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ICBEI 5 &H

AERICHREHE IN-FERICRSIEFRUVRAED
EEIL EHFEIERKASHICIERTSEDT
HY, BEZIEREREROBEELBLNDEF

BRICFIAT A2 LETEFEA.

BHERERASM




HA /N JLA H T IL 20mg, [E 30mg

%158

FETINR

—~~
AN
~—"
Sy

BHERERASM



1.4 Rk

1.4 FEFRR

1.4-2



YA /N JLA S TEIL 20mg, [F 30mg

%180

ERXIIERDOERZERD
FRFEDERE

~~
&)

~—"
>

BHERERASM



1.5 REJF I8 R Ok e OB S8 Dkt

1.5 BXRX
L5 EFEXIIFAOBRELROBRIE OB 1.5-3
L5 1 B S d T T B e 1.5-3
SIS O B Rt YV e G 1. 5-3
L5, 1.2 I G DB . 1.5-4
L5 1.3 D 1.5-7
L5 2 BB DR 1.5-7
L5, 2.1 FERRRBFE OB . . o 1.5-8
L5.2. 1.1 ZhhZsf i AeBR. . 1.5-8
1.5.2. 1.2 BIRAIERBEERBR. . 1.5-8
15,2, 1.3 ZZAaMEIRBEIERER. . 1.5-8
L5.2. 1.4 FEMENREGRBR .. 1.5-9
5.2, 1.5 Bl 1.5-9
1.5.2.2 EWNIZEIT DRI ORME 1.5-9
1.5.2.2.1 FEIRBAFORAE FIRIMGEET) o 1.5-9
1.5.2.2.2 FRIRBAFEORRKE (FIEIHFEIRD ..o 1.5-15
1.5.2.2.3 FERRBHFE OB (FIMIHGELRE) ..o 1.5-15
1.5.2.3 MBAMCEBUT DB OB . 1.5-20
L.5.3 TauXxeTF oEFEEOFERM . 1.5-22
5.4 BBITHR o 1.5-26

1.5-2



1.5 IR 38 R OE#E e OB 58 Dt it

1.5 BREXEHEROEERUFFKDER
151 BREXIEFEDOEE
T au Xt F UERE (54 o (4)-(S)-N-Methyl-3-(1-naphthyloxy)-3-(2-thienyl)propylamine
monohydrochloride] 1%, KEA —F 4 U U —4LTERII, invitro, ex vivo W in vivo TE R
k=Y (5-HT) X'/ V7 KLU v (NA) OFERY iALZLICHRAET 2w h=v -
LT RUF U UERDIALLESR (SNRI) (SN ERLTH D (K 1.5-1 BH).
AL, T9o0 - 9 OREE] 2 BEEMEIE L L TT = v & F R o RS IR GE AR P 5
THHDOThHD.

M 1.5-1 7 =2 XxvF oEEBEO PR

1.5.1.1 3DFIZDOT

2 O¥RIE, FERIZIEIR TH 5409 DKy (9 OIRER), Bk - BEO0MER, %, B,
YK, AR, FBERLEZTERE LT, MIRESE, BFRE, S8 0OBERK, KT, E
i, B, BEAR, (BRSO S £ S EARF RN E L) BHEBRTHD. O OO,
BAEBH O MNIZ I TN, BRI R D D OMRIREWE T 5, 5-HT, NA %
DE)TIVORZIZEY, YT T AEEMET LBIET D L OF /7 I ARG, 5 D%
SEDEARIZRD—> Lo TWB D,

BIFE, BOETIEHFER - fE2MICA NV AREINL, BRI X 2FRIECEHIL, 1998 4
DIsHERE LT3 FAZBEBLTRY 2, AREZRED I 70%0 9 D& A LTz & #EHl S
nNTnp . Fi, EEREICELS L, ENICBT % 9 DR OEEARRIT 6.5%mESNT
B Y, —HWSNOREFFEZENE B D LO0, AEARRIIBNET 5~12%, LT 10
~25% LA STV S Y 2o X 51, ERNICEIT B AETEAR RIS & ik L TRV S 0o,
WA, ENICBT 2 5 DHREFOEBEMLTEY, HEMBELREL 2o Tnd.

— AN D IR ORIFHIFII I TS~6 » A L SN THY, 1 F2Bx 5EFD 10%2L E
HHND. ZOM, RNTEMHH « HIERA R ERICSWRENT, (5, ¥, FF BEAE
TR RN L 5, Quality of Life (QOL) 2AF LK T L, FHESLAY DAICE > T
b, BEICHT DR ET DR Mz Nz b 2L s O B LIRS ERSCERN
%< Abh, REOBAHAEZFEEITIELH D0, HEMOEREREICE W CREICHE
UIRiER A2 5 2 ENEETH S, Fio, HAREAE (WHO) OffEIZL D L, 9 D0FIT,
FRBERE = OFLE CIHE L7 AT OB IZE Ch 2 BEEFITREAFHE (DALYs) 128\ T, 1995
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4
b

WITRRBOE S Th o727y, 2020 FITITH 2 MLIEST D & TFHISND. ZhiE, =272
129 DIROHMZFERT 5 SO TIZARWVN, 9 DRITERDEBRTHS Z Lnmfigshs .
ZOEOIREENG, AFEBITKT HIRFEOBEEMIIIEF ICEV LD LEE X HND.
1.5.1.2 5 DRAEDEIK

(1) |5 D2FIZDLT

D ORI xS D HARN IR, KRR LML TH L0, EWIRRICHN O
SHNT T ORI LA I LY, H NS ENIR O 4 SIcpEENS. UTICEhE
VDO MARD IS BT ST fhfE & 2 b DFFHEIZ DV TRT.

(5 — AR

1950 AR YT, ZBSRPLD D3 (TCA) DA 7 =TV KO, I 77 I vRRHST-.
IHHO TCA L, BNEH) SBREAETH OO, il AEAICL D 0%, #, PERRE
ETRUF U M e ERERIC L ARSI RIME R OO E, £, fie XX I UAEHIC L
HIRREORWERANEHEE TALND.

(35 —AHAR)

HAROBWEHOBEAZ BE LTI T rv ) VDB RY D SN SN, TCA &
Wy 5 L < ORIERITEM SN b 00, SEFERICL2IRRIIZ A60h5 Y. 22k,
LD OZhEIT TCA & EEf: L TRoR059 00,

(55 = 1R

AR, B R OIS & AT U TR PR3 2, D DR S TIIMNE 2 7
TUD5-HT KONANRKRZLTWDH Z ERRM 7z, 1960 FARIZ TCA IFMNE 7T IO
BERVIAZZHAET S Z LICLY, MREARICBITZE ) 7 I VEEFHIMSETH S 2%
ERETDHENIE T IVRBBPERE I, EFEEERIC O EBEEANRETY, FEOH
HP00 DN EIND Lo T,

O XD 7kl 2k T, WM I T 1980 AT E = b = TR D JAAPEESE (SSRI)
B SHL7z. 2@ SSRI I, D7e< & HEE TRV D DFHAEFITEBNT, TCA &g LA
BEOHELZA LYY, hofiza U AEH, 7 KU U o a BEHER O BIER 2S8R S -
BEMEOENEAITHS ', ENTILSSRI L LTIZARFY I, NuXxvFr ke L
FZVUNHRENTEY, =22 a7 AREEFTHD (2009 4 5 H HALE).

(5 Y AR

5-HT {EBMEMRFEEE DI T 9 SRR, NA TEEHPEAR IR RE O T IS EB
FICEAETICBEE LT Y, S OWORIEICIEH T L U AEE LTS Z ENRR SR T
W5, LER-T, W7 I REFERISIEELET 28 WL, 5 OHOBFICEIVHRHTHD
LEZLND. ZDZEIE, SSRID 7 FXtF o LBIE NA HI Y ALHEKDOT > 75
SUOPFHICE Y, B OB OREANREL DOMABER LIz oWE " o bR ENS.
72, 9 OIEEBRE D 65%IZIER, TR, BRSOKRNRA SN TNS A2, 5-HT KU NA 1EH)
PERRRRIE, 7> & BRI T 2 TATHERIR ISR 2 L2 NIRRT I b BB 5 L 5
26, £z, v MEEETVIIEBWT, 5-HT XO'NA O 7 I 2 OE R FFEL Y A A HE
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HOPHMIL, HBROICERENZELT S 2 E08ME S TWD 2, 207, 5-HT L TTNA
DOFIRVIAZAEIZL VBT /) 7 I AROMBEA RIS T D 2 L1E, 5 DHITHE D RISk
LTHPIRNTHD EBEZOLND.

L7eh 5T, 5-HT KO NA MR Ix L CRIRFCER T 28 Mi%, WIFho—F~OfER L
DR S TRV, D DO D DRy, FEEEMNEIE O P EIER 2N T R L YeE
L, £/, $#RER VAT Z L0/ SND 20, BRNCENT-FME AT 5HAIC2
B/BoEBEZLNTND.

