38% Th o7, MDD HEZXIGRE LIZEHIR O 7 Z & A8k B BA R R
BRI, SEARARIEIR OB RN Er 7 =L XR B 5EET 54%I12%F L, 7T REG5ET
32% CTholz, KO OWMIEEED FEEE 2 x5 & Lok 07 7 & R x5k AR LR
%, SRS OB N1 7 2L XR BHHET 9.0%IC% L, 77 EREGHT23%T
ol BHGME S DB, MDD BEOWNTIUCEB W T, lxOfFEFEEFLE (ThvoT,
AR, R, YAXRUT, VA M=T, BLEXORE, REEEMAIGE, ESEE T
MR O EHE 72 &) OFBERIL, WTHORETH 4% L FTh-o 72,

HWIROEEHE (50~800mg/H) 77 EAxHaEER 3~8 M) Tk, 7=F7eo&5
REDONEE R E RN 0.8 kg (50 mg/ HEE) ~1.4kg (600 mg/HEE) DO#PH (800 mg/ HEEDHIN
1% 600 mg/ B REOHINE L W KfE) THhHhozoicxt L, 77 B REERTIL02kg TH -T2,
REIEMEN 7% ETHTBHEOEIGIX, 72T T HEGHETS53% (50 mg/HEE) ~
15.5% (400 mg/ B#) O#iPH (600 mg/ H A & Y 800 mg/ H BEDHENN X 400 mg/ B BED BN K
DIKfE) TholodizktL, 77 vREERHTIL3I% ThH o7,

APEHIBR O ABRE ZHRLE LT F ot tu s oL XR OHHFEE L 7R E w0 s
/L XR OG- % g L7z 6 M OEEL B TIL, VFuvaLttr s L XR OFFHE
HRECB T 2 EEREHER (63%) 13, 77RO (48%) Ll TEhrotz, Zatt
DFERD G, HEERSNRIER OFELZN Y F U AJFHEECHMMICE N o7z Z LR ESh (UF
U LOFEE 16.8%, 77 B AROFHIRE 6.6%) . SERIMNERIEIR O RZEUIIREL TH v, RO FBIR
XV F U LPFHBET 15.6%, 77 ERFABETA49% Th o7z, HIROBIRET, VFrvrltn
7 =)L XR OPFREE (12.7%) TF 7R EtEr 7 )L XR OOFHRE (5.5%) &L TE2 -
T2o IDIT, EEHEMNEN 7% ETh o2 BEORIEEX, VF UL 8.0%) TF7ER
OEREE (4.7%) L L CE -T2,

S LICERBMOBRE TR TIE, A—7 WM A~36 ) 27 2F 7 v akhbik,
EA bR ]I 23R, A7 = F 7 EERXLT 7 B R GRS RS IZHI D (1T 7,
U T FT RGO FHEERINE F—7 U ON—2 T 1 ML D) 1%, A—T
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RS 2.56 kg, MAEZALHIMO 48 B £ TH3.22kg Tholz, 77 B RELHEHOEHAE
g (A—7VHHOR—RF7 14 ML OMER) 1%, A—7 I 2.39 kg, HEIEZL L]
Mo 48 B H E T2 0.89kg Th o7z,

FOHVEIZ B L 72 Rk 2 G T o Ml B E x4 & L7277 B AR IR T, Ol R
HERRD 100 BREEDHTZ Y DRRBRN, 7 oF 7 REHTT I RE5HE LRS-
77

HHEREL D=2 T A EN 15X 1L L ETHoTBEER G E LT, X TCoEH7I ¢
A RREARIERBRORE R 2L L& 24, AFHPERES 1.5 x 10%L K 1 Bl k7 h L
BEOEIRE, 72F T EHEGRE1.9%ICK L7 7 v REERE 1.5% Th 7=, 0.5x 10%LiE# 1.0
X 10%L A2y 7 b LIZBEOEIGL, /2 F TV EGHET TR EGHETE LT

(02%), HHERED =T A EN 155 1L L ETHo7BEER G E LT, TXTOEH
IREER (777 B AR GER, 4 — 7 kB, EILRRER) OofREEH LI ZAh, 7=2FT
B P GRECAF RSN 1.5 x 10%/L A & O 0.5 x 10%/L Al 1 |l B 7 b L7 BHEOEIS
X, ZNEN2.9%KV021%TH -7,

7T T EUEGIHE, FURIRA VE CRES BRI T Lz, FRRRREG A V£
(TSH) (2v 7 b 3BRLNTBEDOEIRL, 7 =F T B EGRE3.2%IC6 L7 7 R &5
27% ThH o7, ZNHORBRTIE, MVIa—F¥hAMr=r (T;) XET7T hF7a3—F¥ /=
(T4) & TSH OWIFIZHIRANCEE L B2 GNDHEX T HV 7 MRHLNATBEDORIGITED
HTEL, FURIRAVE REOE(LICRERE LT, BERAERZ 5 ORISR TEISRE S b
Mo T, W T RONERE Ts DIKFIX 7 =57 &L #5-BhA% 6 MELINICRKRIZEL, E%&
HRICE ORI TREA N2 o7, BFEBABIOK 2/3 TiX, 7=FT7 &b Hhibic &
TG OR SIZ0 030 b3, #8 Ta R OUEEE Ta 12563 250 B0 H R L,

N K SRR

A RFE AT ARG R ERE A5 L LT, Er 7L (200~800mg/H) & U A
U Ry 2~8mg/H) O HNEEFFREMZ M U 72 R ER T, &5HMN 21 » AL ETH -
REO I LAKBKERO 7 L— RPN EFR LZBFEOEAE, Ea s = 858 (4%) TU R
RYU RUBERE (10%) % ERISR0o7z,

INRBE

B R Y A 5

PR CREO 10~17 5O B3 284 ) %15 L L 3 MO 7 7 B A BRI W

T, tu s VvOFEIER Ve E R Lo, BEEMOK 45%1% ADHD OZW & 51 T
oo BT, MAKRRERE (13~17EOEBHE 222 6) Zxt5RE Liz 6 MO 77 AR5
Bob i L7z, MadBRE BT, Br 7 skt 5 OSAR RBSHEGR STV 2 BE 2RI LTz,
e VOEGIXS0mg/ BT, 2 HHIZ 100 mg/HIZH& L7, 100 mg/H 3> BEE
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& (BRF 400~600 mg/ A ; FEAITIE 400~800 mg/H) T THWHEL7/= (1 B 2 [\ 3 A5 E|
5,

BRI ERE x5t g & Lo BR T, YMRS B 5HROR—R T A b OEALED I/ N 3 F-H) D
REMZE (EIHEE-7 78R 1%, Tu 27 T/L400mg/HRET-521, 12 =)L 600mg/ HEET
—6.56 Th o7z, L (YMRS 725 50%LL bk L7 BFEOFIE) 1%, tr 27 )L 400 mg/ H#E
T 64%, a2 /L 600mg/HEET 58%, 77 BREGHET37% Th Tz,

A RIIERE 2R E Lo BRTIE, PANSS Bt DO R—R2 T A Vinb OEbED R/
TP OREMZE (R 7 8RR 1%, e 7 T/l 400 mg/H#ET-8.16, 17 =/l 800 mg/
HEET-9.29 Tho7z, KHHE (PANSS BRI —R T A b 30%LL FK T L7z BE 0OEIS
EER) X, 72T T EUEHER 400omg/H), mAER Q0mg/H) L HIZTTEREGEE
Z LA B 7200 7o, BB R OEA RTE RS T, mHERORISEO B EEIK) -
7

B S ¥ /N R OVEDVERE (10~175%) Z/%RE Licktr 272 XR O 5 O
W7 7 & ARt AR SRR T, AMEERD bheh oz,

Z OB T, DROFHER OBER THICET 27 — 213G 5Ty,

Bl R Y 22

INREBEERNGE LIz 2F 7O ERROBEMRBR I, BEEHHLE T TR EREICE
\7 5 EPS OFRBLEN, MEKIMERFELXRLE LR TENEI 12.9% & 5.3%, PURRM:ERR
BEERRE LTRBRT 3.6%E 1.1%, BARME S SWBF L RGE LT BRT 1.1%E 0% Th >
Too EIBEL T T RRBECRBITDRX=AT A DO 1%L EOKRERINRN, A ITIERE
T OV B R &t & LT2ikBRC 17% & 2.5%, M ) S 2t & LR ©
13.7%& 6.8% Ch oz, FIEMEL 77 v ARBHCBIT D ARBEEROIHRN, KA KIE LS
Zxtg e LIcsBR T 1.4% & 1.3%, BmPEER G 255 & L2aiR T 1.0% & 0%, M 5 >
BB ARG L LIEABR T 1.1% & 0% Th o7, B S Dz xtg & LiciBRoRHIChZ %
BB CIX, Hmic 2 o BABEERNBE 2 FIED DN, 2095 1 BT EGRBIRE
W7 ZF T AL TV,

EH et
tu7;wmwwwmga@ﬂ%ﬁ%f&@bté@%ﬁ%@2&Jﬂﬁ~fyﬁﬁ%ﬁ($
F 38041 TH, IoLRIEEMET—FNEoNT, NEROEVFERE T, EEAES®RE
SNTZIEN, BROTIE, %%%%ﬁ%&@@m¢7m77%/ﬁM@%ﬁﬁfﬂﬁk%%&w@
LCmor (GR[A4 AR ORAS JHAID . RINC DI %I DR/ 34— CHRTHIINR 2
EL, AT 4«7 A AT v 27 Z (BMD) OEHERED 0.5 UL O (X=X F 1 L
D) ZERICEERTLORIEL Lz 24, 72 F 780 % 26 BN B G S &
FH D 18.3%M[AIFEHEIZFLY LTz,
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52 EYEREFEMRTE
W

72 FT TR AKER, BIAFICRINEND, Er 7 2V XREBEGERDO 7 2 F T B KT
N 2 F TV O MAETIREEREREH (Tme) (359 6 R Thd 5, EHEIRREICI T DIEMER
HHO OB EENREIT I ZF T ELD35%TH D,

800mg 1 H1[RIEFTOHET, /7ZFTELV RO VI F T ENTHEICIH] L= ErED
HYEies <3, Eu A XRO 1 H 1EEEZ, | HEDFELWI ZF 7 B 7~ LVBRED
PR (v 7 = Vil AERAD 1 B 2 BIEE i L & &, EEIREBICIS T D AR
FERFEIMAE N HEAE (AUC) 1ZRRRETH 22, HmEMIETIRE (Cuw) 1T 13%EV, £ 7L
XR &t nr 7 VAl L i Ls e &, R 2 v = F 7 B D AUC X 18%(KW,

JIFTEDNAFTT A ZENT 4T L2RFOEEL R LR T, REEE
BUz XY, Ea 7 2/l XR O Cpex XN AUC SFEFHPNCHEE R ERZR L. (ERE . 2n2
UK 50% T8 20%) . AFNT xS 2 @RI RO BB HE M ERAN T 2B X ) K& W]
BEMEIRE ECTE RV, ZHUCH L, BRIZZ ZF T E LD Coa M NAUC ICH B R EEL RITE
mholo, Er 7 L XRIZZEMERFZ 1 B 1 EERET 5008 EZE LU,
YAl

7T FT EOMEEBAMEERITN 83%TH D,

HKE

7 ZF T EUINICIARICAGH S 4, U = F T v AR L & &, By
B ORXTHEPITRELRD 5D 5 HRIT 5% A TH 5,

Invitro RERTIE, CYPIZL D7 =F 7 & ORFHUIBIG-3 5 F7240 7HEIZ CYP3A4 THDH Z
ERFERE N, AT T F T EUOERKICIE, T CYP3A4 HEET 5,
JZFTEEZOEONREY (Vv =FTELRE) X, B b CYPIA2, CYP2CY,
CYP2C19, CYP2D6 2O CYP3A4 JEMEIZXF L THIV in vitro BHEREZ /R L7, CYPIZXI3 % in
vitro FLEREIX, & b THEHFH 300~800 mg/ H DL b5 MR X v £ 5~50 55
WRETOARRBDHILD, ZIHD invitro REROFER NS, 7 2F 7 €0 L MOIEF % OF %
HLizb &, tho3AlD CYP 2509 NS, BRAICEE 2 LENA U 25 ATHerE i &4
Wrsnsd, Bz HnERBRnG, 7oF 7T CYP P RAFHET L AREMNH D L E 2
bbd, oL, BMEEOH L EEZRGE LIEBOMEERRERCIX, 7=FT7 L
#IZ CYP IEPE DY KITFERR S L7205 7,
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Pt

JXFTE R NVT ZF T OEREREITENZR T RRE O 12 R TH 5, i
SIRBAERRIAR O R T R OFER HRIE R IT, ZE0) 3% L N 21% TH Y, JRH K OFE TR REIC
RECED ED DRI S%RE CTH o1z, 7 =F T RO MEROEERHY ) L7~
F 7 EUBRPPMEE I D 5 BRI 5% AN Th o7,

PR 70 B HE T
P

7 ZFT B ORI SR,

it
B ICBIT A ZTF T O VT T A, 18~65 MDA & ik LT 30~50%
R,

FEOBRSREREE (/L7 F =02 U752 228 30 mL/min/1.73 m2 45%) 0 & 2 H5hE ¢
%, 72 F T OEMIES VT T ANRK 25%EA o T2, Ex OBERE D VT T A E
REHEREDY VT 72 AMEOTHENTH 5,

TP BERE

HPEEREREE D & 58 (LE L7 v a— A HMEZERE) TiE, 7F 7 v oYmigs
U7 T 2R 25%RMETH D, 7 2F 7 EAIAIIC L0 LGB S D720, ATHEREREE
AT HBEERTIE, METRENSEICRD ETFRIND, IMEEREEOH L BEETIE, A