PLEOBLE DG, 1980 4% 026 5-HT (2012 T NA OFFELY IAABRAEIEH 243 % SNRI
DBAFENBIAA SHL7=. SNRI DO FEBRZR 0L 5-HT KO NA i O FFEL 0 JA L ENE ] % [FFE
FEICHET2RICHD. £, ZOMOEEHRIBEDBEOZHME (LABY U HETEF LY
VERIR, T RUTFU M o KOV B SZAERE) ~OfREEREMERIZIIV. EATIESNRI & LT
SINF T T UNRME—TIRS LTI Y, SRR EER Td % 2% SSRI & Fhigt L TRh R M O A%
HORSOEICBENTERL TS LWy @ELHhs 22,

(2) I D2FIZKDHABEIZTDONT
FWEFRIE, 152 107" & 9 ISR, ApeRE R OHERFRIE L VW), R&E 35D
BEFIECTT NS, Tbb, BIIOK 3 » HITIEROE MR 2 BEE & Uiz A iaiE T
b, Bk, BREBSTEOAHEEZR 6~12 » AR5 T 2HRIEEIT ). FICHRE
ERHIET B2, BHIMEG 217 9 MEFEN R S hTn g 2,

X 1.5-2 9 OWIBHRICIIT D 3 SOIEHR Tk

EARB 22 iR D J7 8t —o L LTIE, 2003 FEICHT 9 DI L HIEE T /LI X LS
ENTWSE Y. ZdoHL, BIE - MEIED 5 SWFHRE T DI 8% LU T O SRR IR
L7-.
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GBI |
AV 31T B IR O —RIRIE T SSRI L OVSNRI & S TS, ZOFHE LT, D |
< & B ERE TR S RiF TIL, SSRT K U SNRT 2 H L TCA K OHE “BRbL 5 ~%D ) |
PHE RO ST Ch B LD FEIE A, I BIERRE L T2 MERSN L 119, & |
T2, BAMEOBLE S SSRI K OVSNRI I, AFMRASEDE SRR ~OBFIEITIES, 76k |
aﬂtA_ﬁ%néﬁ:)/é@ﬁ%%%%@-ﬁ%%%@ﬁ%$%%ikh&méf,ﬁéé
PERE NS LN IF B g 16172729,
B, HiOOEDOBEREL, RERHAENLHBL, o R CIETS DL |
LANTND |
([ B O1E%E) |
SRR R, I, ISR LT b 30~40% 0 BEITBV THRA LD |
NP, iz, HBPSRICER D IEED 5 B 20%FREN, Z D% DIRBEDORI R -« |
B%T 5 LEESR TS Y. 00Xz, B REEEICANT HSEME LR |
YA, WOWIEL LT SO E O S ~H% L O sENS b bis. = |
B DI E R B L72#F%E 3D (300 b 00, Hi) SEOLEAHEES N TN D, ZH |
HOHHA L LTIE, TCA, SSRI, SNRIH/1DERT 52 & & SNTVS. Z 0K, H—#iR
JE & RHED B 2 JFI~ DL L 0 L) & SN TH Y, #SHIH T SSRIOBHRNH B |
R T2BFEN SNRI DR T 77 XLV 2 5 2 & TH O ORERB LRI LN D |
WL SRTND 2, |
kﬁb,iﬁﬁmﬁﬁfﬁ footH SK%E L OPRELED TERT 2LERD L. |
Z ORI, AEFSEC LY o AROEAPEETEXRVES, UIBENRA |
%f&é%émﬁﬁéhémx@%_ fé@ﬁ@7/&Akm@ﬁﬁ(Mﬁf“&kx&TE
F UL DEERING, U F AL ORENEDE SHTVS ’
(LAtE DGR :
PIE] e O [H H ORI & B8R0 HVARVEAIE, HIZRAR D RHOH D S~ |
ISE, 2 FILL L OMOB D S L o, BEITVRARE (ECT) S0MBFEDN D,
WAL A RIRT 5 2 L AME L SHTW S

—J5, BIED D OFREHIIR L TIE, HB—@RFEL LT TCA, SSRI, SNRI OWT N5
WY E ARG 5 2 L & L, RS EE M+ 572 5 ECT b&ET5 %0, 2
DEE, 5 ER%T+”&%%#A%n@m%Q,Er@$%f%of%§ﬁﬁ%;0%$ﬁ
OERZRAIE LT, $19 DFEOEHENMELEIND. FFIC TCA 2 mHE THW 2 5A 12130

$®Aﬁﬁ-%ﬁﬁ_%% , BEICEEEZITY. £12, TOLS b ﬁﬁ%ﬁi%%@t

(250 T2 FEMIRIE DS A e & EE'zbznéiE'/\ 1%, ECT BRI T 5.
ﬁk,%ﬁ%@ﬁ%#%Tbk%@ﬂm%&&@ﬁ%ﬁ%fi,ﬁm%ﬁ%%%%ﬁéﬁﬁ
NG, AVEHITHWEHREEZ O E kT 5 2 EnEREA TS P,
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FROLBY, I OHOEYIRIRIZ BT A ZRIFRIEPHEIR STV DR, TanxtF
RGPS AL D SNRI I, SSRI & 3RIZ 9 DIREEITH T 5 —RIFEDO—2IZB T 6T D.
FEBRIZ, SSRI K TN SNRI 1ZZ DN ANER ONZRMEN G, RSN S, WERRCDEN
BETHUSTINDZ ENEL< 720, ERNIZBIT 5809 DFEOFIZEH % SSRI & Y SNRI D
BHRE (HAF) A3, 2000 E1213 268 (E M (51.9%) Td- 727238, 2005 4E121 847 (EH (85.5%) &
KRESMHOTED Y, FMBROFR ER>TNS.

ZAUH D SSRI L UF SNRI IZDVNT, 2009 4F 5 ABLAE, BEIZ SSRI @ 3 A& T SNRI @ 1 #1743
FiEIN TS, LrL, [AUCAEREFEOIRAITH - THH L OBE TIRANTKT 2 RN
Fipn S SRORETIE, Hx OIERISIE Ul & DI OIRYTRRZ1T 5 2 L NEET
b5 Y. ZOw, RYEEORREZ T ERNLETHY, EREE T, BENICE
R S DHEAR RO BTN D.

1.5.1.3 EROKZE

KEA =T A4V U —tiE, FHRMFEEZAT 200 SHOGHERAARTZ. £ LT, 9
[ CI, 5-HT (212 NA ORIV IAZMEEN G OERFSLT BB THD E DB ZITEDE,
LZEMEOE TR, SHARISEDE ORI (LAY T F =) UK, 7 L)
Ui a RONBZAIR, B RAZ IV Hy ZBE%E) LOREROEEAEZBIEL, VAN OL
7P DO A D 7.

FDFER, invitro, ex vivo X N in vivo T, 5-HT LUV NA OFEY iIAA % 258 < BHET D03,
7 v ORI I T HHE 2 DZRITK T D GG EMERIIMD THWT = v %t F R
GEBRE YRS LY248686) MR I N7z, HiZ, v~ AZHWTERBR T 2 nxtF v
1% 5-HT OVEH (REEL OVEIR D) 2R S, £/, Bk 7 A Vv 7l cELre X L7 1
=V OERIER MY, TARELE XOEKRETEREHICHE T Z LR, T
oL, TandtF UL, [TEEEEMICEH S-HT KO'NA OFR AALERTH L Z L2
e s iz 0,

B, TauXbF A FREER (SR, R ) BFEET DA, S-HT FHY AARBLEE
FADRTRN SIREZBFBIEmE L TERIR L.

1.5.2 FAEDRERE

B DR 2 1.5-3 RO 1.5-4 1ZR T

s sk, e AckES =TV ) —HEVENCBS 5T 2 n Xt
T OBFEOHR & BT L. BRI ASL e AR — 71 U U —palaihg, B
BRICHE T 2 WA O, SE - B ONC L EEOREREATV, AT S IR
BRAR (REIBG e, OG0, R, AT, SO, — R, R -
Sy - ARE - PRI RO 1 AR A L. 2 OfER, ENTEH 1 HRRICEITT S
ETREm o2 SaE L, OfER S L0 g mRBREBs L. 2ok
O 7 0% 2 B E T, W ERTTHEEER Lz, LrL, BARS—F AU J—
BRAREHE & DIERBIR ORI Shiclew, 19FEo0%E 3 RIS, Rk
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KALDBMTHET D 2L Lol

LWL, TanFeF 5~30 mg AE MR LS 2, 53 Ra L, 0ffjs
B CRLERGR R FIEIRE) 21To7-. LiL, HikOERMEREREEY & — (Y
e, LR, Bt ¥ —) LOFEMORE, 72Xt F 2 30 mg L TOHETIE 07 A%)
PRGN T & Iipo e L offimic Bz, WE A chmEEm T, FiticTanx
TF 2 40~60 mg (21T DA MER VLML ETT o2 L & L.

LIFIE, FRERIRBUSR K OV 3R 0 PR FE A 2

2B, T auXv T RN, v a VBEH D W~ LA UERE L LT AED S,
Z OO RZEMEICEN TV HIEMRIE X BRARA S LCTRA L. 207, BEEGHO
FEREIREBRIT I, R, a2 UEMEH D WVEY LA VB A WD, OBV LY F0
FERICKE BT A O oTo, £z, BUERGEARPFEIC L2 BRI IERE CHM L,
W LASN 22 I TR D —f 2 2B 1R LT

PBOARTH R ORFIZBNT, TaaXtF i 7 U — K (@EBEERE) 2% L, BRHERT
AV HN 7858, HICRELRVEY T a3 F U ACBELAMEE LT, 1 B 1 BEO#
HaamrLic.

5.2.1 FERRIRBAF DZE
5211 HEZEFFITHEER

@ﬁ%%ﬁﬁéﬁﬁm,w.¢|ﬂ;@£mbt 7 a0 X F UM 2 5-HT K
O NA OB AHAEETH Y, [TEEEIEEMIC ) SHET L CUFEEN A R LIz, —7,
DAHYMTEF N Y UZFK, T RUT U v o KO e R, B AX I Hy ZHFEE
DF RIS EY LA RILEEN, AREBHIEN R OPi= ) AR BN Lk,

BETEO TCA, WUBRFRHL D ST i 2 #EHEIN R OHL = U AR O & 5 2BIE O R BUR
FE IS L HER ST

5.2.1.2 BIRHZEEAER

airsEeass, s B &0 B L. 2o, T a0 T R
Ji, ERATEMMHIER R OT L 2 — ARBUMHIER O £ 5 RIEEPEORHE S A5 2 L AVR S
nir.