EHENLEIC R DA NS D (%E?Eﬁi%)o

INREE

AN (10~125%) 9 BIKROFDE 12BN =F Ty (Br s xb) 400mg % 1 H 2 [FES
Lz & EOBEFREBICB T 2B — 2 3G TnD, NNEROEDE (10~175%) T
I, EFIREICBT 57 =F 7 U REAO MR HERE O HEMTEEE, mA L HRFERET
HoT=D, INIZET D Coax 1L, A TR B AVTZ Conax AN OB AL T o 72, IHMENREHD
INT ZFTELD AUC KON Crax 1, BN EBREZLC, /MR (10~125%) TENZENH 62% K
V' 49%m <, HVHE (13~17 %) TENEI 28%K Y 14%m 0> 7,
INRROFETIE, Br 27 L XRICETAIERITE SN TORL,
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53 JEERREMT—4

—IED invitro W in vivo BAAHEMRER CIX, BEFHITRO Do, EEREW) T
BIRHNZER D & DIRFE R T TReO®MTRD DAL=y, R ORISR Crifeid éﬂ’(b\iﬁ
[/\

7 v M CIIRRIRARLE RO B, =7 A P TIEHIRIRERAMEOER, i T;
~,;%f“o){£§‘|? ~EZ EVREORT, WONIRMER L OH MERE OB RBD 5TV D, A
L, KERRTRE LK A NBEDSFRD HiIL TV 5D (HNRE KRR .E?}%BE)O

'7‘3‘%0)% JeWR MR TIE, RIBICEB T 2 FRERIREEMORBIEN EH L, 20
FBE, RV & st (%Eiﬁéﬁﬂi@ﬁ’} E) DROLNTHETHI L, b

DT, l%ﬁ#@“(@ﬂ%aﬁ BNE MIRKGREHAEZEE L & 2 ORE R & RfRE XD T 0
WIS LB bz, ZOFROE b & OBEMIIRIITH 2,

7 v MZIREEREBR TIX, HEZIRREO DT NRIR T L OB, FIGIRIEFIOMER, AZBLATHIH
DI, (TRFOKRTFNRRO LN, TNOOEEIT 0T 7 FURED LRICEET O
T, AT A X D ETERI R SIS H S 720, b MIRERZREE LR,

6 HHIBE§JI SIEH

6.1 FHmMYM—=&

REE
fEdh L — A
7= o R
FLBE KT
ATT VU~ TR T A
b7 a A m—X 2208

a—F4 V9
E7a A m—2=Z 2910
< 7 1 =—L 400
fe{bF % > (E171)
i bk (E172) (50 mg £2, 200 mg $E &% OF 300 mg £E)
HRER{bek (E172) (50 mg )

6.2 EEEER

FZAET,
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6.3 AxhEARE
34

6.4 BEEALODEER
Rl Zp S F 2 BLE L7V,

6.5 ZBHROHERUVAR
FENFRY Z7ea R 7adunaF Lo RV = LT VA, BENTAVIHEDOT Y A

2 —pdk

=24 17 (%) b-YDAFE TYRE—s¥w o

50 mg £, 150 mg £, 200 mg £, 300 mg 10 £ 10 £ x 1 >— |

X 1F400 mg £F
30 £F 10 £ x3 >— f
50 £8 586 x 10 >— |
50 $% 10 8 x5 >— b
60 ££ 10 £ x 6 >— F
100 £& 10 8 x 10 >— |
100 ££ 1 £ x 100 =— F

OB N TR SN TV RWEERH 5,

6.6 EELORENLGIEE
Friz7p L,

7 EEATRARIRGE

8 ERXRTRAREZS

9 HEFAZR EFTEHHB

a7 H 200748 H 21 A
A HTH - 201546 11 A 23 H

10 AXHETH
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JF T TV

1.7

RERMAE—E
HIEH 9 2% A R ORI FZ G & LT, BURPEREERIZIT 5 9 SIER Ot 2 26 -

#7e AETTAe T,

.
i

EERZ R —

RLTD

#®1.7-1 RAERME—E
o JxF T T VR *Z P
Fiei 2 P (Quetiapine Fumarate) (Olanzapine)
v Ly Y iR igE 50 mg, 150 mg O PFUFPBE2.5mg, 5mg, 10mg
R4 ©@ TF LYk 1%
@ VTLFIY AT ¢ A®E2.5mg, 5mg,
10 mg
I T AT T AR A ARA—F4 U U —A St
O Y7L FH E2.5mg, 5mg, 10mg: 2000
#£124 220
ARRAEA A @ YT LHYUHIRL 1% 2001 4211 7 29 H
e ® TFLEHY AT 0 Z%E2.5mg, 5mg,
10mg : 200543 A 22 H (5mg, 10 mg),
201549 H 18 H (2.5 mg)
WA RAAE
FRAEE 0 20104E3 H 24 H
PUHGNERE 2331 2 BuiEtk O U
HRETAH FERATIR : 2010 42 10 A 27 H~2014 £ 10
BRHiEA B H26H
WRRPEREEIZH31T 2 5 DAEk O S
FI3REAIARM 0 2012 4F2 A 22 H~2016 2 A
21 H
Bl X5y B3R, AT BRI B3R, AT BRI
H
N__-S
(\N/\/O\/\OH @/ﬁCHz
RO _N\\/N\) coH —
{bZEAE <:_2§ I . HO:C” S~ N N
Q0 : )
“CHs
§E (IRKZEE) : 50 mg, 150 mg D #E
FE2.5mg: 1 $EF AT P L LT25mg
BESmg: 1BEFA T L& LT S5mg
FE10mg: 1 5847 e & LT 10 mg
.. om @ Mhz
BT - & MRL 1% : 1g PAZ7 e & LT 10mg
@ NENAEERE
BE25mg: 1 BEF AT o & LT25mg
BESmg: 1BEFA T L& LT S5mg
FE10mg: 1 g4 7 e & LT 10 mg
WRRPEREEIZH31T D 5 DAEk O S WA RAAE
WHHE - hER BRI R 5 12 F5 1T D B R K OY 9 Dtk D 2k
B2
WE, RACIZZ =TT L LCLRIS0 mgk | AKIE 8%, mAICIZA 7oL
Ak - HE | WE520BL, 2B EOBREZ H I CTLE | T5~10mgZ 1 H 1B 0512 X 0 BthT 5,

150 mg~H T 5, 0%, S HIZ2HHU ED

HEFFER L LCIALEN0 mgk D545, ok,

T AT T AR




JF T TV

7
x

&

EERZ R —

bR Z & 1T T, HEHETH 2 1E1300 mglZH
w75,
2B, WTFRLIRIERER L L, A% 2R
DEbTROET DL,

(HE- H R4 A A EoER)

(1) S ORERPEE LIZGAITE, A4l
e Gk D BAT OV TR L, AR & 185K
EEGE LN OEET AL, DRUmRPERE
EOHEFRFIEICB T 5 B RN TORAOH
ik} N2 MRS L Cueuy, ]

(2) FFHSREREE O & 5 BE R OE IS T,
70T T AR LR ES R
LD ERNHDHT-, 2HLL EORMEEZ HIT T
BEOREZBIZ L2 51 H50mgT O
HICWET22 L, ((MEERE) KO TE
WEhE] OHSM)

Fln, FERICEVEEHET 5, 2720, 1A
20 mgE B2 eV &,

WRRPERE (I 351F 5 BAER O U - @ %, A
WA T e L LTI0 mga 1 H 1ERE A#
BICE VBT 2, 723, H, JERICEK Y
HHHT 52, 1A REIF20mga B2 &,
BRBMEREEIC I T 5 5 DAEROUEE @, K
ANZEA T e E L Timga 1 HIEREA
FeHAIC X VBA L, ZO%1H1A10 mglo# &
T5, ok, W bLBERNCREG T2 L&
L, “Flp, FERICE CETEMT 228, 1H&
1Z20 mgZ M 2 722 &

COHik- B B4 S B OEED
@D

AFNTOPEN THESLNTHRET 2200
WER DI (K72 L) THRMAARETH 573,
F AR D> & DY K 0 Zh R FE B & 145
T2 BAITIT A2, BRI ITMERR SR
THRAIAL Z &,

OOSESE:

PURNE B 2 38 1 2 B Ik B OY 9 ek
LEOLE

BREEIR Je O 9 DIEIR 2 S L7235 A 1, A
F OB GAkfGE DB SOV THE L, AHIZ
BREBG LW EET2Z &, D
M E D HERFRIEIC BT D AR N TOARH|
DA NE R O MR LTV, ]

(1) FLWIMHEEO EF26, BERBEMES b
Ty R—Y R, RS IES O f A
BERDSEBL, ECICELHADBD 5
DT, AFEE R, MHE O R E %D
BEEHHIATH Dk,

Q) BHICHE->TiE, H5H LD LEEINE

1. FELWIAEED EA2 6, BERPEMS R T
v R—U A, RS RS 0O K A BIE
FARKEL, BEICELEAERHDLOT
KA EHE, MAHEORES OBl L+
MATH T &,

2. BEIZHZ->TIE, HEMLC O EEEITER

%k ANRKHETIBARNHD &, BER NERBTLBENHD L%, BEROE
O OFECHSICHBAL, 0B, 2K, DFEBICFTHAL, 0|, 8K, LR,
2R, BEREORFIZERL, 0k BREORFITIERE L, Z0XL 5 RERR
IR H Do HEI12E, EHICH HOONTHAIE, BEHICES5Z2HWL,
EZmL, Eo28E42%135 X9, ERiOBEREZITH L), HETLHZ L,
BTz &, ( TEEREARNER] [(EEREANER] OESH]
DIES )

(KOBEIITEE Lz &) (KOBEIITEE Lz &)
(1) FHEREEDOBE FIERELELSES | 1. SEREORE [SEREZFELLSE5EB
BENWEH D, ] ENndH b, ]
(2) 7S — VEEH GRS O ARG | 2. 2L B — VBRGS0 HR AR T 7
HORMNEETICH 2 BE [P DIRNEEBTICH 5 BE [ PHARRRIH {E
ke HER S ERE D, ] ArtEmEnd, ]

(3) T RvF U raRERORE ( HEME
M1 OEZMH)
(4) AFN ORI LIEBUE O REERE D & %

B
(5) BERBOBE, FERFOMEREDO S 5
&

3. AAFIO S x LIBBUE OBEERED & 5 H
#

4. 7 RUVF Y vEEEROBE [THAEER]
DOIESH]

R

5. BERIBOBE, PERFEOBEROH 5 BE

T AT T AR




JF T TV

7
x

&

EERZ R —

R EorxE

1. EEEZLS RoBFIXERICES T

&)

(1) MtemEEDH 5 BE ( (Hik - AR
B¢ B EoiERE) MO [5RmEke
DIELR)

(2) O - MR, MM REE, KiE 0%
INLOEENDH D EE [H5HC—
BWEOMERETRH bbND Z EBH
%, ]

(3) TAMAFEDOREMLER, XTI bo
BEEED & 5 BH EEREEZ KT S
DEENEH D, ]

(4) RERXITZFOBERED & 5 BHF, R
PEQTRERJEMERE D B3, NIIQTEE %
LT 2 ERMBN TV DI A B H A
DB [RAIOF 5 X0 QTR AN LR
THRREMER D D, ]

(5) BHERENOBAERVHERSELZAETHE
& UERZEALSE I BENARH D, ]

(6) MOBMENEEDH HHBEE (o> >
FCRMIER DO EALARD bz & O
ERHD, ]

(7) FEEMENEWHFERREE 2 AT 588 [
DOPL D SHITHRHER OBELRFE D B
L OWERH D, ]

(8) mEhnE ( Ak - ARICBEET AL
DEE) kO TEWE~OHKE | OHES
&)

(9) FERIBOFIRE, EIfEd 5 VIR S
OFERBOfERR 2 HT 585 (THE
HARRKMTEE ] OHEBR)

2. EEREAREE

(1) BFOFEFIZL D, FLWIMPEHED |5
M5, BERIEHES BT Y K= A, BERIE
PEEMESEOBMPRRIBE LD Z &N
HDOT, KEIFESFIL, EHEORES
0¥\, 2k, 2R, HEREOBEEZ 51
175 2 &, BrC, BibE, IR o b RFH
DRI %A % BE T, mpHE? -
U, AEHRE22cEL s BTN
N5,

Q) AFlOFEEGIZE Y, KR HbILD
ZERBHBHDOT, REZEGHIL, BLIIRK,
B, v, B, BIR, EfEEEO
RIMBERER TR T 5 & &b, mpEEo
WEFOBEZ+H5I1TITH 2 &y

(3) AFIOFEICEEL, HonLw B (1)
B (2) ORERANRERTIHAERD D
ek, BEROZEOFREICHS5ICHA
L, &ipER (0¥, 28, £K, SR
) KR (B, B, Wi,
PRER, HAR, EREES) ICEEL, 2o

1. EEERLS ROBEIIFEREICERS TS

&)

(1) BESRIE OZIERE, &I S 5 VO AR
OFERIBOERIN T2 /1 28E [ [H
B EARNEE ] OHEEBH]

(2) BEASEIAREROBEREDH 5 BE,
BERSEOHZEE [BASE, A&
KA bbNDZENH D, ]

(3) HOBEMEEDH 5 HBE [fOHL S >
HCHEMAEIR DAL AR 7= & O
HERHD, ]

@) EHEHEREWIEREEE AT 2 8E [
DHL D SHITHEAER DB BRD H i
L ORERDHD, ]

(5) JREA, BRELMEA L A, [AZERRA kPR
DHHBE [(Hia) AL VERE
HLSELZENDH D, ]

(6) TAMPAHEDOREMFEBR LI NG D
EROH 5 EE [EEEEZEKTSES
ZERBHB, ]

(7) FBEEDOH 5 BE UIFEED & 5 A
WL DIEREZIT CWDEE (FEEL
HLSELZENDH D, ]

8) milnE [ mimE~0®kE ] OHEHR]
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JXFTETIMREEII O R T TR ECRFEARTH Y, 5-HToa THERKL T RN 2 Dy
ZREN RN CFDOfMDOEE h=, R, EXZIVKROT LT U USZRIEY T 2 A 712
KU TEWBAIMEZ A L, FF12, S-HToa RIS 2 BT R332 Dy AR L TRV,
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Eo, REMS (V7 2F T8 ) 13 5-HToa ZAWIETUER D72 53, 5-HTia IR KS
THHITEEALR O 227 ) VD IAZEER AT 5, FK49E & (LLF, AHF) 13,
7 xFTECEEEAREE L, ;GRS L~ ) vy AETH D, 7=
F7ERAREE (LT, 7=F 7 IREE, f/ibd ke s L®) RO EEAE L,
1 H1EIORAICEZT Fe 7 J o200 LR S Cng, AFNTHEIMZIBWT, Hied kil
SiE, PURRPEREE OBoRE, BARMEREE O 5 DARAE, MBS OMERHER, KO DmtEkEE, 2
PERLREDOBIGICRT L, AREBREGL TS, A, B 7T, RIS TRE KH
E 2 WIE & U CAREZERRF LTV D03, PUBMERE D 5 DIRIEE ETeIED OBIGEIC OV T
BETHF L TR0,

AFHN DO XNEFEERE DK ) ORTE Y — NExtg b L ENERRERIZIE, & I AR
[CL-0021], mEin sl [CL-0022] & UMEHIGIEGER [CL-0023] 23d 5, el OIS ..

Ikﬁfo

& 1.8-1 ERIREAERDOERRS

RBR THA M&E #5411 54515
o e (R 1 H) (R 1 H)
55 TI/I FHARER #%Zggﬁim AHI300mg/H 2, 7T &R 8 i 430 {5 @
[CL-0021] gﬁzﬁ%w% (B L) (B 1)
mo AF 150~300 me/ 44 38
e & R " N \
[CL-0022] EEM AF 150~300 mg/ H 5238 20 14l
LR AR HEWH .
[CL-0023] | #E{EX%{bs 1o A4 —/3— AN 1507300 mg/H 208 26

a: IRBRBAGEMRE, 77T BAREE 200 B, AFK| 150 mg & 200 5, AFH| 300 mg B 200 5l DA 7 600 5175 B AZAEF %k
THo72n, RBREMFTEOZTIZ XV ARH 150 mg BE~OFIFFIEZITV, 77 BABE 170 41, AHA] 300 mg
BE 170 FlOAFE 340 B2 BESEFIE E Ui, #5050%, TRBRIEHAEZE FATHA AN O IER b & o,
TR 1 IAEBRIE 2 1 5 L TIEBIB OG5 (77 B4R 177 B, A4 150 mg #f 74 4, A5 300 mg #£ 179 £1)
ARid L7,

%5 I/ AHFRER [CL-0021] K OVE#in &5k [CL-0022] DA 50 M V22 B E DRl & LA F IR,
72k, WFEIEEER [CL-0023] (22W T, [F—M&E TAHA 50 mg §EM& OV 150 mg FE2 )0 & %
TEG LIS AEOREIE, ZEMEROEDBIRE~ORBELRHFNT L2 E2BNE LTEHBRTH S
MG, RETIHERHE LRV,

(1) % Wi AH#% [CL-0021]

20 LA B 65 AT O MBIEFEE DK 9 DI Y — N ENBEE2RE LT, 77
AR R TS MR LEGABR 21TV, MADRS ARt A a7 OZ{LEICE S AR O T T RIC
WD ARG L, R, ARIORZ SR OSSR EIE A2 RET L, £, AHIZREE
B LG aowelt, Aok OSEYEREIc >\ T H G Lz,
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55 /I AHERER [CL-0021] 1%, ROBLEH, TR 11, TR 1L, WU R OB BE i 6 7e %,
BT (8, —HEMRY) T, 78R, AHF 150 mg/H KUK 300 mg/H O 3 FE2 3% E
Uiz, TR ILHNE, R IO 0BITH (4HE, —Eemil), HaEdEy #EE, —&Es
B R OB E R KOG (39 HIH, IEEMM) Z83E L, k5T, #HE/
WEIHE 5% L, AHI 150 mg/ H X UIAFK] 300 mg/H 2455 Uiz, 7ok, TREBRFIEREHIC, TR
MMOE#Z 77 EAREE, KA 150 mg B OR300 mg #ED 3 BN D, 77 BARBER OARH
300 mg #ED 2 BEICEF LT,

TR THICIE, 43045 (77 &AEE - 177 6, AH 150 mg & : 74 B, AH 300 mg # : 179 1)
(IR L FTRBREE DS e 5 S V7 TR T & Va9 1L & OF - 72 BT C UL, TR T © 77 B AR E,
AF) 150 mg BE & OAAN 300 mg BEIZEID (A D BED S B, 2 120 6, 74 &N 179
BNCAKI N E G- S 4Tz,

FEFHMEIEH Th 2 1RF T HIRKRFIZE T D MADRS B3t A a7 OR—2 T A inh DEE
(FAS, LOCF) O F¥fi (SD) 1%, 77 &AREET-10.1 (10.9), AHAl 300 mg #ET-12.6 (11.4)
Th oz, AHFI300mg BEE 7T B REEDOR—R T A b OB BEOTHEE G A MO (5]
95%E/IXM) 13-24 (-4.7,-0.2) THY, AHI300mg BEZIBWT, 7T BREEE LAATHE
WCHEZRIR T O bz (P=0.034, 580, BIRGHEHEE TdH 5 HAM-D;, &t 227 T
H AFAN 300 mg FED 7T B ARITH T DHFAHICHBERIE T85O b, CGI-BP-S & U CGI-BP-C

IZBWTH 778 AR%E BRSNS T,

TR T & VB9 112 OF 72 AT CIE, TRIE 13 CARAI 300 mg #EICEID (T bz BT
% MADRS &3t 2 a7 OFHflE (SD) 1%, N—ZF7 14 D309 (6.9) HIEEIMKT (8H)
BEC 182 (11.2) £ TR T L, TEHBMIRMKIEECIL 157 (12.0) &, RIFEMIK&REE T MADRS &43f
2 a7 IR TIIMFF STz, EOAZMEFHMIEE (HAM-D\; &5t 2 =27, CGI-BP-S KT
CGI-BP-C) T, 1AM £ TARFI O RITHER S 47z,

BRI OWTE, R IINICRA LA FERORIRITIT 7 R 458% (81/177 ), &
7l 300 mg #F 83.2% (149/179 ), IRHRIE & OBIEMENGE CERWAEEHFERLORBRIL T 7R
Bt 29.4% (52/177 f31]) , AAl 300 mg £ 74.3% (133/179 ) TH Y, 77 B REEE LETAHA) 300 mg
BECORBIENE 2T, AFFRENRPIE L OEENTETERVWAEFZROIZEA LI
BRI HEE Th o7, K300 mg #E TR b 2 < HEL LA EFLILMHIR (44.7%) THY,
RWTHYE (279%) Thole, ZNHDOHEEFRROEBRIIT 7 B RFEORKIE (HHIR 2.3% %
O 28%) LV bEnoTze, ZOIENT, AHAI300 mg #ETHRIEN 10% EOFEEFZITE
HEAZE (14.5%) Th oz, £z, AAKI300 mg # T % < B LIZIRREE & OBEMN T E T
TRVAEFRIIMER (44.7%), RNTHE (27.9%) Thoto, T DRI L OB
ETERWAFEEZORBRIL, 77 B ARHEOREIR (B 2.3% L VA 2.8%) LV b@EhroT,

159 T & VB 112 OFE 7o T CIE, TR0 1T CARAI 300 mg #EICEI D 11T b7z B IR
DR EFEZORBLIERIL95.5% (171179 #1), 15EHE & OBIEMENEE TE QWA HFEERORIR
1% 88.8% (159/179 f5l) Toh o7z, AEFLLNERIE L OREMENGE TERWVWAERFLOITL
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Ao EVTRRJE T EE CTd o 72, 1R 1 TAAI 300 mg BEICEI D (1T b7 B Tl b 2 < R
L7cAEFGITMEIR (542%) THY, WAWNTEHITAK (32.4%), H¥g (28.5%) Thol, ZO
I, FEBLERD 10%LL EOFEEGIL, B (123%), B (11.7%), fh7reZ 7 F
m (11.7%), 7H>T7 (11.7%), REEMN (10.6%) Thol-, b S RBBLIZIRRIELE O
HERHRETERVWEEFERIT, BEIR (542%) THY, KA\ THE (28.5%) ThoT-, EH#E
Hlzky, HAEEZOBIUEMICKE REBIEALNT, BRRES A XAV A U ETHHT-
7R EITRD o7,

INSORENT T =X, 7 =F T IR RN OIEERBR T I E TICHER ST
WHHDOTHY, FiieMEITRO v ol

UL EDOFERMN G, 20 5% BA 1 65 ik A O BB IERE E B E DR S SF= Y — RT3 5 AK5 0
BRMEDNRENTZ,

(2) EmE R [CL-0022]

65 L EOSARMEFEEDO K H DI Y — REBWr Sz B zxtge L LT, A4 150 mg/H
X% 300 mg/ A 2GR FICTREIEEG LTcha 0L et A&k OSEYEiE 4 et L,

el B [CL-0022] 1%, AMELEM, TR, Wnedl, #elsfno2s, 1RES (52 8EM)
T, HE/WEREEZHEL, AA) 150 mg/H X% 300 mg/H 2 $¢5- L7, RRBRTIE, 20 #ilC
TRBREEN B 5 S 7z, A 150 mg/ B 3L 300 mg/ H & 52 R B S- L7-#EE, MADRS &5tA27
OYfE (SD) (JTRFEWIBIAAEF 25.1 (6.4), TARBIRAERE 12.1 (11.0) &, 1RBRIER 5-BAA1E K
DIRZIIRT L, 1BEBRKEREE TR a7 DR TIRMR SN, £, BEITLORIMEEZHD
&, TBIREBIBMGIEIC = F T E U EZIRA L TV e BE KO 4 B E TORMPIEFIZFRE, THEREK
FEH- 85 150 mg/ H & O 300 mg/ H O EE DOWTIUZIBWT S, JREIR&IREE T MADRS &t A
a7 O SN TR A LT,

LEMEIZOWTIE, AFFREONGIRIKE OBEENEE CX WA ERROBBRIT L I,
90.0% (18/20 f5l) Th -7z, HEDHFEFGIIA LN 0Tz, KA GEE, HbIBLEN
B o T B EER LRI & OREENTE CE VWA EEGUIEIR (Wb 55.0%) TH
0, WNTHYE (Wb 35.0%) Thole, BEZLDOREMERD L, 7 FT VK
BB EERPRD LN OO, B 6] 2 bR < B 5828 150 mg/H & T 300 mg/H @
BEOWTN TS, FHLLEOBEN 52 B £ TR ATRETH > T2,

PLEXY, 65l EOBIRIEREE DK 5 DR Y — R & BW SN BFITKRT 2 ARAI DR
1352 K TREE TR L, ReMICOVWTHEK ERE 2RIV EEZ R,

PLE, 25 WL FE#RER [CL-0021] R OVERERER [CL-0022] OFEHR LV, PHIEREED K S

T Y — R L2 SN BB T AR OFINER LN R SN2 Lnb, KHlD
ZHHE « DRI, FE L RIS DIRMEREE BT 5 9 SiERoE] & L,
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2. L - HEORERIL

(1) AL ERAL

ARFNOFEERNEH sk oK E, IR ORBUZ L 5 B FIEEI~ORE, (EIRIEH %25 E
L, 1 B EgEMcEsGTZEE L,

F7o, BFEOZERBR [CL-0003] ORiFR, SMENELMEENBERRICAR 2K G L L &
DY TFT L D Coax (FZENERERE - & Lol U TRI2MERREEIC B L, AUC BRI 121512 B L7,
HEAVE TAR - RO RERBR [5077IL/0086, 5077IL/0118] (28T ¥ Conax [T ZEEHF G- & bz L
TEE IR T 1.3~1.5 1%, AUC IZRIFRED 2 W 3K 1.2 512 EA- L7=—77, 300 keal #2
FE DR AIERCIIRE B~ DR EITRD b7 (AR FEORERER [D1444C00003]),
L EDZ Emd, RAIOBRBERIIEEKES T EATAHHEANRGH L EEX DN, ENEEKRR
BROBEGIRMAFEE 2 C, B% 2FHMU LT RO L LT,

R, 55 /I ARFRER [CL-0021 ] & OVe i 35k [CL-0022] DO F% 5-BA#ARE T i, 55 TAR#5R [CL-0009]
K OVE 55 1FERR [CL-0002] |2 TR MR ILZ2 HIEZ & oMitEE (50mg/H % 2 H
M, 3HE"D 150mg/H%Z 2 I, S HE2H 300mg/H) Z8H L, etk K& 2B
LIV o o, RARGBIAH, SIVREEZ1T O CERWEMBBED Y 27 BEed 2 LK
BREINDHTD, BEHMGIZHBWTIE, 50mg/H XV EGE2HMGL, 2 HEL EOMMEE &H1F T 150 mg/
H K& O 300 mg/ H ~F &3 DMk A2 3 E LT,