5.2.1.3 REMEREHR

~U A, Ty RO X ez etsiaRgs, o e o s EeLe. 2o,
FRRICIS\VN T 2 1 b F R S PRI, IRMERRIRSR, IPULR B OB BR BRI LA 7
AIWERZ R S 3 mRetEIMEC E B b, 70, IR, HIBER, B - WRERILONCR
ERICHEERBE JT S 2V RSN,
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1.5.2.1.4 EWBNREAER
BRI, EICT Y FRO X2 MnC I A kvEELE. Ty PR X
B 2RI HBAERCH» T, BIFTH o2, 7y FROA XITBIT DA AT A T T ¢
X, ZHEN 34%M 0 10.5% T, PIELEERRHZ K& ZIT D2 ERNRBSh-. [*Cl-F an
T UHEEE AT v MCHERR OGS UK, BOREIE IR, B, SRS L,
T DOREy B4 72 BRI £ CloER- Sz, EE AR ESILE F2 &0\ hoEmEIC
BWTHEL, 925~978% Thol-. TanFx T IR I 2EENEL, 7y b, A X,
FAOmsE, R, BT ROERIZEIZ OFEBEORBYPFAE L. T andtF roFHaM
BRI IR O FEF PR CTH > 7=,

1.5.2.1.5 HMHHER
7 andv s oo BT I e A & E L. HEgGEERR T, Ty
kD 50%EFE BT 1ET 491 mg/kg, MET 279 mgkg ThHho7=. A X TIENEM:, JHEMMEKT, ZEE
BHIE, HEFLESOR DOMBIESE AN 2 57278, 100 mgkg THIETHNEI - T, RKERGHMER
BRTIE, 7y bD1 p» ARD 6 » AHEGHRERT, KREEMIG], BATERCD & OWThsE &5
& HRHEE B 70> 0 HR A BE D JIF/INBE D ST P TR L3 2 By, BEFEME &1 30K) 3~4 mg/kg/H T
bole. AXD1HH, 65K » AEGREBRCIIHE, BALERIEORIE, g, i
MR DAL, BEEEIIOTND 3 mgkg/ HEfE CTh o7z, BIREERERTIL, in vitro Yt
IR B RRBR T 33U TR B I O HE BB RS 28 B0 U 7223, e (R i B I o0 B I 24
niginoto, M A2 AV DR ERE BB K O~ U 2/ NZRBR IO R 21572, v
ARONT v MTBWTHNARMEITRD G- 7o, A AFENRER T, H7 > NMRR6E
BRI BT D AT L OB A TS O W COERMERIIIIC 45 mgkg/H TH 72, T v b
ﬁ%ﬁ% B 5 AR R O AEFHICOWTOEREERITIC 10 mgkg/H Th - 72,
IR - BBIRFAEICET 2RERTIX, 7y RO THFONTHORBRIZE W THETEIEITRD
Y ﬂ%@%Eﬂ@_owf®ﬁﬁﬁgi,%m%mAO&U45mﬁgH@%ot.7y
~ HHZE B & QN AR O A DN RHAOBSREIZ BT 9~ 2 3B T, FI HAEROAFROEK T LW
RIREN A OIS, AFHEICHEIIA OGN 0o, WEttElL, HEW oLz DN
TIX 10 mg/kg/H, F1 HAEROFAERFEEICOWTIX 2 mgkg/H TH 7=, FUEMERBRTIX, 7L
NF—FRFEDNRE SN2 b OO, EFIETRD 5NTT 2 v v F VHBEO RO S,
HOENET Vany e DEETT LAX—3BE SN ho T, IKFHRBROEE, Tanv
¥t F ORI IRKAFRR, 2L E X — VRO KR AFRE R O IKFRR I X e & &
Z b,

1522 ENIZHF SHEMEORE

15221 EEKBSOEE MEBHEET)
I PR A A DA D B A B < 15V O, 1 4R 0 IO 1R DA
Lo, 81, 2 BT TS ORI O SEHIC BT 5 IS T CERIEE 10 A 2
AR 874 B) (et U, I 0% 3 BB I T O BRI 0 SR I Y
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BT 285 (P9 A3 H 27 HIEAE S 28 &) ITHEWVEESE L7-.

1.5.22.1.1 % 1 HHER
(1) =1+ (&A)

BER 2 2 A 5B, FERRRRBROFER D ORE LT anXxtF 2 25, 5, 10,
20, 40 FUr60 mg o 6 AN I E AL EE L. 2o, RK, B, HE
BEEDFER N A B AL, 60 mg K5 TIE, 40 mg L FOHETIIA LR TR, BARARIRSE
DAL ERER NS HILT-. F7-, EWEHBIZIBWT, B%E 5RO B i e B 5
(Tmax) 7% 4~24 FfH] L IXH D& RKRE L, WIGEE DL EMICRIEN H D Z LV L7z [’
H&ERE5.3.3.1-08]. Z D729, BAOFKEHEZITV, FEAOEBELREZ 10 mm 2>5 7.5 mm (2L
L 7= 20 mg D RGVEVESERIZ W TN A 4T XA Z U T 1 (BA) kB & OB & 5B %
Fhi L7z [WRAFEFEF5.3.1.2-02 % 185.3.3.1-09]. = DOFER, Tmax DIEH D& b TE SN0,
AR 2R E TITIZE D D o7, TOERK E LT, SEAIOBHHOEBNRE 2 bhizied,
ZDRERIT DI OGN A R CA LT TR ABINCER L, UBORREEITH Z &
L.

(2) % 11EHER (HTILA)

WBVANERRRI 2 F8 C A LT 7 il a v iE Gy, (e A kv Bz, &
H&lX, BEAZHWEE 1RO O MR REORENFTEET, XD LRI G THE
EEZLNET 20X tvF 10,20 K M40mg & L, FIBHEEICTITo 2. TORE, IRK,
SHYR, SHERCE OIERDTRO DL, WINBAEZESTICEE L, BEE 22587 ITR
D LR T, EYERETIE, R ETIRE (Cmax) K OV E bR BE-IRp i B T A
(AUC) I E-EDHIIMI EWEIR L, BHE (HRAME) IZBT 2IHKFEI [t B)] 1F&EE &I
EKOTIREF—EThoTo. Fo, ARBRICEBWT, 20 mg ORI T 7 /AA| & GER & D3
WEREA L L= & 2 A, WERFEM O Tmax [ZOW T, $EAITIL 5~24 Bl & K& RiEH &
DR BTN, 7B AFITIE 6~10 KEff] & oaE S, A E OB Uz &l L7z
[IfHE R 5.3.3.1-01].

o, e AL ERL, BERITT 2 nF T 20 mg DRSS L L
7o, ZORER, BEMITONWT, ZEERREG R OERE G OmSEM T CRICREIL R0 o7z,
B% D Cmax [ZZEERFIZLE_EEICE - T20, Tmax, AUC, t, (B)MXOURHFHEIEREICIE, 2=
L BROMTHERIIRD NPT, TRHDIZ NG, FanxvFr oRyH itk
CRIFTRBEFOREBOREIT/ NSO LE 2T [IHEE5.3.1.1-01].

o sasg, JEfR Lo EEL, HERETaneEF 20 mg L LTLA LA,
7 BRIEIA%EG Lz, ToME, HERGHRBR TR bNZIRG, EH, SHEERSEOMEIRD
FELUTon, Bt ERE L 72 D XA b ivie oo 7o, IR IR ER 512 XD EA-L,
5% 7 BIZHT 5 Cmax O AUC [3A[EI# G-RF & L THR L7278, Tmax, tip (B) KOYR
RIS HIEPIZIE—ETH Y, B T HEICRT 2 EYEREIRIRIEEFIRREICE L T
Wb EE 2 b [IRHEFR5.3.3.1-02].

g
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U EOREREMNS, TaadtF o 10~40 mg # R L7854, RS, S, BEEKS ORER
DFBL UM, FRCMEE 222 X9 i CidZe <, 5 2 FHBBRICREAT "R & HIlT L 7=

Fan¥F 40 mg O GRGE, IJEfI L ERLE. 2ORE, Tanxt
T2 20 mg DA LRI et ERE L 25 AR T, £, 85 7HBIC
BT 2EYEREIXITTEFTRBICEL D B b [IRMEERF 53.3.1-03]. LR -T,
FEMRHEIRIC 31T 2 BB 538 [USFHE R 5.3.5.4-07] Tid, 40 mg O£ 523 AT HE & ]l L7-.

F70, FI3IHRBROEME Z G L Lo IMTE R 5.3.5.4-10~5.3.5.4-12] ZEHlEi3 50
i, Ml L IFEImE AR L LT an®e T 10mg &Mz imtasng, (9|
HE0FER L. ZO/E, REIXIESRE L X THEFGOME, HEROREREICRE
REWRR LN o7, £, EPBRRICEW T, &gt CI3IEEmERIC L, FHE
& LT Cmax TH 1.3 f%, AUC THI 1.6 1%, tin (B) T 1.6 iz e K&, MIEREE TS TE <
HB T2 2 LARIRENTZD, WTFNRONRT A—F LlEER THERZZRON 1o [IR
FHERE5.3.3.3-01]. ZD7, 3 fHmnd RBRIC 1T 2 85 81X, el & [A UakE ClE
ROHO KT LT,

1.5.2.2.1.2 % 2 HAHER
(1) HIHAZE 2 tEEAER
(A) FEHEEE
0« 9 ONREEDBE 83 A RTRIT, T 2 v Xt F o OB NEEPEIZ OV TS
ToA—7ragny, JJEfALoEELE. FTanF T oRGRIT 1A 1E 10 mg
ZOMAELE L, 2 HEURBEERERIZEDY 1 B 10~30 mg O T aEHEHT 5
Fixed-flexible {548 H L7 (B G-WIRIE 6 MR, 581, URFOIMRRR ORRKH &
10~30 mg Z#Z& | E LT-.
FDORER, BAOMUGERE OUCER (TESGE) U T8 &HE SNTIEFOFIE) 1%
52.2% (36/69 fil) TV, T anmXtwF U OEIENMHERS N, —F, B LEEORLHE
( MZE2THD ) LHESNTIEFOEIE) 13 48.0% (36/75 1), BIEA (BMTEEER) FHE
1%38.7% 2975 ) TH Y, FRRFERIC AR LetEZ m L [ISMTEE5.3.5.4-04].

(B) LERAEISEE

90+ 9 DIRRED B T8 Bl X RIC, T anFeFr OAME, REMEIT OV TG
A= vilg, e A Lo gL DENE - R LT, DRNE ) &
2T DB, AR & AR RN T RO S AR TR 2 A D IR AEE O &
HNE L, FYFIEIC LY BRI CERP%EL, TROEBNRWEERZNESDRT
W L LT o T, ARBRCIIR R R L 0 RV REF S L, TandeF 1 H
1A 5 mg ZAJHE, 2 8HURIEERRERICEY 1| B 5~20 mg &5 CTHETHEBT S
Fixed-flexible {5 &8¢ L7= (HG-HIRIE 4 ).

1.5-11



1.5 EJFUTSE R ORERE K OB 5 O

ZORER, R ERUGERE OWERIL 63.8% (44/69 ) THY, T anxvF O
DR I, —FH, MR SEOREE (B2 ThH D) LHIE S NTIEF OFIE) 1% 55.8%
(43/77 B, BIVEH (BMUFEAELR) FEBLHRIL 27.3% 21/77 ) TH Y, RS I+ a2 v
Zor LTz [BSfHE R 5.3.5.4-05].

(2) HREASE 2 B
(A) A 2T5IUEDEBREBHAR

BTHIEE 2 FHRRBR OS2 E 2, AR ZBRFTL, BRAEZHRET 570D, TCA
DA IT T I ERRIEE Ul ZHEMRIERERZ, 5O« 5 DREOBE 177 Bl & x4
rssREsc VT I E N K Ei L. ek, MBETHLAITT I, O
DIEOFUMAZAT 5 B DHEEED—2 L LTEMNIT O TS, TarXtF L 10 mg,
AI7 7150 mg KOEEEZRGL, 2B LRFRIEEORBRKIERIZEDY, %&%10~30 mg,
50~150 mg @%’E.Tl@ﬂfﬁé/ﬂﬁ”é Fixed-flexible {£ 4 o (8 5-HIRTIL 6 F#H ).

= DRER, AR Y E O S A R OB RIS OV TIRBR S S A L 7o AT e 5
%lGMD%H&U%HLD®%ﬁﬁ%%Iaﬂjmﬁ®&%%®%é%‘ﬁﬁ% CHEA
IEREO B Do T2, PPS IR HUERILT = v kT B 60.5% (49/81 fil), £ I77 3
Vﬁ&B%@M%W)T,HTTi%h%hiﬂ%@%ﬁW)4H%@UWW)T%ot.

AMRSCEE OUGER Z FERHMETERE, FHME~—T 0% 10%E LT, SO %

BE L7k, BB SBEM CTH D PPS TldA 2 77 2 ST D IS MEIT MR S h s
Mo T, BIRIENT I REM TH D ITT TIEA 77 2 ST D IELENGEH S iz
(p=0.007). FEABNZ I BI EAR = O BRI ERICHOWT 1 ARG BT 2 &G MR
EOVAT 47« BTCHTID TRHME L, FICHEDRFEGER (40, 50, 60%) %15
HIoDICELRHEZYHE L. ZO/RE, TandteFr A I77I00F, &F1:5
O R CRSMA MR T 2 2 LN TE .
WHEZREICBIT2Z8R (22 ThD] XL NFFRETH L] LHESITES O
FE) X, TanXvTF 8 83.3% (7084 i), A I 7T I B 66.7% (52/78 f5l) TH YV, Wi
FERNCAH B2 20RO bz (p=0.0177). £7z, BWEHFRBURG (AMEER) 1L, 7=2mF
T F B 50.0% (42/84 i), A 7T I UBE64.1% (50/78 i) TH Y, T anFxkF U OFEIE
ARBERIT, A IT7T7IVCHAFETEIRVLODELS, T anXtF rOREMEIHER
STz [IRFHEEE5.3.5.4-01].

(B) #A—T B
FEARRHEIRIZ BT, 920 « 9 DIRRED B 55 Bl R G EE2 T anxeF
10 mg/H, Bem#h 30 mg/H, H58ME 6 @icsE LA —7 iz, 19 I}
AXv3hE L.
ZORER, R ERUGERE OWERIL 53.5% (23/43 ) ThoT-. -, WIELEEICE
FORER (ZRThD] LHESNIEFDOEIE) 1% 46.8% (22/47 ), BIFEM (B MR
JEAR) FEBLRIT 34.0% (16/47 #il) TH Y, EIKEHIC SRtz R L [IHEE
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5.3.5.4-06].

1.5.2.2.1.3 5 3 1HHER (LLEXERIAER)

B 2 FHRER D TCA 1 X 77 X 2 & O HlaBR I, 2T I S 4ER PPS TIHELMEIXAE
RENIRo T, BIRMENT R GAEM ITT CIERE S 7z, 55 3 FHERBR O R Rl ek J OV
NEHEIL COIEL MR TIL, TCA L RARDFEARD, SHEKTHAINTWDHL ) SH L
g 228 Lz, Thbb, BRI CIZNERRI ) SEI T o) V%, Fi2, OF
NEHEIL CIXFE =B RO D b 7Y R 24 IRIE L L7z

(1) S7otY2EDLBREBHAR

200+ O DIRFBD R 234 Bl &2 XI5, REMREEICISWT, TUERRHL ) 23D I 7 vk
Ve orgsttRsg, (] A Lo EE L @G HIIE 4 8R). 72 md T 15 mg,
IT7EY Y 30 mg KOEEEBBL, 2 B UBIEEORKRERIC XV @EEHEET 5
Fixed-flexible £ % FHV 7-.

kB, ITUBEYCOHER, FORRBHETHD 30~60 mg & L. E7z, RO A I
T2 L DR [IRATEE 53.54-01] 1I2BWT, FAEOMEELEL-ODT 20X tF
EAITTIVEOHER CUT, ®IGE) 1IN 1:5 tHESH, I 7RV EAITT
SUDKREREN 1:25 EHESNTNS D ZLnd, FanXxkFrbIrvovl rox
IEEEAE 12 ERELE. LER-T, TauXtFrof&EE, ZocEkEsRKizI 7T
U ORKBHAENSEEL, PIWHELY 15meg, kEMAEZ 30mg EELT.

ZDORER, BROMHTRIRER (FAS) I2BT 2 RERUGEE O ERIIT 2 X8 F Vi
T 61.6% (69/112 %), X7t U RET68.9% (71/103 fil) & 720, WM CTHEZITRD B
ot Fio, RESRUGERE OUGER LY FEFHMEEE, HEME~—T 0% 10%E LIS
HREICBWTY, Tav8Xx®vFroIT7 v ) U ktd 2L EZIAT L Z 1T TE R
ol B, HRMTICE VT, Hamilton O 9 SWFREM R E (HAM-D V) 17 THH O &5
DEEEIEE L LT, FlENREOEERZDL] fFORICHYS T 5 4 2IEHE~—T Ui
RELIZEZA, TanxkbFroIT7 vl ASKHT DIELMENER SN,

REMOFHHEE Th HMIELREICBIT 2 L2E ( [ZRThD) LHE S IIIEF DOF
) 1L, TaaXtETF U8 39.0% (46/118 f5il), I T U R 22.7% (25/110 #), HEFESL (H
fFAEIR) ORBIRITT 2 v v F U8 55.9% (66/118 1)), L 7 > & U & 77.3% (85/110 i) T
HU, WTNOLEEEMTAEEENREDHLILTEY (p=0.0099, p=0.0007), 7 =22 FEF (I3
T oY AKH LEETHDH I EIRENT [SAEE5.3.5.4-02].

(2) F3Y RV EOREHRBRER
5o + 5 ARIED B 210 BlEARIC, DIRIBHEEICENT, F=RAH KbV
ko e ok, (e k0 g L @RS 4 ). 720 R e S me,
bo v Ry 75 mg L0 #GEME L, 2 8 HURIEZ O BRI IC K Y T 5
Fixed-flexible {% % 7z
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ek, N7V RCoMEE, ARHEND 15~150mg/ A @Y E B2 oz, —F, kigA
ST UL OHRGRER [IRHPEE 5.3.54-01] ICBWTC, TaadbF i AIFTILED
RUSEHITN 15 EHEESN, NIV RVEAITTIIVORMSERITIZFE2: 1 L3N TH
5 e, FanxkF Ll IV R EORSELITIFE 10 LHESND. LD -
T, TanXxtF oo, ZoMSREEZEICNT Y RrofENLSHEE L, 915 mg,
e 15mg ERE L.