(2) HEDOBEMRHL

ERMIBITLARFE 7 2F 7 2 IR EOFMERED LR, AF K7 =F7 2 IR FEICE
\F 2 HEE RFRIE & BRPEREE D 5 DIRABIZ 5T 2 HELEH B OFRIMEN &, ARAIOARIRIZ I 1T 25 M
RRPERRETE 00 5 DIRFEIZ 63 2 #HELE ] B 2 M L 72,

ERNMIBIT D AH L 7 =F T 2 IR SEOIRYENHEE D Lk

s FHlE 7 =F TS IR EOR—HERLERO AUC IXFRRRE & B 2 b,
A RIE (A RTRIEREE, SRR EZ 51r) BF X s Ui KB e ik
Bk [5077IL/0097] OfER L0, AHK 300mg, 1 H1[E) L7 =FT7 IR E (150mg, 1
AH2[E) ®AUC IXFRRETH -7,

I TFTECORYEIRBIIREREORELZ T RN EEZ BT,
TR AL A KTNERE I = F T EV REEZHREG LI XDV =T 7 B OEYE,
BB, AARNESMEANTHEEIL T, £72, AAIOH 1TFRBR [CL-0009] &S 14 -
BHEOFZEZBR [50771L/0086, 5077IL/0118] K NS F D856k [D1444C00003] DLt
LY, EFEREBICBT D7 =F 7 OEMBEREIIEERZESARE N OO, HARAKD
SAEN TR 2RI TV e B 2 bivTe,
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EWSOARAN L 7 = F7 © L IR SEIZBT D HEA FE & BERPERETE 0 5 DIREEIS 6f 4 2 #EHE

JH B DOFELIE

o SN CREROYEE) OARF KRN =F 7 ' IR SEORM SCEICTIIT B HEEA I & Bt
B 5 DRREIC T D HERH R, & & OBISEICBW CHAI TIZIERI L TH 5.

o EW LS CREROEE) 07 =F 7BV IR QU CEICB W T, AKTEICRT 2
HERARTIZIERICTH D,

UEDZ &G, RROARIRIZI T D BABMEREE O 5 DRI 2 HEEH &1L, Wbk
2 AFN O PR E D 5 DIRBEIC KT DR B ST H Z ENARETH D B2 bz,
FDT, LT ESEIZ, KEIZIIT 5 A5 OB AR E D 5 DIRAEIZ KT 2 HESEH &IX 300 mg/
HThoEEEL,

o BBMEREED S ORRBIZX LT, WA CTESNT7 =F TV REORBRTIE, 7 =F7
£ 300 mg/ H & U 600 mg/ H O & THRESAMTHOIL722%, 600 mg/HIZHUNT 300 mg/H % |
[ DR T 4y MERONRD -T2, ZDT8, WS TEM S AR OHESE T FRER
[D144CC00002] Tl 300 mg/ H O & THRE DM T2 &,

o MCISIT BB E D O DIREBICK T O HEE M &L, 7 =F 7 BV R EROAAFONT
H 300mg/HTHDHZ &,

o BUBPEREED 5 DREBICRE LT, ERNORRREREEOIRETA Ko7 TlEs = F T E U %
300 mg/H £ THEZITO & INTNDH T &,

PLEDZ L0, BUMEEEBE DK S IR Y — Raxt% & L7258 W FE7ER [CL-0021]
TUE, WA ERERIZ 300 mg/H 2 HESEFH B E L CRET D Z ENHY EE X, AHKI300mg/HTD
B OVt 2R LT,

55 I/ AHGRBR [CL-0021] CEZEFHMEEE & L721RE 1 HIEKRRIZISIT 5 MADRS G5t 227
DR—=ZF A IS DEACEIZHOWNT, AAFI300mg BEL 7T B REDR—AT A )b O L&
DFREERE SO 7 (W] 95%(FHFEX M) 15-2.4 (-4.7,-0.2) TH Y, AFH 300 mg AL T,
7T R R L R THETICA B RIE TR0 bz (P=0.034, H3HNT), i, 1G55% I1H
IZBWTAH 150 mg/ H X% 300 mg/ H A 44 M (HFF 52 HH) #5 LIfER, 18% 1THITARHA
300 mg BEIZEI D T SN BEIZE T 5 MADRS &3t A 27 ONEfE (SD) 1, N—RAT A
309 (6.9), 1AM LT (81) Wf18.2 (11.2), TRWEHIRAERF 157 (12.0) ThH Y, 1nHEHREAE
Iff £ T MADRS Gt A a7 OIR T AMER S o, LRI O N TR, AFIEGZISEO 6%
TR T 4 —VE, 7 F T B IR ERLAFI OWRNERABR TN E TICHRINLTWNDHHD
ThY, HelBITRO bignolz, ARBREREY, K412 1 H 1E300mg #5752 &
X, AR OZEMEOBLR X VY Th D5 & LT,
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F7o, @il [CL-0022] 23T, @il BUMRMERRE 3 B A 150 mg/ B X% 300 mg/ H
ZRh LTCfES, MADRS A3t 2 a7 OIRTFARD bz, Mo TiE, SlmEfaof
EREGUIRO LT, & I AHRER [CL-0021] TR SN I-IEmmE Ot a 7 41—k
RERENIR Do T, AR ORZEMZBE T LA TH, AT, 1BEEIBELERIC Y
TFTECERA L T BFE KON 4 8 E TORMFIEF] 2R E, IBBRIEER 588 150 mg/H LT
300 mg/ H DBFEDONWTITY, I1GEMKKREE TMADRS A5t A 27 O LR IK TR A BT,
LAMETIE, 4 BE CTORPFIEF LD SN0, TS OBE TIRIRBRE R 52 150 mg/
H TN 300 mg/ HOWEF T, L ED BN 52 HF F TREMKGETRETH -7z, FHIHik
Lo BRFEIZOWVWTY, HIEFHIIEIRSGD 7 = F 7 & AR A EFHR TR RO
BbThoTe, ARBRMER LY, BEEICBWLTYH, EEEE EFEORE - ARZH#ETHZ
CEIXFRETH D LB BN,

LLE XY, BHRPERE B 0 5 DARREIC k3 2 ARFI OHESEH B 300 mg/H & L, AL A& (%)
EUTOEBVHELE,

M@, RACIEZ =F7E L LT 1Ia50mg LV #&G52BBL, 2 HU EOMEEZ H T T 1
] 150mg ~HET 5, TO%, 5122 B EOMWEZ & T, #EHAETH S 1[H 300mg (ZH
B9 5, 2B, Wb 1 B 1ERRERE L, 8% 2KHU LT TRAKET L2 L,

3.0 JE - AEICEET 268 EoiEEORERL

AHN O =F 7 B IR BEIE, MMV T, PUBRMERES O G MEEIER I 2 CHEFRRRIEIZ X
T DMWIEDTRD BTN D, [FNTIE, BRBHEEEBREOKR S SR Y — FaxfR & LE I
FIFBR [CL-0021] DOIEHE ITHICBWTARIO 7 7 RIS 2 EME N RSN, £72, & I
FHERER [CL-0021] K OVE#ERER [CL-0022] 2BV CTARBIEME G RO G ME R OVZ 2>
WORRET LTRSS, 1R AIE £ TR MR S, ZatEic oW Th REZ2MEIER NS
LEMER LT, L LR s, BHMEREE ORI O B 2505 & U BRARRBRITE R L T\
Y,

UbEoEEBy, ENIZBWTE, AEIO 2 BROEMEGT —2 3625 b0, Mgk ESE O
HEFFHA O BB 6 D A IME R OV BPEITRESL L TN T D, BUBMEEEE O 5 SR+
NG LT AR A BR e e 52 Z LIl CIERnWe &2 5, Lo, MEfH%E
D 5720, HE - HEICEET 20 EOEEEZLUTO LB RE L,

[(1) 9 DRERNUEE LI=HEITIE, ARIOB Gk OBEERIZOWTHRET L, ARFIZEBKRE &
H LAWK 2 HEET L Z & USRS OMERHRIEICI T 2 B RN TORB O EER VL4
RS LT euy, )

7 =FT IR CRBEND 2 L b, FFHRAERE RS RO RICEHRENME T LT
WD BilE TR =F T B ORERIRT 5 WTHEMED b 2.
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FBRI, SE AR RERR R (77 L 22— VPEIFEAS) B2 7 = F 7 BV IR $ER ¢ 5 L 723 BR T,
R & el U COEmE s U7 7 2 A0 25%IE F L, Coax X OV AUCine 23559 1.5 58 <, tin
TR 18 ER L oo Z LR HIE SN TN D, T DDA & T REREBRE IR LIz & b,
FFRSREE R # L L T/ = F 7 B L OIRBEN KT 5 [REMNH 5,

Fiz, BEOK D SRR EBRE ZxIg L U@l 5 TR [CL-0002] K& OV 1 FHEER
[CL-0009] (23T, miind &IERImE ICARZ 8 Lz L 2 omfih s = F 7 v REHBE %
LT L 2 A, Rl IIFEREE L0 bEm<HER LT,

LIEX Y, FFEREREE B K OEEE IS LCIE, 7 =F 7 B ORGEREN KT 5 W HE %
A, FVE - HRICESET A EOEEEZLLTO LBV EE L,

[(2) IFEREREEDH 2 BE L OERE TIX, 7V 7 7 A0 Ui EhgEns L5425 2
ENRBDHTD, 2 AU EOMREZ H T CTEEOIRBLBIE L2236 1 H 50mg T OEEICHET S
ol (MEERS ) KO [y OmEEMR) |
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1.8.3 FALOIERUVEZDHRERN
1831 FERALOZEE

(E&]

(1) FLWIMFEMEO EF1 G, BERFMES b7 Y R—U A, BERFESES OE K2
BITERMNREL, HEICELHEENH DO T, ARSI, WEHEORESD
Ble 4T 2 L,

2) BEICHI=->TE, PO LRBEANRET 25608002 &%, BEK
OZDOFFRICH3THBIL, Bid, 28, 2R, BHREFORFICEREL, Zok
I IFER D B S ONIGEIIE, BEHICEEE TR L, EROBEEZITSL LD,
fRET 22k, (HERERWER) OHESMHR)

(S (ROBHFICEEFEELAEWNIL)]
(1) FHEREO RS [FHEEKEZELIEIBZMRH D, ]
(2) 7L Y — VTR ERE O PRI HIA QIR T IC b 2 B [ sei
HIVER R S 45, ]
(3) 7 RLvFr U v &FGhoRE (FEEM] OEBR)
(4) ARHND R UImBUE OBEFEE D & 5 B
(5) BERIHDEE, FERIEOBAEEED & % HE

1. BEEHRE (ROBHICITEEIRETDEE)

(1) FHRERED & 5 8E ((Hik - ARICBEET 2648 LodR) kO [3EyEiE] OmESsi)

(2) O - MAFHE, MMmFREE, KOEXIIZNS 0RO H 5 EBE [P —iREo T
BETRHOOINDZENH D, ]

(3) TAMAZEDOEBIRE, IO OMEROS 5 B8 EBMEL K TS E582hn
H5,]

(4) FENRXITZEOBEERED & 5 B8, SR QT IERIEBREDO B, XL QTIEEZ K I3 2
ERFHI TV DR Z 5P OBE [ARIORGIZL Y QT MR1ERE T 2 lRettn & 5, ]

(5) BRACKOEEROCHESEZ AT 585 UERZELIEIrIB8Z1M1H 5, ]

(6) UMD EERIEEF D & 5 BH [LOP ) SHITRMEROBSBD G- ORERH DV, ]

(7) EEWED B WHHFEEE 2 AT 5 88E [hoH 5 SH TR OBALRFED b itz & OmE
WiV, ]

(8) miinE (UHik - MEICEET 2 EorE) kO TEE~0# L] OESHR)

(9) FERIFOFIEIE, @i d 5\ IR ORERFE ORI 72 H9 58 (TEER AN
HE) OEBH)
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RXE (F)

2. EEGEREE
(1) AFOEEGIZEY, FLOMEEHED EFNS, BRI b7 v =3 R, BERIEIE R ES

(2)

(3)

DOEMB e A 7= 8% 2 L3 50T, REIFEHIE, MEEFEORIESS ¥, 28, ZIR,
BREDBIEZ 74T O T &, KRS, milukE, IEEORERE ORI+ 2F 4 58E T
&, MkEES BA L, RERREBLQMICEfSE 2B EN R H 5,

AENIOFHIZL Y, KOEND HoNDZERHDDOT, KEFEGFIL, BOK, BEK,
miT, IRER, MR, ERRREEFEOMMBERICERET 2 & L b, mbEFEORESEOBILE %
+31ATH 2 &

AEIOEGIZEEL, HoHMU® ERL (1) KO (2) ORIWERBEBTAGERHHZ L%,
$%&@%®§#’+%Kﬁﬁb,%m%f%(m% %% 2R, BRE), (RIMABEEER

Bk, BRI, miT, R, MR, EPEES) ISEBEL, 2oL HERBH 6 bh
ey, EbickbG el E%@@%%xféi?,%ﬁ#é:&o

(4) RO OPMEREEDOREMRE OUBMEEEFICR T 2 2 SEReat) 28T 58E~0H

(5)

(6)

(7)

(8)

DEIOEGIZEY, 24U FOBET, HESE, BEEXO U A7 BHEINT 5 & 0o®E
NHDHID, KROBEEICHTIZ->TE, VAZER_RXT 4w beEETDH L, ((Z0fho
HE OHESHR)

SDEREZETHIEZFIFEIENHY, BREHDOEZTNANHDDOT, 20 L5 RBEEIL
P BRI QN R A 4 D BRI I3 OIRIE R QYR RE D B L & 1SR Blgs
5L,

Rz, %@,AQ,Q*y7%¢ RNUR, ZREE, HOE, BCRME, EEE, T YT S
A EE A, B, BRSNS LD Z ERHEINTWD, 70, KEERITH L
fﬁﬁww,_mgwfh-ﬁ%%%btfm IRWT, EMEROBECUIARSE, B
A, Miﬁ%#ﬁiéﬂfwéo%%@% ERORIEOZ 2 H B BIZT L L b
2, T OEROHEENBERINZHAICE, IREEZHETT, he K &L, ikt
%7 EEE) R IE AT O 2L,

HEABMCTOBRERAZEE <20, BREMARD LD BE LT85, 165
DI B A F/NRIZE EDDH T &,

FIREICHRSES BN, WE, SR, SRS O1TE O Z AL M OFGER BB LA

HHOND Y AT FEIONTHaRAZITY, Bl E BEISEEZ IR 65 LOmET 52
&o

9) AFNOEGIC L VRERENZ KT ZENHH0T, EMISER L, EmoEERH bl

Laid, BHEE, EERIEFOBELLELITO 2 L&,

(10) AAlL, %Lmﬁﬁfwﬁlt4ﬁEME%t FTIENDHLDOT, AbL b, HFEW

FORMESERD & & DN T2 GEITITHES, WURLEZITH Z L,

T AT T AR 19



JTFT T~ VR

1.8
RXE (F)

(11) AFNTEE L THIRMRRIIERT 2720, RR, BN - £hh - REETEHZEDE
THREZDZENHDOT, KAIFEGTHORFICIIEBEDBGEFBIREF S BBORIEIC
HEFERIHELRVWEIIZEET LS &,

(12) BEFHELOU 0 B2 O, FBEERNBALT 5 AlaErER & 2 O Tl A T TV R
OANEHEOHEZ O LoD, AEZRRIEET L ENEE LW, £, EROEL
WD BT HEITIE, MMOTREIEICE Y X2 57 Sl L@ 42175 2 &,

(13) BHEEORZERBD 2V LEEORIEIC LY, KRR, o, 98, T, &2 osiE
KRHODLNDZ END DL 52 TIET H56I10E, RAICHET 72 EEEIZITO 2 &,

(14) PURSHRERIZR T, iZERE, FRIRMARIES O MARZERIE N HE SN TWDH DT, RH)

IRAE,
&o

3. tBE{EA

RHIEVR, 1B, BACIREEEDOERAT 2 A4 2 BF TR EGT 25 8IC3EET L 2

7 TFT AT ORK TS SN D, 7 2F T OGN EE S35 3578 P450 [iEE

1% CYP3A4 TH 5,

(1) SERES (BFRALGWLC

&)

HEA 4 % EEAIE R - H5 18 715 PP - a1
7T RLFY T RUVFU COEfASIRESYE, B | 7T R U 37 Rvr+ U AEH
(RAIY) BRMERETEZREZ SRS, | M o B-ZAEEOHEAITHY, K

D o2 B ERERIC LY, B3
BARORIAEH PO & 720, M
B TER RSN D,

(2) $FREE (BFRISEET S L)

KA % HRARAEIR - B 5T A USE R
FRA AR S A1 PRI R S R 5 2 & | EAOFMAEERZEZ S Z &R

T a—)v

WD DT, filx D-EDIERK T
DAAEMEIER L, ERICRET 5
&

HD,

CYP3A4 FHE(EH %44 % 3H™
Tdrx=rA v
TN~
2L B — VR E R
DRVl <V

ey

&

AFOEMBWETT 2 2 End D,

AHN O FERBEEHE TH D CYP3AS
OFEICLY, 7V T T AN
THZERNDHDB, SAEANCT ==
A EFRFRG LEEE, 72FT
ErokOs VT 7 ANRKIS I
HML, Cmx 2OV AUC 1ZZNZEH
66%K% 1V 80%IK T L7z 2,

RV CYP3A4 HEEH & A9 5 364
A hTFar—
£

AFNIOERZEBT2B8ENLRH
50T, flHx O EBEOIEREOERE
HEICEE L, ARIZEET D REL
CTHEEBEICEGTHZ L,

BERIC X 0 AF| o 5 PN
mE720, QT MRS IEET E%
nndH s,

AHN O EENAHBER ThH D CYP3A4
ZoR < PREET B2, MR
LRI D AREMER S B,

SR E IRV CYP3A4 THEHRITH 5
rhary— BOA : ENERRE
7)) EHRAKEL-LX, JoFT
B D Crmax KLY AUC 1T ENEHHE
M HD 335 FERT 622 f5TH -

)
o

-

T AT T ARG

20




JTFT T~ LR

1.8
RXE (F)

A4 % EEAE R - H5 18 715 PP - a1
CYP3A4 [HENEH 2 H 3 234 KA DOERAZERT H2RNNH D | AFOFERHEESRE ThH D CYP3A4

R = S AV

%

DT, % DBE OFER B CRENE
CHEEL, HEICERSFTDHI L,

EMET B0, MFEREN LR
+ 5 WA D B

) Znb0FERERER T L5HEI1E, AROBELZES L LD D,

4. Bl¥EFA

G £ COENOEERRER TIX, 341 it 287 1 (84.2%) |ZRGRMAfH S H 25 LeRIEA A
R b, ERRWEMIE, IR (50.7%), 178 (23.5%), &S (10.9%), KREH (10.9%),
TR T (91%), Hf (8.8%), MH 71 Z 7 F 8 (82%) Th-olz,

(KGREF - @F @A)

(1) EXGEIEA

1)

2) {EMn¥E : ARMHE (BEEEARIY) RdHHbhd ZERHDHDT, B, BE,

3)

SMKE FERFEET T Y F—2 X, BERRMESEE - miibE (1%KR6) 23d 05 bh, bR
R BTV R—U A, BERIEHESEE (OB ARBY) 22D EICE D e L OBmiv
BRI AT 8D LR LOT, MEMEORES, N8, 28K, 2R, FREOBIZEL 45
ATV, BENRD DNTGEICE, BE5E2HRIEL, AR CVRBIOREE1TS Y,
O % 475 Z b,

Wi, R,
EHR, Bk S ORI 3D b SHEIE, F5 a2 Ik Ll @ s175 2 &,
EMEIXE (Syndrome malin) : FEMEEGERE GEEARY) BHobhDZ ENHDHDT,
FEENGRER, TREE ORI, W IREE, SR, MEOLEE), RBITENRIL, FAUCOESS
IREANHLNDIGAET, BEEFILL, RGH, KOWEEOLFEHE & HIHEY) 20
EAIT9 2 &, AERIERZIE, AMEROEISC CK (CPK) O EA-BA LD Z ENnE<,
Fio, IAT R UREMNE BEBIKTRALND ZENH D,

B, MENFHEL, BIRbEE, WERINEE, AR, BOKGER, SMEBRE~CBITL,
L LTI dgE S Tnsd,

4) HERERAARIE | BT RARE (BERITY) Rh oD ZLRnb DT, FHRE, B,

5)

6)

7)

CK (CPK) L5, MmHEORHFIATa ey EFENRGEO bNGAIIERG A2k,
WUIZREZATH Z b, FTo, FRRRIEIC L5 A EEORIEICEET L &,
i (JEEARRTY) NHLDbNAZENHDH, DX I RIERNH S bR SAICIE
BhH AT 57 CHUIRNEEZITO Z L,

|IBRIBKGE, BMmMBRED - EERERDE (BEEEAY), AmEkEd (1%AR5m) 2d5bivd
ZERBDHDOT, MEMREEITH 0L, BIEEHSITITV, BENREO ONTGEICITRS
ZPIET D7 EEURLE AT O T &,

FTH#REREE, #|JE : AST (GOT), ALT (GPT), y-GTP, Al-P @ FF4%%£E 5 IFREREE (1%
RKi5), HIH BEERHDT) DHobNEZENHDHDOT, BEETSITITY, BENRD
NS AIITE G 2P IR 57 CEE R MEEZIT O Z L,

T AT T AR 21



g T T T~ Vet

8) RREMEA LR IHERE (RECNME, Eil -

1.8
RXE (F)

M, & LVMEER, REE RN & 2 v i3z

KOWNED D 5 SWEORER) kL, BEMA Ly 2 BEHERRD) ICBiT75 22 &0
HHOT, BEMEN SO ONIHEEITE, B5EPILT 572 CEO)RAELZITH 2 &,
9) ERMRXRIT  0EHEORMEED BEERHY) Bbobh, 59 IE% bR

THZEND D,
10) FHEERAE, REPERARMMARIE : PUBMRIIZINT, FZERIE, BRI (O3 b A
REAR) D IMARFERIESRE SN TNWDH DT, BERE2 5 Ty, B, Mo, MUk
DY, FEENRO bNICGAEITIE, &2 FIET 57 E@#E @& 2175 2 &y
) R—BRESEE DT T 7 )V R OSEORIVER D7 OB ARH,

(2) ZDihDEIER

5%LL | 1~5%A0i5 1% AR A
FErmsRR BHE, FERE, IR | $EE, O o, B, | BEEE, BIE, | RE, 2R OBEEL,
RIRAE R, HAR, 5 | s, WRAG,
FIMME, BuE, B | BV SLVOERT
S, ARAEX, B | Bk, fRE, =48
H47THE) OEEEL, Ve R—
JUE, BIEARRE
Tk, PETL, EER
W, NEEE, £
iE, BESIWERRT T
b=, HEE M
i, EETA, BE)
iE, HWOR, WA
PERS, WhAHANEE,
LARLVALY T A
FEMERE
BRSO BRI IR THIIT RS, MBS, | MEERZ, SITREE, | ORI, 6T,
A =T AR, B RS ARIEL, | AREREIRRIEAE, N—
VAXRVT, HE | ¥V UREGEE
P, BEARSL IR,
i3
ik 1 L R N WERIER IR, A EEER
BORE, &, i)
52
ER#ER SRR, ARE, i | B, OREERR, OFE | DL, DENE

JE, MR LE

X QT fE&

H,ORAR, KA, i
EIRaR

T AT T AR

22




g T T T~ Vet

1.8
RXE (F)

5%k 1~ 5% 45 1% A4 BEFER B
FFF ik ALT (GPT) k&, | LDH k&, Aftkse Al-P E5, vY e
AST (GOT) L&, | &R > IfE
y-GTP L5
B P ERWEE, S5k, %
Hahn
HIESRR %, ‘AT JEERASHRR, N80, | NEEERS, VLA R, | BBiR, WkERE
T, L, ErL, | B, BREWRME | E, vk, ERREE
A PRI, BAKEHR IESS
AR et LI B B, B4R,
] L2
K- R m7uT I MmE | TSH EH, & U7 | BIRIRER, &1V | i, sarzxs
V&Y FiffE v AISE, TSHIEAY, | v —/ViifE, Ts i,
EREAIE, mlEM | AR, IERE,

iE, JRFEWGPE, FTa
B, AR HE

R, KT hY DL
e, KR, S
SiE

1B BAE iz W, MERE, %
D¥E

MREBER FEEde, BB, | JRIEE, JRPH, BUN
HEPR R e b5, Fshi, 5
R, A RTv

2, BB
Z Dt M8 - NN, 1B | REIBEBEGR (OF | BEsrED £V, e, | BAMKT, X2, i
TR, AE N R, MO, B, T | MOOE, TEE, RN | W, TR, FRIE

i, IEH:) , CK (CPK)
[t A RS

PEFRRE, B,
IR, B,
A, TR, O
R, MEE, %
M

ETY, BETIE,
fERE, wERE, §
Mg, ohAREE, B
HVE, WREK,
IESE, EALSUS,
HIIME, HOMRE,
S

) R—FRESER DR 7 =)V K OSNEORIVER O 7= O BE R,

5 BEmE~NDERES

— I E A TIEAEBEBENME T LTV O T, BEOREBELBE L RN LEEICKGTHZ L,

T AT T AR

23




JTF T TR 1.8
RMIXE (F)

6. 1R, EiR RIBFAORS

(1) 3305 « Abhm SUTIEAR L T 2 ATREMED & Dl NI, T oA RMED ekt 2z ERl % &
HE S5 BICORET 52 &, UEIRTOREGIZET 2L EMEITMZ L THh7Rwy, B
WFEER (T v RROUYF) THRIE~OBITHRESNTWD, £, EREHIHURSR
EPEG ST 50, FraRICHTLES, BHR, Pk, Rk, 2RI, S5
PESE DEEBUEIR-LHEAS AR D D B DTz & OWMEDRH 5., ]

(2) 2R - AT OmANIKRET5568100%, ®ALaPIhsEs 2L, (BT~ BITT52
ERME SN TVD, ]

7. MNREADERE
INRER 5 A 2RI IRENE LT, (EIN TOBE R BR 2 72 00,)

8. BEKSE

FEAK © BRI IEEAR, $EEE, MR, RMEETH D, FIUTEME, FHTICEDIEFDHRE S
TWa,

RE : AAN 5 RAV LA R W2 OMERRIE AT O 2 &, RHOFWHITAEZI TH 5, MK
P B S b= H A ITITEE O, N TIPS OmMEY) 2 0E 2479 2 &, RILEN &
S ONTZGEITITEIK, AR B OB EEDOMUIRLELZITH) Z L, 2L, TR
LUy, RN, 72T 7 O e HFERERIC & 0 KM+ % B b S 5 AlEE
MDD D DTHEE- LignZ &,

9. BRHLDIE

(1) FEHIZ{F8F : PTP WdEOFKANL PTP > — M BH L CTIRAT A X 5458525 2 &, [PTP
v FORRERIZ R Y, OGS EEREA~RA L, BIZIEZRAL AR L CHRERIR RS O
HELRAIHEZIPRT 52 EBHEIN TN D, ]