ZDORER, FEFENTREM FAS IZB 1T 5 R SR EEE OYGERIY, TanXdEF T
49.0% (47/96 f51l), k7 R BET 45.9% (45/98 f5il) Th o7, SR UEE OLFERE EH
MR, LM~ —T U E 10%E LTCIEBEMREDRER, TanXdtF oo b7y FuAoxt
T HIEHMENFEI ST’ (p=0.0421), RIRFEHT IR PPS TITMGEETE 2o 7.

TEMOFEEE Th IMIER2EICBIT ZREE (REThHD ) LHESIEF OF
) 1%, T arX'TF URE324% (34/105 ), T RUBE39.8% (41/103 f4l), AEFES (At
WAEIR) OFHRITT 2 1% F U8E 56.2% (59/105 #1]), -7 K BE57.3% (59/103 #i) TH
0, WINLAEEZETALNRNo T2 [TEE5.3.5.4-03].

1.5.2.2.1.4 5 31HER FExTERHAER)
(1) =EEnERER

il &G b LT B A R RLE I B0 T 2 BB, DRNBHEIRIC ISV C 1 AR, 19
ERA L HEE L. b OMBUTHA AN S IVAEFIELILE 89 BITH 1, NARITRRHE
1 69 B, OFRANERETER 20 I TH o 7.

T anXtF rORGEE, BHERMER IR G & 10 mg/H, REEGE30mg/H, O
FEANBMEI Tl GRS mg/H, K5 E20mg/H L58E Lz, £ 58I RHEE 6
W, DRABER 4 B & Lz, ZORE, A, Letts bIEmRimE & IR kE
TREVITRRD Ve o T [T E R} 5.3.5.4-10~5.3.5.4-12].

(2) RHABEHRR

RERRLRE R & DR NRHEIR O 2 SIS 35 O, BB A 523 & LRI SR %, 1
FERALVEBLE. 2 b ORBICHA AN D IIIEFEILE 502 BITH YD, WIRITH R
eI 429 B, LIRNEREER 73 B CTH o 7.

TandtFroRGET, BHRERCEVMAE 10mgH, REHRE40 mg/H, EN
BRE CIIMII A & 5 mg/H XX 10 mg/H, Hemi & 30 mg/ H @ Fixed-flexible {2 HV 7z,

ZORER, AEFERD 0% EXREIPEHEETHY, BRHHRETLZLICLo THESF
LOFBHE OIS, oI RAERGNR RIS L2 Lidkkr ol iz, Ao
WTIE, EHIRGIC L > THHERDMER ST [ISAHEE 5.3.5.4-07 2 T1 5.3.5.4-09].

F 7z, FRORARER O R G5B Ok 5 BRIV T, etk RRICRIEIT R <,
HENMEDHERE STz [IRIATE R 5.3.5.4-08].
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1.5.2.2.2 ERERRAFKDRE (WEEPER)
L5221 HOFREFIC L Y, T andv F L OMEROZeEI R TE b0 L 52, 2]
E A REARBIFE LT UL, BEEV A —LY, TROANLT 20FEF L0
BT TR ENRTELT, TauxtFror 7RI T 2BEHELOT 2 0xF
Y30mg U T AEEMAREE T HMWEREICT RE L ORI RSN,
e TanXkF U330 mgE TCOHERBHTA ITTIILIT v NTKT 2IELHMEN
IREATWRW. ETz, BT Y R EDIFHHEIZONTIE, FAS TIIRFES TV D28,
PPS CIIMFES N THE LT, KRBROGHEE N+ Th o7 E 5 T TRV,

o UWMNTIL, TanXtF 30 mg ETOHETIET 7 ERITHT HEHMEN RSN TR
59, ERNICBIT 5T 2%t F L OBENEN TORME T5I0Hat Lz ETiHED &
Nz L iEB 2T .

FREAEE X — DRI ONTHNTRET L72RER, U TORNREZET LT BT, &N
WIZ ERRAMOTERICH L TAREL, TauXxtF i, 30 mg UL FOHAETITARMERAT
DTHD EHW LT,

o AITTIV, ITVEYVUVEWZNTY RUZzRtiBe LIEsmaiciy, wins >
FTERINBEHNTE LT, SITEEEZHA LW RWEE X7, £/, HFERFIZIL 30 mg
DTFTOHETHDEPER TE L EMIRL W, A X7 I7IVKONNT Y RUoa2xt
L U 7o IR el i 3 BT 6 AR [ U TR BT X AL O — 5 T L IES %
RLTBLT, IT7 Y UE2MRE LSRR CIEF BT OSSR SV» T
2L, TauXeFroEEEEETHICER TS THD EB T

o WHMIBNT, TarXtF L300 mg L FOHETLEE LIZAMED R S Ve ho
72y, D% 40 mg UL EOHEIZ THRKRRBRAEMm S NT/EE, TanxeFrofH
v sz iz, 2 F | EE R A 60 mg & L COKETRRBHFEH S TORE.
Lo L, HGEE GRS M) 1330 mg LT O HEIZB W THIMES R S /s
3o T2 R K O %+ 45124 TV R 7.

ok, 2 FRNICREERBTEERY T, 720 e T OaMER O TR
T A7, W AEE 40 mg LI EICRE L BRI A T 5 2 L & L,

1.5.2.2.3 ERERBAR DR (FIEIPEELIEE)
1.5.2.2.3.1 % 1 AR
(1) REESHER 60mg, 7 BRE)

e A Z X5 L LIz 1 B 1 ET 2 %5 0mg, 7 AMEEGH5%, 20 <]
FVE L. TORE, %< OREFLIIEGHEE 3 BLUNICHEE LZeM BRICRE 722
ML e o 72y, BEPIICHGREENZ BO B @6 B), KR TH 298 H &
&Lf,mng@§§¢iﬁﬁk FEWEENEZ 2 bz, FEMENRRIZ OV T Cmax & N AUC
7 HEIIXEFREIZEL TV D LB X bz [USHHEE 5.3.3.1-04].
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¥k, WA TIE, 60 mg A A D HETIIMAMLHERIGHERZ LN TE LT, ERIZBW
T60mg a2 5 M ETOMG 21T 5 BBV B2 T

(2) PET &

fEEERR AN &5t 5 & LT, BB WERG (PET) RBRICLY, TanXeTF r OofKRICE
Jokr b= 7 AR=F—5F LT, HAF) ICALT, H&E, mEfREE ORGK
(5~60mg) &I oEE, 2w Lo HEELE.

TanXxkbF o EERIT, 43.6~81.8%DHH THEK M PR & MLz, #x
DOHBRE OMBEFREDIZ S X ZHE L, HE/ SRR OHERT S &, HSAFEE, 40 mg
LI EDRBICEWNT, #EEAE B2 5N 55 80% Y (CEET % ATRerEN & < 72 0, BIE
RDBFFCEX D b0 L Bbhviz [ITEE5.3.4.1-01].

1.5.2.2.3.2 % 2 HAHER
(1) F—=To5R)LREE
9 OI O DIREED B 50 Bl 2RI, MIHIHET 2 nx v F 2 40 mg (1~2 @), £ D%
1260 mg & LZM&ET, EHHRGR G810 4 8H) XKORE&EGE (518 4 BEKLOE 2
W] 48 AR, F 52 MR ORAMROCHMEORRE AL Lot —7 v 7 vilkig, 20
iy ERES AN
Fio, RRBROYHMHEEZHRETHICHTY, TanXeF r OAFELROEEFEFROFRKIL
RZZE -, T7hbb, EOTFanxtF 2 60 mg KERGRER [INTEE 53.3.1-04]
LEMEORERND, MIMAEZ 60 mg &35 2 LI3BGHHHOBEERMEIC/D B2 L
7. 22T, AXRBROVIMHELZKS 752 LT, BREVNHOFEFLZORBALMAONDL D
DEZEZ, A0mg ZHHRICERE L. 72, T2 F 2 60 mg KEHGHEBR [IRMHEE
53.3.1-04] TlE, AFFROLI PEERBBREAICAONTZZ LD, KRBROYIHHED
BEMEZ 1R & Lz, #&E5Mm%E | BUNICLeM EORMEREL, MET 52 LR
YA, IR 40 mg 2 HIC 1M G2 8 RESL2Z2Lbw e L. ok, A
P D FEERARFEIZE I, BB RE CTh D5 HAM-D17 &5tREm O b &% v i-.

ZOFER, AREICRT D EEFHEEE TH 5 HAM-D17 A itafm o2 (b CEEELIEHE(R
7)1, B 1M (@%@?&5) Tl-8.8+6.9, 1 ML 2 Wiz G b el (BHEE) Tk
-11.0£7.8 TH Y, 1 HROE 2 HlckB 1T 28 TR O HAM-D17 A5HERE, Wit sb s 1 4
BeHRT & e L CTHREICED Lz (p<0.0001). £7=, BEGANNCATY, 5 1 HEERTE R
THEBEBEIZBWTAHRICED L7z (p<0.0001).