(2) AR : AANIRBEERATHL720, Elo7eb, Hnich, ¥ 55170 LT,
FOEENETICRHTLEH>8ETHZ L, [Hlob, iz, #02551L70 LT
AT 2 L, REIOMIEMEN KD, EYBENEDLBZNRH 5, ]

10. ZDMDIE

(1) AANZ X2, JREARHAOZERFENRHRE STV D,

() AF LB EERT 50 7 L OENERRBRICB O T, RGN LG
FEZE, MM EESEA A S TW5, £72, B r 27 o)L O ERIC AW -4 EE B 55
BRIZHEWT, BEREERHRE SN TND,

(3) AMETHENE S AU FERENE I BEE U 72 RStk GRGRANVIRE - 205R) 26T 2 mlin B & %t
LL LI 1T OBERRICBWNT, 72F 7 vy aahdbE MUl RRg ST 7 78R
B HREL Il LT RN Lo~ 1T EmM -T2 OWMENDH D, T, FMNETOEFREIC

T AT T AR 24



JTFT T~ LR 1.8

RXE (F)

BT, RGOSR & I E RGOSR & RIRRIZIE T RO LRSS 5 L OWmERDH
60

(4) HEHh TN SN TR D SPPEREEFFORMRE BUBRIEREE O 5 Sk z&de) 2 /7T 58

(5)

(6)

FaxtRl Uiz, BEOHL D SFIOEH T 7 & Rt REGR R OMFHERIC BT, 24 5%
UTOBETIE, BEGESLAREXOREELO Y X7 BHL S SAIFBEGRETT 7 B AR & ik
LCEMnolz, 708, 25U EOBFIZEIT 2 ARSESCHBREKORBO U A7 O L5
TFRD LN, 65 MLl LI\ TIZZED Y 27 MWD LT Y,

A X TREMAKE (100mgkg/H% 6 KOV 12 B HRE) #Okhicky, a v A7 a—/ LAk
FILLDEEBEZLND ZARBANERRD bz, LovL, =274 %L (K 225mg/kg/
H7Z 56 HH) KO -#EICERE L TH ABREITES bivenolo, £z, ERHABRICK
WTh, AL BEE L7 ARGRE TR bhznoi,

7 v M 24 1 AR ARG LTy ARIERBRIZ IV T, 20mg/kg/ H LA EOMEDF G#ETHL
RIS OFBUBEE O LR HE S TWD, TR O DEFOFT I, T olWEICkN T 1
FIOFULBEELEFRE L THRESNTWEINY, e b TR T 7 F ViRED L LE
TR D B I XA I STV R0,

T AT T AR 25



JTF T TR 1.8
RMIXE (F)

1.8.3.2 FRALOFEDHRERERL
25

7 ZF T BV IR FEIZBWT, TR ICHEREE S N7 v R—Y 2 &R LI LE LIIERICERE
e s B B E FE G 2SS S, 2002 4F 11 B ICBRAREMEEHERH L 0D, T,
7 TFT BB RIIIMAEHEOWEEDOBILE L+ AT I RER D D, Fo, WEREES BT
¥ R—=V R, BIERICEMARRE TS D 2 LB, BICAKRBEICBWTCHETOR
HIRRNEETH D, —MRITAAIOBEE T & 2 PR @%%i%%$%ﬁ§w:&#6
A O BRI 2 fER T 5 BYe, 28K, LR, BIRREND b IITELICKE 2T
%L,@%@é%%%ﬁéiit%ﬁﬁk@%#_ﬁ%bfk<ﬁgﬂkéoKﬁ@%fﬁ%f
&, BERIRIES BT Y R—=3 A, BEIRIRTERIESE IR O G TV W, 7 = F T BV IR FEDIR
303 & [ARRIZRR E L T2,

22 (ROBHIZIFERELEWI &)

(1) 1IzoWnT

7 ZF T EATHHRENEIER A H O, BERREORBEF IR LSS, FERELZ B S
BHBENNH D0, 7 TF T L IR FEOUPTSCE L RIS E LT,

(2) 1z T

I FT AT HARARINEIER N H 0, LB — BRI (RS 0 R AR O BR VB
BRICHHIEEICRS LGS, AR ER S R SN A BZF i dH D70, 7 =T
7BV IR BEOTRAT CE LRI TE LT,

(3) lzHoWT

JXFTEANTT FLF VU v o2 BENER 28 L TWb, 7 RLF U o, B2 AMl
Kl ChHHT7T RUF U U LB LESE, 7 RLF Y v o B2 BEHIE R MEN & 720, TR
TERMERINABZENNH D70, 7 ZF 7BV IR SEOWST CE L FFEICERE LT,

4) 1zoWT
AFNOF G- T B NOBBIER 2 & LTZEBEFE O H 5 BE AR 2 HE G L25E, HEERE
BUEIRN T 28NN HH7-20, 7 F 7 B IR FEOUT CE L AR umzﬁél/to

(5) 1ZoWT

JTFTEVIREICBWT, FRFEEZ S L TWSEBEICRBIT AHEREES 7Y F—3 &,
MBS ORWER N THIRZICHRE SN2 Ennb, 7 2F 7V IR SEORM CE L FRRIZERE L
77,

T AT T AR 26



JTF T TR 1.8
RMIXE (F)

1. HERS

(1) 1IZ2nT

1.8.2.2 ZhfE - 2D RSOV - JHEOBERIL 3. FIv: - ARl 5 66H EOEE O
B (citfo Ly, IPHERERE TIE7 =F 7 U ORRREPERT 2 Retin b5 2 &
D, HERGICERIE LT,

(2) Izo\T

I ZFTEANT e B RERERZB LTS, 7 =F 7 2 IR SEOEWNERR R & O
BOFEIZIBNT, ESHRMmE 27 F1 (1.6%), KifE 7 61 (0.4%) B3@E I TWD, AAID
B ERER X, ST 8 61 (2.3%), ARIME 2 B (0.6%), MFERT 2 F1 (0.6%) DOFEEH
R BT, DFFFEIECE ML LRE, FIMAERESED.L - MRS, MnERS, KiEo
bHEECIHERABENSELIBENG L7720, R EREIHICITIEE IS4 50BN
bHZE XY, J7ZFTEY IR EORMNCEE RERICRE LT,

(3) 1z T

— I, PUEHIRERN TANABREZER TS L 0RENDH D, 7 =F 7 IR SEOENE
RFRBRIZ I TR 4 6] (0.7%) ORBENEDHNTEY, 7=F 7 2 IR SEOIFA CE L R
WICERE LT,

(4) 122N\ T

7 TF T OENANDOERRBRCTHRZICB O T, ODEX QT EEENRESIN TS,
BRI 2 OB & 5 83, SR QT IERJEBHEOBE L QT IR AZE T Z L mbi
TWBHEANZ B G P ORETIE, AFOHKEIZLY QT BREIMER 42 ATREMENH 5 Z &b,
BEEBEGICHRE L, ok, AAORERKRBRICBWT, OER QT LN 2 i (0.6%) HE I
TW5,

(5) lzoW\W<T

IOMRIEDHBE TIIHEAELH Y, BEREKIIELZ END D, 7 =F T BV IR SEOENER
RERBRICB W THZREK 16 (02%) 23380 biz, 77, AAIORKRBRTIL, BEEMN 1
Bl (0.3%), BRZEEN 26 (0.6%) THROLNATEY, 7TF T E L IR SEORAMCE L FEEIC
FRIE LT,

(6) T2\ T

) REOEBHICENT, MOREREEORRKNH 2 BHITERNW e b=FRY ALK
“EH| (Selective Serotonin Reuptake Inhibitor, LT, SSRI) Mt w h=2 - /L7 KLU U FHE
D IAABHEHA] (Serotonin and Noradrenaline Reuptake Inhibitor, LT, SNRI) ZEDHL H >F| & 53
HE, FEMERAHEL, tETAICELIRVRH D Z ENRE SN TS, &AL SSRI K

T AT T AR 27



JTF T TR 1.8
RMIXE (F)

SNRI FEDHL 9 DAITIZZRND, 9 DREOBEIKEGSND Z L b, H1o SFIROFEDO RN
CE L FBRICRE LT,

(7) 122>\ T

PRI B OO R B D 9 DIRRE, Tba— URIFES/S— Y+ U 7 ¢ —[fEE &
VN T BTN AN T OIS 5 &2 5 HRE I SSRI M O SNRI 25 DL 9 SR 2545 &, KARE
WL, MEBEATAIZEDL VN H D Z LG SN T\ 5, AAIX SSRI & O SNRI Z DL H
OFITIZZRNAS, ) IREBOBRFITHRESND Z 200, PO ORI KR OSEEO T CE &[RRI
RIE LTz,

(8) 1ZoOUWT

M.8.2.2 ZWRE « 2h 5N OV - T EORERW 3. Ak - JHRICEEST A EokE ok
B &0 s By, EME Iy oF T ORBEEN KT AAREERH L Z b, E
BEGICRE LT,

(9) ([zHoWT
BEPRIP O FIRIE, kg, BERGEE OBERIE OERIN 7279 2 B I IAR 2 EE IR G555
VERHLHT-0, 7F 7 IR EOUST CE L FERICERE LT,

2. EELGEXRNEER

(1) 122>\ T

7 ZFT B IR FETIE, TIRZICHERBIE b7 v K= 2 &R LT LIERINHE ST
BV, TOMIZHEEIEFNHRE SN TS0, B FICIXmHEoRNE%E OB %+
THZ L LTnD, RFIDOEKFBRICIBWTHERFMES BT > B—U R, BERIGHESIES X3
HOHITNRNAE, 7 =F 7 BV IR SEOURAM CE & RRICERE LT,

(2) 1ZoN1 T

7 FT7 BV REETHE, fRERIEMEORBVESIDEMS NI Z L5, RfBEERICE
2 EBME K& OB & € DO FIRA~ O IBHEIR ORI & 3 ALTTHEIZBE T 2 FEI DWW TR SCE
IR LTS, AFNCBNTY, Z7=F 7 B2 IR FEOUM CHE & FRRICRE L,

(3) \zo>NWT

—f%IZ, 7 =F T B IR EDWEIE TH DM KIMIEDBEZIIINREEZ RN L N2 Lng, BEIR
JWPES BT Y R A, BERIGVERSIE, RIMEEORIER 2 BRI R AT 2720, 2 b0RIfE
MARRBRT 256065 2 L2 BEROCEORECHHPIL, AW, 2], 2R, HREOS
MAEORTEIEL, WK, B, miF, R, IR, EikbEE SO mAE o RiERIc =T

T AT T AR 28



JTF T TR 1.8
RMIXE (F)

HE0BETAOIVNERNDLE, 7 TF T E L IR EDORAMCEICTH LTV D, BIEREE O BE
BARBEZENZNZ LD, JZF TV IR BEOTS SCE L FEICEE LT,

(4) 1IZ2W\T

ATEEMEL, KERMESRSR (LT, FDA) #E#®EZ T T, BAT WA OFgilE (F
19 4510 A 31 A A S, ENOH D SAIOBRM GRS STV D, ARANTH S 2
AITIEROD, 5 ORIBOBEIEEG SND 2 Lnb, HU9 OF R OBEROURMSCE & R
E LT,

(5) lz2oW\T

IOMREDBETIHAHEELZH Y, ARCHPEZ DT END DD, ARAIFG PR
BEEZEETHEEITIL, BEOIRELOIRREDO B ZEERSBIETIVNEND D, ZD28
ﬁﬁoﬂﬁwﬁﬁ@%ﬁig&ﬁﬁu&ﬁbto

(6) lZzD>WT

9 OARRED BT SSRI LU SNRL % DL 9 Sl &b LTcrd, N, B, WE, ~=v7
AR, RIR, SRrE, wGE, BORVE, EEME, TV T RShER RS, BRE, BURSN D
LD Z ENMEINTWD, £, KRBEFKRITIH SN TITZRW A, SSRI XX SNRI RH%ZIC
ZBORER - ATENE K LTERNC W, SEREE OB I A REEE, AREX, hETS
MG STV D, AL SSRI KT SNRI ZEDHL ) DHITIX/R WA, 2 DREOBFIZHG I
D2 EInG, HUO ORI KR OSEEDOTAT SCE L FIRRICERE LTz,

(7) 12>\ T
) OREDBENIEAEZH N TEHREZXNDIGE, WSR2 RERAT 22613 H5,
FDT=, Pro OFI L OFEIED IR SCE & [RIERICERE LT,

(8) lZ>W\ T
IOEDBFTIE, BRESESCHREK, BfE, WM, DS 0T o2 bk OFERE
WRBOBEALRH S oD Y ATHEIZONT, FHRICHSIZEAZITY, EhRE BEICEE 2D
BIOEORETILENRD D, TD, H19 OFIR OFEEOIRA CE & RRICHRE LT,

(9) lzoWT

7 = F 7 B IR SEDENERE KRR XK Ol OFFA ISV T, (REBEINAHE S Tn s, B
TIFERIFOMGRE - CTH Y, EMOBEIZBWTHEREMES 87 v F—3 2E ORI HE
ENTWDZEMND, BHOBEND b= 5a1E, BFRE, EIRIESEOMEY 0L E %217
IMEND D, AFIOEKRBR THREHMAPBEDO SN TND I NG, 7 ZF T E L IR FEDU
30 & RRRICERE L 72,

T AT T AR 29



JTF T TR 1.8
RMIXE (F)

(10) oW T

7 TFT ENT - B EERERIC X 2 B2 DA ENEIKME 2 23RN S D, 7
TF T B IR O ENERRRER L O IR % ORI T, NI HRE 27 # (1.6%), {KifE
761 (0.4%) ZEORWERNHRE SN TVWD, RAIOHEKRRERTYH, B EEnTE 8 #1 (2.3%), K
M2 61 (0.6%) MOUMFERT 2 61 (0.6%) 235580 b TWD, AFHR GBI 0HNIIEE %2 5
1TV, b b, DFEWR EORMESERDBRBD NG EICITMET 572 L, [HEICEREGT
HVBENGH L8, 7 TF T E L IR EOUSHT SCE L RRICRE LT,

(11) 2o\ T

7 T T EAL H ZFEEENERICL Y, IRK, &) - £ - KAHEBE SO T % i
I RBEMER B D, 7 =TT B IR SEO ENERRRER K O OFRE TIE 133 61 (7.6%), &K
HIOEEAHRRBRTIE 173 61 (50.7%) [THIRDSZRD STV 5, ARG HIE H B O EIRLE DGR
BB OBAEICHE R SR VWL Y EETOILERH DL Z LD, 7 2F 7 BV IR EDOIRR T
ELRRRICRE LT,

(12) 122>\ T

PUREAPISE A 9~ 2 B, SEHIU) 0 B 2 RRICRERE A2 Pk L7256, NN R3S 2 Dy e/ K
IS QPRI OBEDLS — IS Z 0, RIEZEHEIR OB L & R TS ASCRIWER B3 #7212
HELTHHERH D L —RICESDON TS, QMR HIEIR OB ZBET 2720, BHFOIRE
RIS LN ORNAREL R 2 IR T 2 L FRFIC, AHAIZRAICHEET O ENEE LN ES
ZbND, £z, RKF~OE Y ZZHZITIEIROEALDFE D DN HEITIE, AREREICRE T2 L,
HWYIRLEZITH) MERSH D Z LD, 7 2F T E L IR BEORMICE &L RIS E LT,

(13) 2o\ T

JTFTENL, S-HTAZHEL D Ry Dy FERIEICEOfmotEr =2, KNIy,
EAZ I VKT U U U BRI T 2 A Ik L THAMEE A LTl Y, AFlo#E % H Ik
L7258, 2D OZFIRA~OER ) 7R RN BRSNS Z L2k, BEBUEIRZ 5] &
it Z 3 RTREME DS B D o AR DERIRFAER T &, FEFIBEDUIE BRE 3 151 (0.9%) K OBEBUAE B 4 451 (1.2%)
DRDOHNTEY, KAORGEZPIETHLEIIRAICHETH2ZENEELNEEZZX LML
W, AREEMLE 2 3RE L7,

(14) 2>\ T

BN 45 ENZ B THURS MR S BB COIMABRZERIED U A 7 12OV THEEME N 2 Sz,
INEEE 2, ENICBOTHEAEEEOMEEN (P 2243 A 23 B 12T, iR
A BV THEEME OFE RN S, 7 =F 7 B2 IR SED TR SCE TR MR ZE4IE O fE R A
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FAZOWTHEEMEZIT> TV D, AFNZBWTE 7 =F 7 B IR SEOURN CE L FFEICHRE L
Y

3. fHE%H
AENT Y =F 7 & ORBERIFICTh D72, 7 =F 7 2 IR BEQOTRMN LEEBEICTH LT,
FIZ, AFE WA BEERRBR O R 2B Cied Lz,

(1) 1ZoWnT

JZFTEANIT LU v o-ZHEEREREZF L TWb720, 7L U ra, B-ZAIK
FIMHITHLT FLF U o O LT5E, 7 RUTF U v B2 SRR B 3 S & 720, if)E
B FER AR SN D ATREMEN & 5,

(2) lzoNT

o HRAEREEIA, Tra—n

7 TF T AT HFHAERANFEIER 23 & 5 723, (1E O FHRVERHHEIE] & 0FH 3 585 8I3EM
DR S N D ATREMEN B 2 bd, £, 7=F 7V REZAVEERKRARICBNT, 725
TEURT IV 2 — L ORE & OSEEN T A ER 2R DT,
o CYP3A4FHEIEM 2 A4 2 55

7 T T OB G35 172 PASO B EHEIL CYP3A4 Th H, 7 =F 7 B IR §E & CYP3A4
DFEHNTHDL T 2= b A VRANNRN VB 2O LIRS, 72F T DBEBRENHED L
oo FTo, 7= M URANNATEE S EEBEIC CYPIAL FHEEH 26T 50 B — Vg
R, V7 BV AT AL 2 = F T B U OIRBEENBT S RREENRE X b D,
«  CYP3A4 [HFEIEM 244 2 55

7T T ORI G3 5 172 PASO B EHEIL CYP3A4 Th H, 7 =F 7 B IR §E & CYP3A4
DIBNAEHRTH L7 haF Yy — a2 LG, 7 F 7 B D Cmx 2 3.35 fi%, AUC 7% 6.22
BFECTER Lz, AANCONTYH, UV CYP3A4 LERIE AT 25467 =F 7 € OREEN
BRI D AHEMNEZ DD, £, 7 TF 7 L Dt Coax IEHY 1200 ng/mL FEE D & X, QTcF
IR D N— 2 T A S OHEEZEALEDS 7T~8 msec T2, 95%[EHEX M D _EIRAY 10 msec 2 #8272
L OMEN D S (IR FE375 mg 1 A 2 B4 PR & LCHEA L7 QT/QTe #4fi#k % [Chapel, 2009])
T EDB, ARHFI300 mg &RV CYPIA4FRER O S 7 = F 7 B O mERIREN EE S 72 0,
QT MR D 95%EHEX M D EFRAY 10 msec Z#8 2 5 FIREMEHEE S D, Z DT DRV CYP3A4
PR Z OF - 2 BRICIIARRI 2T 5 70 EofEFikZ# L, 0T QT MR E » v REME
WCOWTHEMEZITY Z L &L,

SRV CYP3A4 [LEHRI A< CYP3A4 HEA L OOFARFICE W TIL, Z72F 7 ¥ OREZEED -
FAEITRINDIBLOD, ZOREIFIRE AWV ETHREINT, EBITARA L 550 CYP3A4 BHEH
ThHDHT7NVRXY I L OB AIERARER [CL-0004] 128\ C, FERERERE A B A
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50mg (50mg, 1 H 1[E]) &7/RFHI100mg (50mg, 1 H2[E]) ZOFHFEEG LofEE, B
I GRS D PR ERF D 7 = F 7 ¥ D Coax &L TN AUClast D 2B (90%(EHEIX ) 13X
1.324 (1.154~1.519) KON 1.341 (1.174~1.532) TH o1,

4. EIER

AHN D BN et 4 & U 7= [ENERARRER [CL-0021, CL-0022, CL-0023] DS & OAH
ERI—Ay = EH/T 57 =2F 7L R EORIERABHRICESWTRE Lz, 272 L, & Wil
mﬁﬁ[Cme]ﬂ%ﬁ%ﬁ%@@%ﬁmiD¢%Mwngﬁ«®%ﬁ¢i%ﬁoktb,K%
150 mg FEDORENWER G BRITEFHI G O R o7z, 723, AAIOEARRER DS F X MedDRA D HA
FEAHWTHER L, ERERBEICBWTHEE LS WAL OIS DT,

(1) 2o\
KK & Fl—HIMER S E2EEGT A7 ZF T L IREOERBZENER 22 ICHRE L,

1) 7ZF7EVIREIZBWT, S, HERBEMES RT3 R—3 R, K OWERIA MR HED )
HEINTWD, AAIOERKRRBRTIX, RPN 87 2 F—3 2 R OBERFTEFIETFE D &
TRV, M7 R B 161 (03%), 7'V a~tErZ a8 146 (0.3%)
WEINTRY, Z72F 7V IR EORMCE L RERICRE LT,

2) 7ZFTEV IR EIZBWTC, TIRBIRMEORBIEFNEBIN WL Z D, /7
F7 BV IR FEOEST CE L FRRICERE LTz,

3) 7 =F 7 IR §EDENERRRER L Ok OFR AT, EMEEGREE & 22 S AV dE
BINHE SN TWD, £z, 7=F 7 2 IR EOHIRE IS EMEREREIC K DL HI0 s
ENTEY, HICELZLELOIERZANEATH D20, 7 =F T E L IR BEORRME
& RIBRIZRRE LT,

4) 7 =F T BV IR FEIZEBW T, TR ICREU RUAEE O R BUER 238 SN TnD Z &b,
J T F T B IR SEDUSST SCE & RIS E LTz,

5) 7=F T EVIRFEICEWT, KEEERIESCESMERE e EOEE RN HE STy
HIEMD, JE2FTE L IR SEORASCE L RIBRICRE LT,

6) 7 =F T B IR EEICHVT, HIMERED 2000/mm? RhIAR T2 & 5 2 B\ 72 [ i Bkis)
SEANHE S 41, £ OPITITRERIERECY 500/mm? A (KT 4 2 HERRIERAE b & Eh Tz 2
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LD, 72 F T E VIR SEOTRM CE L RIERICERE LTz, B, AFIOEKRRERIZIHB VT,
I ERE I 23 3 61 (0.9%) HESINTWD

7) 7 FTEIREICEWT, EERATEERES, TR EORIVEF N HRE SN TEY,
U A ECREMEEZ R LEERA LNl b HME SN TS Z b, 7ZF T B IR §
DU E L FRICHRE LTz, ok, AFIORREBRICIWT, ITHERREE 2 161 (0.3%)
WEINTND

8) ZFT VIR BEICEBWT, EERMEMA Lo ANEHR LIIEFNRESN TS Z b
N, JZFTEV IR BEORNMEL FIREICERTE LT,

9) 7 x=F 7 IR SEDENERRHER L O IRZOFAEICIBNT, BRED AT UT RRE
ENTWD, BREUECAX XU TIIERETHY, BERXREWERTH LD, 7 oF T
IR SED AT SCE & RIERIZEE LT,

10) FRINSENZIBNT, PUBHRIEE HRE COMMBRIERIED Y X7 :/Db\Tf%E%?@ﬁiLﬁiﬁ:é
iz, THEEE 2, BNICB W T HEATEE O EmE CERk 22 423 A 23 HAH) 12
PURTAR SRR T W TR OFE R AN 72 S 41, 01%7t/mﬁ®ﬁﬁiifimﬁ
ERRJEREOEEMR 2 5 L7z, £O7w), 7 ZF 7 BV IR SEOIRMSCE L [RERICERE
L7,

(2) Iz2>\T
UTORWERD S b, ERAZEWEROHEIZHHE L TWARWEIERAZTHE Lz, Fitl K21
DUNTIE, ARHKN O BRRNEREE 2 5t 4 & L7 ENERARRER [CL-0021, CL-0022, CL-0023] (5 I/
FHERER [CL-0021] AHAl 150 mg BEOEWEREHRIZERL) 1B 57 — X IZHD X B 4 F
L7z, FRE3 oW\ T, SEERE LCitdi Lz,
1. AAIOEWNERKHAER T 2 61 (0.6%) LLEIZHEBLLZEIEM
2. AFIOENERRR T 1] (03%) IZBELLEZEWERO S H, 7 =F7 B IR SEOU
LEIZBNT, ZOMORIEME L TREE L TW 2 EITEH
3. AFNOEWNEGEFFRER CIIFH L TR0V, 7 =F 7 v IR EORMXEICBWT, £
OLOEIER & U TRl LT 2 EIVER

5 BEmE~DEE

M1.8.2.2 ZhEE « ZVE M ORI - EORERIL 3. Hik - HEICEET 581 EoOEEDO#
BER icit#olby, —RICAEHBENMIT L TWSEBE TlIZ oF 7 v OREENEK
THRBEMERH D Z b, RE LT,

T AT T AR 33



JTF T TR 1.8
RMIXE (F)

6. WEiw Elw BRILRF~AOERE
(1) lzoWNT

THXEOT v b EAOWTEARER A BRI B O CTRBR@EENED i, 7 v BEKOT
XheRF 7 =F 7 © U REIIRERINE T 7 = F 7T UREDOZENEN 265,09 Th o7, E T,
2010 4= 12 AIZ FDA £ 0, HURSHIRIEA AR IR U 72 BR OB AR 36 1T 2 BEMLE IR 0S4
FMEEFER DFEFL Y A 7 IZOWTHEERE N 2 S, InaiE x, ENICBWTHEAEE O
FHEAE CERK 23 423 A 22 B IS THURMIRIE M COE B OFE RN e S, fEiRH
DLNEZKET L EMITHENL L TV eWiz®, 7 =F 7 B2 IR SEOIRM SCE & RIS E Lz,

(2) lzHoWT
JFT NIRRT Ty FOHAITA~BITT D Z ERMESNTWS, £72, SR TE
F CHIAF~DOBITNHE SN TWDTZORTE LT,

7. IMNREADEKRE
AITIEARO/NR 255 L U-iRrae £ L TR 69, /NI 22283 LTy
RN EMHRERE LT,

8. BEKRE
7 TF 7 B IR SEOUST SCE L FRRICERE LT,

9. BHLEDIE
(1) 1zoWnT
Rk 8 A 3 H 27 HAT B HGEFEE 240 S EWVVERTE LT,

(2) lzHoWT
AENIERIERIF T D 7= DR E LT,
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10. ZDMDEE

(1) 122>\ T

7 = F 7 B IR FEOENEFRABRICIWNT, JRIEARH ORI 1 flmE S TnD, £7e,
AFNZHDONT S, WATIRRICEERRADOIERFEOREN S DH Z Linb, 7 2F T E L IR FEDOWR
£ 30 & [ARRIZER E L T2,

(2) 122>\ T

7 =TT BV IR SEQENEFRRER LY =F 7 &2 IR §ED HGERHT W 72/ E R 5505
IZBWT, Z7F 7 BV IR §E L ORREGRA R 0EE, Btk EiEE, &K ORRERAA
ETEXRVWAEBAENE 1 FERO b, 7 =F 7 B ORBYER L O RBEES 2 EE L,
BRZEWERIZITZY L2 00, EERELTHL I 0D, 7ZF T BV IR SEDOIRMNSCE
& RRRICRRE LT,