ZREMIZREWTE, % 1 E&RE), B 1HEE 2 Bizabealil (BREKRS) 2B
D EEFESORBRIT, THZH 90.0% (45/50 1)), 96.0% (48/50 i) TH-7=. % 1 Hick
WT 10%LL ERBL LA EFRIT, o, HIR, 1y, F, EELXOERET, F2 9THkt
IR LA EFSROEESCEE L, F 1 P L T _REbos ool £
7o, AEFERLCEWEHORBEITRETHY, REHHNRE 2o THHBRNE < 722 28
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(EZNCY (/A iy

L7ei» T, TanmxtF Ui 60 mg OREHIHRGICE > TH O o2 ERT & & bicraett
(CRRICRIEIZ e <, RIREG LSS ICBW TS, el BRICREN 2, RIFLE L
D ORNRDIERF S Tz,

¥, ARBRTIE, # 1 EEG) OREFIDS 27 6 KON 50 BIERE L 72 BEHE T, 4 < IRl
KOG _[AIh Mt &2 i L, BMERI 0% 1| BT 2GR OL e (R RIE LRtk
AT R & [FRR) 2Rl L, Sl &Hi S G2k d 5 2 LICHBEZRW T & 28 L7z [IRFTE
£k 5.3.5.2-01].

1.5.2.2.3.3 % 3R (LLExERIAR)
(1) EBEEER

DA =T T ~VERER [IRFTERF 5.3.5.2-01] OF—RIFMKRFHIBWT, TaadtFr
60 mg ORWIBEGHE (4 HIE) OZEMENHER SN, DK « 9 DIRIED R 451 #il % %5
L L, TandxtF 40 mg KO 60 mg O 5 mg (6T HEMMEOME 21T 9 " EEMEEG
sz, o E ) L0 ERE L @GR 8 ). 2ad, AEERD 40 mg B KON 60 mg BED
WA EL, =7 7 VLB & FERRIC, Wb 40mg LERE LT,

AFERO TR 72 0, BEIE L EIVE R Rt - e IR B A (YY) & e 24T o 72 B,
TanXeF U ORMEE LV EBICTHET 572012, T eREMBEET L LIS ES
o At shE Loz o AR, EREBIOEO S <, FRHIETT S (bt b
TEREMEIRE LTHWAZERZYTHL Z T L Tz, LrL, — 5T, A%
FlEEZTAEEMENE V) SORBEICH LT TR E2HRET D2 L0, MBI E L A&
WEEXDEML ST P 2oz, EREFREMAZSE L, [ENTHEE L7 RO
HIEHETH Y, PDOIREDRNIZ LA ELALNRWEHBILI-HE (S 2a— 78R Th
H7anXx BT Smg ARRIEE U CERIRLE.

ZORER, FEFHHEEE HAM-D17 G5teEm 02t & CFIEHEERAE) 1%, 7anxtF
> 40 mg B (-15.0£8.2), 60 mg #f (-13.249.3) (2 Smg #f (-14.247.8) L DB THEENA LN
ottt 0D, fERHEE LT 40mg BT Smg L W KRE o7z,

F7o, BEMICOWT, BEFRORBIARIIT =2 0% F > 5 mg £ 88.1% (126/143 51), 40 mg
B 95.3% (141/148 f), 60 mg &f 96.6% (142/147 ffl) TH VY, FHYMIZHFEFGE K OZNIZL
HHE - BEEBI S < A bivTz. LL, BOLNTEAERFLD O i E A ENRE X
IFHEETHY, WIFHIZEAEREE IR TH 20D, TarXEF 40 mg &
W60 mg DEEVEIZONT, FFICKRE 2EIT W EB 2 bivle [IRFTEEF5.3.5.1-17].

EFRRorEBY, AEOEEFHMEEE TH D HAM-D17 AHEAOEBLEIZOVWT, Tanr
XEF 2 40mg B, 60 mg FEILIZ 5 mg BRI K3 DB BIMEIIHERE S o 7oy, OB %2 L
TIZEE L.

o 40 mg ¥, 60 mg BEILICZ AN TIIAFICHEIZ R o T b DD, & 58G% | HAWOAH
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LRGP EF], 40 mg BE 5.9% (9/152 1)), 60 mg BE 9.3% (14/150 ) TH Y, \Thb
5 mg £ 2.0% (3/149 f5il) L H#E L CTEo72. T 40 mg BEM Y60 mg BEO WA &
40 mg Do Z ENRINEHERI Sz, ZORERE LT, 40 mg BEL T 60 mg HED %
BRI S N ARINIC, BEPIEICESTIEFOBEENEL 2, 202 L NHEIE
ﬁ%@ﬁﬁ%m%ﬁ#okﬁl@*o&%zghk

o WINOEGHICEWTS, FIRGMIEE | KO HAM-D17 Gt OZLENZ

DOEDOFIZLASTRED o7, ZORKE & LT, imERBHAE LV IER=a—7 ¢ F— 5 —
WSIRICED D Z LIC K DBEASL T 7 v RENE 2 D, EHRHlc K& < 2
ERIFLIZ LD EHEE S L.

Z T, BRI E LTREREE | BEOAFEFSEPILFORELRE, 77RO
WL ARERIRV RN RE T CTanXxtT v 40mg & 60 mg DA ZMERT L2 %2 H
MIIZ, HAM-D17 GatER 0586 % 1 @& TRICKE T 2 2L EA MG L1z, TORER,
TanXxtF L 40mgfEL Smg BEE O THEAENZ LIV (p=0.0250). L7z, TarmFtF
Y 60mgBEL Smg L D TIE, AEEIIALNRPST2b DD, BHRMWERTZN—AT 1
LGB LR, HMEeE LTIX60mg BED TN SmgfEL D K& o7z,

L2l T, RRBROFERIZT 20F%vF 2 40 mg 60 mg DENMEAEET D HDOTIE
7RV & LTz

(2) LeEEER
9 O¥F + ) DIRRED B 495 Bl (BIMBIER) #5058 LT, T 2%kt F 2 40 mg LT 60 mg
OPEFERE AT, TauxtF U688 O, 77 BRI T HEEELR OV e 2T 20
~mHg:ﬁ¢5#)%%@ﬁﬁé —EapiEAsny, 2@ e A L ER L @&
6 FHH).
%@%@ﬁﬁﬁ[%ﬁ%ﬂ&mLN]@%ﬁm,?;m%t%ymmg&@amgwﬁ@ﬁ
ERETHHOTIE AW EHETL, BRBT A &2 TRT 52 L1285 T 40 mg LTV 60 mg D
BMEERGET D 2 SIXAREE B2, ARBRTIE, 40 mg V60 mg 2% @ L7z, 7o, ik
PEEBR [IMTE L 5.3.5.1-17] OBARE LV, PR CTRFHNIC I T 5 77 & 7 B L ik
OEBEENEZ B, ﬁﬂé%ﬁ%%%®%%#*@%héij @okm ZORER, B
U A7 OEWEE ZRREBRICHEAANZZNE S I2T 52 ki , fittodrs S TT T &
ﬁﬁ%m@ﬁﬁﬁiménéiﬁmﬁb,%@%ﬁ@%kﬁﬁ%hkm.Lk#of,ﬁﬁ&
TIE, EEERER IRAEER 53.5.1-17] THWEZY 2— R7 78R TR, ERHMtio LT
LV#YEEX NS T T ERERBIE LHERT 22 L. B, TandtF oo
PLo 2L L CONEMT ZMiTT 57201, ENTROBLAIh TS XaxtF o Lok
FHELRHGFET 52 L L, NuxtvFrofRE, TOABHARICADE TRELE.
MR [IRTERE5.3.5.1-17] TI, &G0 (WHIHET 22 ¥t F 2 40 mg) ICHAEFEF
G L DHIE - BERIDR L bz, 22T, KRB CIET a2 vex 7 O HEEZ 20 mg
L, BHEMMOREEGHRIEZM D Z & THIEMEG 2077528, £z, EH5UH
DT T RIRERLS T2, TRV — KA %O HAM-D17 G itiE Rz BtARTRER & 55
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ZLFHEDIRBRT A a2 L.

Z DRGSR, EEREHTRI G FAS IC8B1T 5 FEMHTIC VT, EEFHETEE CH 5 HAM-D17
BRSO R (FHEHERERZE) I2OWT, TaaxbF a8 (-10246.1) D7 T &
WEE (-8.3£5.8) (kT D HMEDRAE S A7z (p=0.0051).

—J7,\m X' F UHED HAM-D17 At i O 2 b CEREHARERZE) 13-9.4£6.9 TH Y,
TandtF UGN nFEF ORIV EE TES W, £, TandtFUORERE
Xt F oL OROELEDZE CEAMEDZEHFEHERRZE) N 95%E XL, -0.65+0.68
KON (-1.99, 0.70) TH o7z, FEXEO LR 0.70 B3IELHE~—T 0 25 LD/INEhoToZ &n

5, TandXbFUoFEREHI e F URECH LT, SO RWAERME AR LT,
* HAM-D17 ARl OB BICOW T, Nax v F Uit L 77 v R L OMICERENRA LT, T =
o Xt FUMEREO N a X F URHCH T AL ERFEIE T o TRE 2 L Qi o 7z,

RIRAEAT & LC, BIER] O HAM-D17 GEEEAOEEEZRF LR, TanxeTF v
HEREL 7T B ARHEL O TR GG 2 MO T X TOBEH CTHEZENR L. £z,
HAM-DS & aFEE S OB &, SOGR, BARHE K O CCGL-UWEE DU FEFRONTICENTYH, T =
aXxtFUMAEREE T TR RREE OBICAERZENA L. I, KRHERETH D VAS O
6HHED YL, T8 KO THRRD TWAHMITRAE A LIZKH] O 2 HBIZBWN TS, T =
nXEF RS T T BB L OMICAEREEN A L.

T 21Xt T 40 mg B OV 60 mg FED LS TlX, HAM-D17 &itiEn 02 & CEEHE
YR 72) 12OV T, 40 mg BE (-10.5£5.7) KOV 60 mg BE (-10.0£6.4) OWTHOEEL, TR
REIC R B EEIE S MEAES L2 (4% % p=0.0103, p=0.0440). £7=, ZHh oD HAEFMICHES
T DN T2 b DD, 40 mg FEA 60 mg FEIZ L~ FERHE & L CETRE L, BIKGHLFEE
T 5 UGR, CGI-ILEE DUER KL VAS DIHH Z L OZBLEIZB VT, 40 mg #E72Y 60 mg
PRIl NmWAEDIME A R LT, 723, BIKEHEFEIE Cdh 2 HAM-DS GRtel o2 &, FfE=R
J Y CGI-Ch # E O FHSERITB T, 60 mg #EAS 40 mg #F & L L CEWARIMEZ /R LT

BEMIZOWT, AEEFRORIARILT = 0 %1 F 2 40 mgif 87.9% (80/91 1), 60 mg Ff 86.9%
(73/84 51y, s~v Xk T B 87.2% (143/164 f3l), 7' Z B AREE 78.2% (122/156 ) Th-o7-. T =
m %t F o 40mg LD 60 mg FEOAFHEREHRIIFERETHY, WTHhoORS 77 BARRE
WXL TREPS T b DOOFREEITALNT, "aXteF U BEFERETChHoT. AFFRDIX
EAEDRBREIHFEETHY, BRHIZEAEVEIEIIRRCTH o722 LD, K L4
ICRERBEIZ VWb D EEZ BT [USHEE5.3.5.1-02].

1.5.2.2.3.4 % 3HHER (FERREHER)
(1) REKRSHER
—RIZ, D OMIIREEORETH Y, SVEHIOIGIRK T#& bkl « MEFFRIEZITDR U
IEFSUTERT 2 AREMES TV E S ™, 4% 0 5 DFHOIBFRICE W TTRMER O 5 %
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WOBEEDHZ TR, REIMICOI 252 BT 2 e EREER>TETWD. L
NoT, FE2AMA—T 2 T-ULikBR [IMTEE 53.52-01]1 12z, Taa%tF 2 40 mg L
60 mg OREMHGREOZ &M K OENMEE BIZEEMICRF T2 2 XA TH D L L7z,
Z T, 0% - ) IREED RS 215 Bl At RIC, G-I Z ok 52 i & U2 E T GRER
%, 7anXtF > 40mg Xix 60 mg DR #IHHE 20mg) <20 | A kv EELE,

ZORER, HEBMAE 52 BE TOMBICBWT, EEHMEEE CHIT auXtTF 2 40~
60 mg BED HAM-D17 A #tFES O L &E1H-12.6£84 TH VY, HEHTE il L TR THRICITE R
2 L7 (p<0.0001).

AEVEIZOWT, AEHRGRIRIL 97.7% (210215 F) TH Y, 10%LL ERBLL7- L fEH
L%, SEEAZ, B, AR, $EE, D8, T, NUZ VBT A REN, (ER, REED,
CK ¥ O EIEER Ch o7z, BWIEE 352 LT, FllRBl Lo A EFSOMESCREIC
Rt T _RE b DIEHNT, BEENRE RLHMATALNR T, o, AEFZOITL
NEDBEITEETHY, BIRbIEEAEREEITRRThH-T2Z &G, K ERRIC
MW EE 2 b,

L7z o T, REIEG LESGEICBWTY, ZaMEICFIClBEN <, BB LI 23R
HERR S, MR G T OB OMEIRIEICLE LEER TH D L EZ N [T EER
5.3.5.2-02].

1.5.2.3 BB TR DRE

WA, KEA—F 0V U —HC X0 2 FBrE LT, KO OWmtEEEL IR E LIz
7w ibatss, e L0 2B EiSh. FandtF 20~30mgl H
[ #¢5-ORER [IRATEEF 5.3.54-13] TiEX, HAM-D17 A FFEA OB L& 2 iEHEE & L2,
TandtF o7 T ERICKHT HEBIEIIMIES Rl £, TandkEF U 5 10
KO 20mg 1 H 1 [F#E5ORER [IRIEE5.3.54-14] TIiX, 10 mg O 77 2RISR 5 EPEN
BMAEESNTZHDD, S5mg KO 20mg TIEMAES N -T2, ZNHORERLY, TanxtTF
30 mg L FOMETIIRZE LIZANERHGR TE lehololzd, 7 I 'RICxd 54
EFERIRT IO, KVEWHEZHWOILERNH DL EEZT-.

ZITCTandtFrof5EEZ A0mg LICESHREL, Tar¥EF L 20~60mg 1 H 2
[ 5-D % 2 FH3ER  (Proof of Concept #5k) 23, 1’ EI H XV 2538 [AHER5.3.5.1-03 K&
W53.5.1-04] TNz, TORER, Faua Xt F O T B RITKT D EBIEIIREES N0
7bo0, FEEFMIEE HAM-D17 & 3tsF S OZ L BEOHHETIZ 7 7 v R L D K& o7z,

SIEREEIMRABRE LT, TavFEF U 20mgl H2EHFEGKOT 20F%EF > 40 mg 1
A2 B850 2 Bo7 7Rk 5 ki, o] 7 &0 2 RiTon IR
5.3.5.1-05 X 1*5.3.5.1-06], £D 5 H 1B [WfHEEF 5.3.5.1-06] T HAM-D17 A #taER 021k
BEFEL LT, Ta0X%F o7 78R T 2EBBERRIESN. £, Tandtk
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Fr60mgl B 1 G077 R, 2 E 7 £ 2R it Rk
5.3.5.1-07 &Y 5.3.5.1-08], WsBRICEWTT 2 Xt F D7 T vHRITRT 5B HRGEE S
ni-.

KEA—FA VIV —tIZNEDOR/ERNG, TauXt T o OFHAMNHRE T &L,
TauXktFromEHESY 60mg & LT 2001 4E 11 HIZ FDA IZA&GRHIGE Lz, £7-, HFGEEE
MRTCHE, 7a2vXxtEF > 40mgl H2EEGELET 2avadEF 2 60mgl H2EHELD 2HEDOT
7 BRI 5 iR o 2 B [USAHEEF5.3.5.1-09 2 (8 5.3.5.1-10] BEMHF TH 7203, &
DS H 1R [RAEE53.5.1-09] IZBWTT 2uaXtF o077 BRICxH D E-BMEFER
&, HGERIC FDA ~BINEA 23 e S,

TD%, T auXtF L 20mg | H2EEEGOT 7 BRIk 2 s [IRAEFS.3.5.1-06]
BN TCT anXteF o7 7R 2EMEN RENTEZ L2 BEE 2T, FDAICK Y@
WHEL L T4 mg bUE LMWz, £7z, 60 mg #8225 HETIE, HorBEhEn
MEREIN TR RS, TORE, T2uX'F 0312004 45 8 A Friox Sk A, H
1t - HEICTKRR SNz,

F7z, 2001 £ 11 HOKREHGFEUR S, TandtF rOREE LV RA 72012k
D ORMEREE 2k & LT BRIRERER D3 B 2 < 2 S vz,

SSRI ThH/"uaxtF U PR Za7 T L SNRI THLHRT 77X xfRIEL
U 7= g B ERBR Ot B 2 LU R ISR
FandtFre60mgl B 1EEED SaFEF L 20mgl B 1 [EEEIHT 5 HELMERRT
X, LM~ —V % 2.2, HAM-D17 GiteEROZ(b&Es FHEFHMAfEE L LT, TanXxtF
v ORa X F ATKT DIELENR N [IRAFEER5.3.5.1-11].
FanXxtFr60mgl HIEEGEOTAT X 7T A 10mg 1 B 1 [BHREIZT 5 IS
ARER N X, HHBRMG% 2 MOPERIEL FEMEEE L LT, TardkF oA
EO T T MIKT LA RS T [IRATEEF 5.3.5.1-12.1 K1Y 5.3.5.1-122]. T a v ¥k F
»60mgl BH1EREDR T 77320 150mg 1 B 1[R[k 2 E e 2 S n,
R T 4y hEVRAZEMK LAY (GBR) 2 EEFMEFE L Lz 24, TauxtT
YDORT T X ATKT HEBNEISOR SN o T [ISFTE R 5.3.5.1-13 KT 5.3.5.1-14].
i BB [IMTE R 5.3.5.1-15] TiX, EEBMFEAE FEFMBEE LT and T
60mg 1 H 1 #5077 v RTINS RS, BRI N. £, et
DWTIIFFICHEIZ A B Lo T2,

BH WA 52 B & L RWIH G- [IRMITER5.3.5.2-03] TiE, HAM-D17 GFtRER D%
fEEEEEL LoT 2 uaXx 2T 40~60 mg 1 B 2 B G5OH S D@ E03Fifi - MiFFSh, &
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M B RFICRIBEIZ A DN o 2. R T OREERER [IRTEE 5.3.51-16] TliX, T2
XEFr60mg 1l B 1REEETT TR L CHET D E TOHMMPAERICELS, HETE
ZhENFRD BT,

LRLERAR BRSO C, BB OME, NI - SRR O R, REORE, QT HiE
(R o B E A e Lziisam s, ) E| A kv RS RAEERS.3.3.1-05
~5.3.3.1-07, 5.3.3.3-02~5.3.3.3-05, 5.3.3.4-01~5.3.3.4-08 ¢ O} 5.3.4.1-03].

BB, T anXtT IR D OFMEREE A GEIE S U THRIE 94 » ETHRRINTWD. £z,
KO OFRMEREFLIMC G, FERFHARRRRI MR, MIEMEIRES, SRS, EmE
iE o OMEBMEPR 2 iE & LT, %483 »[E, 48 »[E, 63 »[EH, 13 #EKLO1 » ETKR
LTS (2009 45 A 31 HEBILE).