(3) IzoNT

FDA 25385VEZ A 2 mlin B \CIEEMHUR MR 2 B 5 U TR 2 it L 7ofs R, 7o &
REEHE & e U CIE BRI 3 5 1T DFE T HEN 1.6~ 1.7 FRWV & DOFERBE LN
Too ZORERICHESE, 2005 45 4 HIZ FDA %, [RREMEICBIE U 7Rk 2 /3 2 mlin i
~OIEEFIFUREHIF IR DI L DY 27 O R ([T L TEEMmELZ1TO & &b, FEE
RIFUREHREE DI CEFIC N O OFERZFLHT 5 L 9 1R % LTz, FDA OXfIGE51T, &
MIZEWTH, 7 =F 7 B IR EEA T TeIEEGUFHP I OB T 2 & OEEIE )3 L
e,

Z D%, 2007 HEIZFEBERECBIT DY A7 O LFHICE LTI 2 DO FFRA S 235
Iz, FDA IZBWT I b DOFHEHE ARG S IUZAER, 2008 4F 6 H I3~ TOHURG TS
DN LEFE~DOZ DY A7 IZHT LF RO AR R LTz, 20 FDA OfFEZ% T, EAICEK
W HEATEE OFGER CER 2141 H 9 B RS, EERERESOEHRE LTIE
RIFURS R b FEERIGUREARIE & MBRICAE R0 EFICE G35 ) BOREE NGB S,

AFNIFREVEICHT DA A L TRV, 7 2F 7 B IR FEOUA SCE & RIS E LTz,

4) 1z T

FDA 75K 9 DJRPEFREEEORHEE DURMEREE O 5 SERE &) 2 FT0HBEEZHRE L
T2 EEDHL D DA T Z & R xR EER R & AT L7-#E5, 10 SFIOBGIZ LY, 24 %0
TORFIZBWTHRAECHRERIOIHY 27 B3I 5 L OFREERESILT-, 25 55 64
W E CORBBETITZDO Y X7 OEINIFED BT, 65 Wbl ETIXED Y 27 M Lz, ARfER
20T, 2007 45 HIZFDA 1L, HU9 2FNCHBWT 24 Ll FOBFICEIT 5 BB H & E
BOFRBLY A7 O EFH NZOWTHEERE T 2 X 5 HFEEREZ 5 L7 FDA B IE R Z2 %17 ¢,
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FEE OFEEAE (AL 19 4510 A 31 BAD) 23 &, ERNOHL D SH O STEICARE
%%Eﬂﬁﬁéﬂfw
AANTHL S SHIT i@%# IORREDBHIZEG IND Z LD, HL9 OHI L OSEROURNT
CE L FBRICERE LTz,

(5) lzoWT

KR RREA RIS BT 2 ZARE AN A X OEHKRE (100 mg/kg/H % 6 KON 12 7 H#)
BOGoRrTROONZ, ZOZTa L AT o= LARIEICE LD EEZ LN, v T A,
v b, PMZENTRO LN o7, B MTBWTHE, AAIOENERRERICEBWNT, AR
IRBOEEESROMA 2 L AT 0 — VEEOH L NREENIRD b TR, LER-T,
KRR EEBEZ N OO0, 7 F 7 L IR FEOUMTSCE L RIFRICERE LT,

(6) lZoW\WT

Z v b 24 7 AMORAFEPERERIZEBW T, 20mgkg/ HLLEORETY =F 7O R332 Dy
SRBIETHERICEK S @7 1 7 7 F U EIC L D MRS ORBEE D LA PR D iz, b
MZBWTIE, AFIOENERRBR COMT 715 7 F o BEICH N REBITA LN TE ST,
bt MBI 7 0T 7 F U REO R LG A BEENE & AR S TV Ry, FUBIEE D%
BUSHED EAIXT v MR REREZZ OGN DD, 7 =F 7T B IR FEOIRMT CE & [Fkk
IZRRE LT,

1.84 ZEXW

Chapel S, Hutmacher MM, Haig G, Bockbrader H, de Greef R, Preskorn SH, et al. Exposure-response analysis
in patients with schizophrenia to assess the effect of asenapine on QTc prolongation. J Clin Pharmacol.
2009;49(11):1297-308.
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1.9 —RHEMICRLIXE

1.9.1 JAN
VR 10 45 1 H 9 HAFEEIREFES 10 B TEELO—BHNLFRCOW T LV @mshr,
ZD%, VA 19 4E 8 A 6 HATHRAFA IS 0806001 5 [FRAENI T 5 E I O —#% 4 o
EHEIZONT (2D 1) ITXVEEIN,

JAN :
(AAR%) 7 xF T 7~V
(3£ %) Quetiapine Fumarate
1.9-1 BERX

N0 o

& )NON
N CO:H
C HO.CT T

1.9.2 INN
quetiapine 2N HESEEIFE—f% 4 (-INN) & LT 1996 4= WHO Drug Information 5& 10(3) CT/AFE S
77

INN : quetiapine

3 1
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BE - BRFOBTEEEHOTLYD

110 X - BEFOHREZTEEHDOFTLD

2-[2-(4-Dibenzo[b,f ][1,4]thiazepin-11-ylpiperazin-1-yl)ethoxy]ethanol hemifumarate

fers - i (W& : 7 =TT L 7R O ORIA|
(i:T/\/O\/NOH
N. N
CO:H
Hi st : A . HOCT
S
L |2
HRE - BhiR FAGEREE(ZRBIT D 9 DIER O
WE, RAZIZZ2F 7 LTI S0mg KV EABIMGL, 2 AU EOREA
I - B HIFT1IE150mg ~EET S, TO%, I5IC2 AU EOMBEEZ &I T, HEHE
- TdH 5 1 [E 300 mg ICHIET 5,
7B, Wb 1 H1LEEERE L, B%R2FHU EHIT TRAKRETHZ &,
BIEEEORE | FUARKLOEA - B
. . A 0 Zeicy
RERD | T Some (1 s =5k L S0mg )
ENRRAY - 4B : ‘70 > VR e mg e Ve mg =
B Ly VARKGE 150mg (1§87 =F7 £ & LT 150 mg 54)
=in
Eb7/ki IR DESE R (mg/kg)
v ANR O o250 JERER : >100
AN #E 2500 JERER : >100
A4 XS £ >600
=k ik
BE | &5 ®hHE T L
7L
D H ] R (mg/kg/H) (mg/kg/H) ERPTR
Zv b |48 | &O | 0,25,50,150 25 R EH A
v R e
A X 438 | &1 0,25, 50,100 100 Bz L
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BE - BEFOREEEEHOFLD

g4
geh | &G e b e L
B il R (mg/kg/ H) (mg/kg/ H) E7RPTA
Zv N 6HmA | #&no 0,25 50,150 <25 (REH NG, HR R
e O BB E B
HUVNTRER, FLROE
PN AONIS AR
A X 6 A | &1 |0,25,50,100 25 IREIE NS, PR
7 v b 1248 | #&@1 |0,10,25,75, <10 REEINS], FORR
=k 250 JEAE ERGHE o ARk
EHDHVITBIEKL, I
JRAE T Rk,
1 X 1244 | #&n | o0,10,25,50, 50 FI
100
1 56 | o | 0,25, 100, 225 25 ~NEZ ey, FRIER
K ORI BR S A8 D
Wb, HORRE R E Rz
ME O, FLEREE
D9
FENERARABREEHARSER (BRRRAMEEE 25 T) 287 f51/341 #1 (84.2%)
H fth 5 SR O FEFE FHOUFIEL RBL=R)
fE AR 173 $51 (50.7%)
1Y) 80 il (23.5%)
s SR 37 % (10.9%)
THIT 31 61 (9.1%)
5 R 30 f31 (8.8%)
B ¥
Hih AR o A i 3 D FHA OB EBLER)
RE N 37 % (10.9%)
7w Z 7 F 8 28 f3 (8.2%)
TI=UT ) NI UARAT 2T — BN 13 31 (3.8%)
g kY 27U+ R 10 %51 (2.9%)
M7 L7 F ok AR —BH 8 (2.3%)
i A FRR AR AR V| RN 8 1 (2.3%)
P
2t T AT T AR S B A
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F3W REICATIXE
3.2 T—AXIIREE
3.2.Pp &
.4 R e -
CTDNo. | #istiE s oy % eI K T i, ) | A | SRR
7 A7 5 AR A LA
= o s A il P B .
32P1 — [Reeo e PRS0 mg %MW %t BlAS |7 777 Ak et 2 — | e
. . T AT T ARGt
FK949E#E50 mg FK949E£E150 my e o ) ]
32p21 — s o i ST WA |7 x7 cmmaai G2 — | #eme
T AT T ABURA A
HfiAEs AR
FK949E£E50 mg  FK949E£E150 mg )
32.P.22 - BB DR A E Bl |77 7 s 5[] - Al
o
B PR
|
. - T AT T AR
FKO49E#E50 mg  FKO49E£E150 mg fe e i ) )
32pP23 - PR 5 D A BURAR  WAIBIET W7 |7 #7772k 5[ - AT A
R T O BT O —
, , T AT T AR
FK949E£E50 mg  FK949E££150 mg 7 r ey - o -
32p24 — | o i We |77 s s e — | s
TR G —
. . T AT T ARt
FKO49E#E50 mg  FKO49E#E£150 mg e ; = -
32pP25 - U B 5 O ok BARAEL YLK R Bl |77 7 2 skt 5[ - AT A
AR BLE AN B 7= H K —
, , 7 A7 5 AR A LA
FK949E#E50 mg FK949E#£150 mg e g " it
3.2P.26 — |wamrome Ll ST W7 |7 775 s s G — | s
VAR o PR 02558/ PR 2 i =
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7T AT T AR A
et AT o
FK949E4£50 mg  FK949E4£150 mg Deffi i BTN
32P3.1 s BAP |7 275 2 mrmaai Iy i b
Witk
T AT T AMIERRA S
FK949E§£50 mg FK949E§£150 mg 2T IAS z
32P32 e BAES  BAVBHRT BAS |7 777 <t [ A
BT
T AT T A RIS A
e s
FK949E§£50 mg FK949E§£150 mg Delfi A BEAIFTERT
32pP33 i W7 |7 #7 7 st 5[ AT A
HETREON et X« a3y ha—L
- - T AT T AR SR
FK949E6£50 mg FK949E4£150 mg S RT T AT
32P34 e B AE AT IERT WA |7 277 2k G A
TR R OV ol R o B =
FK949E6£50 mg FK949E4£150 mg 7 A7 5 AMIERA A
ik BEAES BAREZE e I
3.2.P.35 SR AU F—n P R = Wl |77 7 2kt EN EA
i
FKO49EFE50 mg FKO49ESE150 mg ;ﬁ;zxﬁﬁgﬁgﬁﬁ
3.2.P41 VR 00 g B — W WS |77 7 < mskatt [ FEAT R
11 R 1 =
FK949E$#50 mg  FK949E$#150 mg g;i;xﬁﬁﬁiﬁﬁ
3.2.P.4.2 VRN 00 B Uaals o WA |77 7 <Rk [ FHAE R
KETIE (A7 H715) =
FKO49EE50 mg  FKO49EHE150 mg ;Ei;ﬁ%ﬁ%i;ﬁﬁ
3.2P.43 PRI O 5 . e B |7 =7 7 2k [P FFAEREE
RER i (I HE) DAY F—say =
FKO49E4#50 mg  FK949E$#150 mg ;;;’%X%ﬁ%i?ﬁ
3.2P44 A B L % WA |7 275 s G PR
HLH R OB 71500 32 4 b =
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. . T AT T ARIERRA S
FK949E#E50 mg FK949E#E150 my " ; i
3.2P45 WA BARARL WA SEBT WA |7 275 x s G FA VTR
E b URERIR O TRIIA —
m m 7 A7 7 AMEA AL
FK949E$#£50 mg FK949E#£150 mg e ¥ il
3.2P.46 WA B L DT WA |77 st EIZ PR K
A =
i i 7 27 5 AR AL
FKO949E#E50 mg  FKO49E£E150 mg v ¥ i
32P5.1 03 > 5 50 BARAR BT BAS |7 777 < msEmstat G A
L B ORI 7 1 =
. . 7 A7 5 AR AL A
FK949E#£50 mg FK949E#£150 mg e ; jon)
32P52 Wl Al PREDFEDT BlAS |77 7 A a 4 PR
RETIE (7 1) —
7 A7 5 AR A AL
FK949E£50 mg  FK949E££150 mg BAE  WOMERREAT
32P53 B WA |7 277 2 mssstatt ) SRR
RER S (I HE) DAY F—sa
7 25 7 A B A
FK949E#£50 mg  FK949E£E150 mg BANAES PR IERT
32pP54 B 0% PR Bl |77 7 2 skt 5[ AT A
=N
FK949E££50 mg  FK949E4£150 mg E;X%X%%‘éﬁi‘?ﬁ
32P55 U B — P WA |7 277 et EP FRAIE
R O =
7 27 7 ABIRR AL AL
FK949E#E50 mg FK949E#£150 mg et ¥ jsnl
32P56 474 00 8 B i B WA |7 277 Ak [ FEf
HL#E B OB 715 00 77 =
7 27 7 AR AL A
FK949E#E50 mg  FK949E£E150 mg BATAES M PERTIERT N T YN - = s
3.2.P.6 B 1 B = A7 |77 7 <At 5[ AT A
7 27 5 AWM A A
FKO49E5#50 mg  FK949E$£150 mg BeffiAs  SUBIREIEHT o s e A : B ——
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