153 TaOoXtEFrOEELOERY
15S2HIR LR, AREGERFEAGRRGEEZIT) SNRI OF = aXtvF 0%, FEREKRKL
OERERICBIT 25 - AL LTUTOENETOND.

(EERREERICH (+ 5458 - HAM)
e Invitro, exvivo XN invivo DWTHOEMHTIZEBWTH, 5-HT XN NA O AH%
BIRAY 2 DFR HITPREE L7
In vitro \IZBWTC, TauaXvF UEBEIXT v MK T 7 8 —A~D 5-HT KO NA
DY IAHZTRIJIZAE L72Ay, DA OV IAZRZIZE A ERE LRP T [IRFTEE
4.2.1.1-01 x1V4.2.1.1-02]. Ex vivo X OV in vivo (ZEW T, 5-HT KON NA OV IAABRE
TERMN A STz [IRATEEF4.2.1.1-08, 4.2.1.1-10 LTV 4.2.1.1-14].

o IHIDIRETIMTHBWTHWGL ) STEHNFED bt

SR KUGGRBRIZIB N T, TarXeF U EEEIE, FU SNRI THHRXU T 7 7F v
L EERIS, REIKKREO B TEIEIE A A EISD S8, NI 7 7% L3RR,
K UBRVITEE A A RIS S [(IRMTER 4.2.1.1-12]. FEMERE T BRIZ V) T,
FandbF UEBREIL, A 27T IV KOSSRI TH D 7 VA X F o LIFIEREOSE
ERERL, IT708V RO NTY RUITHRBRUEIER 2RISR ol [IMHER
4.2.1.1-13].

o KRHET/MIBW CHFEIEMARD b
T an Xt F UEBEOKERET LV (R~ U R L O 7 A o AR
fekH, RIEMEIRET v, SWHREHESZ AR E 7 L L O RS AR T 7 1) 12683
DR Lz, ZORR, SR E AL ET VSN DOER O ET T L
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THEREMNZR U [IMITER4.2.1.2-01~4.2.1.2-04].

o Hiz U AEM, o EWHENSEITES0 o7

Invitro \ZBWT, DALV T RvF Lol UZRIR, B AX I VH ZEIR, TR
Uy o KO oy ZRERE~OREAEEMRITTH<, MAO LEMEHA LI -7 [HAHEE
42.1.1-09 ¥ (X 4.2.1.1-14]. £7=, in vivo (2B 5 BIESBINHEIVER L OHT=2 U MERZX
o To [AHPER 42.1.1-16]. L7eR->C, BRRICBWTEPa ) AERAH 20 T o i
WriE IS S RIERRBLO TREMEIME VW E B2 b D.

(ERERERER(CH (T 245 - HAM)
o T IBARICK L THEIENZI D SOHRE R LI

ERN OB IC 31T 5, HAM-D17 &EteEm 02 b &, HAM-DS Gataln o2k &,
FOGER, SR M O CGI-tAEHE DR ERICOWVT, T 21Xt F 1 40 mg LT 60 mg DHF
BREOT T v REHCRT DEMME N RSN, F72, 40 mg BEKL TN 60 mg BED A EREIC
BWTH, HAM-D17 AR OZLEICHOWT T T B RIS 2N RSN, Tan
FEF L 40~60 mg OB SR D DR N BRI W ORI N [IMTEE
5.3.5.1-02].

E, WAMIBWTYH, FREIC DN T T 28X F 2 40~120mg O 7 7RI T D
BEEMEN RSN, TaaXeF U ORELIH ) DR IRENT [IRTEER 5.3.5.1-06~
5.3.5.1-09].

o SSRID/NaXEFUAHLARWVGL) DR ER LT

EAN O EEBRIC 1T 5 HAM-D17 A #EEROZE(LRIZOWT, T auaXx T 40~60
mg BEIX 7 7 B ARBHC T D ERIE A RSz, —F, NueXt T 20~40mg BEIL TS T &
RRECHT AE-MED R ENT, T anXeF U O Na Xt F URRRHT 5 IELPERGE
X7 WTREEZH LT ot LnLans, TaadtF 2 40~60 mg BEiT/S
BT F L 20~40 mg FEL DV BUETE->TERY, TandtF L 40~60 mg FED /1 ¥tk
F 2 20~40 mg BT 29 LR WA /R SN [T E L 5.3.5.1-02].

7B, WIMIBWTH, TaudEF 60 mg D30 X F 20 mg (KT D IELMEN
RENT [IMTEER 5.3.5.1-11].

e SSRID/NuFxtF o ldEnLettz R

ENOHERRICBIT D LREMEICONT, TandbeF it \uxtF U/, A%F
FROFER, B, BECOVWTHLRELRETAONT, ABRETHD Z ENRINT
[WRAHE R 5.3.5.1-02].

o ZhWREIEHNEGBRIER 2 B THEICED b
— I, 1O OO NENIIEEIN D DT EBIGE 2~4 Bl L EbTWVWa R0, =
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DI THLNRHL ) SOENRH LN T Y, 7T BRSO REENRE 2 S TnD @,
EAN O B [TRATE R 5.3.5.1-02] 128175 HAM-D17 A RtaE s 0Z L EICoONW T,
TandtF L 40~60mght L 7T BREE L OMICHBEZENEKGBMGH% 2B TA LN,
D0 Pl ) DORRBHER INT-Z LMD, TanXTF rOREBUTR N L AVRER
SNtz B, NaXvFURTE, T eREEEOMICAEEN R GG% 3 HUKET
BT,

WA E 4O mglE, 5 OFRBEIZHALNDEROBREZEIET 5 Z LRI,
EN O sk SR 5.3.5.1-02] (2B 5, IR E VAS OIEH T2f%r 70
1, TR, TRBA7RAIC L D ARAR~OXE] LT TERF D T 5 R A
A LK OBLBEICOWT, Ta0XxbvF 40 mghts 7T v REEE ORICEEZE
BNRLHI, I OFROIBRTEHE L SHHER Y OREZERKT 5 2 LVRBR S .

EHIEIC D72 0 515 SRR S, ZRAMEICBWCH R MBI e h o 7o

B 5 HIM R 52 WEOA—7 2 T~V BR K ORI 5308k (RT3 5-b fa 14
28 i E T) IZHBWVT, HAM-D17 ArFFEAICIES Fam FEF 2 40~60 mg OHL I D%
B, BHIMICb- iR Snr. £z, Zatico Ty, REIBERG T2 L THFE
FROFEHENEIMULTZ 0, FiiclFRREEFERPEELLZV 52 L1342, BR
FRRICRIEZR W EE 2 DT [IIMEE R 5.3.5.2-01 J 1) 5.3.5.2-02].

B, WAL, BEHIMA 52 B LERHRERBRICEBVNT, TauxkFr 80
~120 mg DHL D DNEP RIS D72 0 MR S, ZRMEIZBWTHFRICITEITA b7z
Mole [IMTER5.3.52-03]. £72, BATHRBRTIX, T=2a%&8F 2 60mg DT
SRR S T2 [IRAHE R} 5.3.5.1-16].

1 B 1[G TH S S8R E R LT

[E N O LGB [IRAEENS.3.5.1-02] TIE, 1 B 1[EH#EEICT, 7 =225 F 2 40~60 mg
RO T 72 RBHCR T 2 E S RFES L=, £72, TanX T 40~60 mg BEiT/(n
XFEF L 20~40 mg FEL VEME TS TEY, T21FEF L 40~60 mg D/ \nF&F
> 20~40 mg FEICKTT 298 AR WA RME R STz,

BB, WHATIE, TauxtFr60mg O 1 H 1 EFEE L TEMSNZT T 2R
EeigiBR-3a, 3b [IAHEE) 5.3.5.1-07 2 (8 5.3.5.1-08] M ONEHR T 2 Wit U 7- R BR IS
fH&#F 5.3.5.1-16] TiX, %% HAM-D17 GEIFEAOZE M E, FRT 2 E TOHIRIZONT,
T anXtF DT T vRITHT HEBEN RSN,

—EIS, BEREEADRVEERED LTI T o ATENWEEPATEY Y, Fan
XY FUOFYEN 1B 1 RS ORESNZZ &1L, 1 H2EEETHD SSRI D7 /LRF
TR EIRS (1B 2~3[E#E) THDHSNRIOI VIV 7T L LT, RE=a
TIAT LV ADBENOAY v NEFERD.
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HUE, TAED 5 SIRITHT HIRET LT Y XL T, EIRREOE RIREDO—o L L
T, ARE R OVZ2 P72 SSRI L OV SNRI 232618 5 TR Y, D354 13 SSRI KUY SNRI
EETMOPL D) DA RINT 2 Z E RSN T D, EBRIZ, SSRI & O SNRI (3% O
AMER OIS, RN, WRSCENBIETHAT Shb 2 EREL 720,
YRR D EIR E 7o > T D, ZHH 0 SSRI L TN SNRI (22T, 2009 4= 5 A BifE, BEIZ SSRI
? 3 FJKSNRI @ 1 FIBERNIZENTHEIEINA TS, L, RUERETFOFERTH -
TH{E % ORE TERANK T BRUSHEN R ) 5ok « 5 SREEDIRIRZ1T 5 BRITIE,
{2 DFEIRITIE UTe & DI EMIRRZ1T ) ZEBNEETHH B2 LRD P,

Lo T, B/ THEL DEAX TERINTWET 2an X F U0, BAEOERASIC
BWCTHEMHAREE 720, HEIUHAROHL ) DI TH D SNRI O—> L U THMIGEIZI T 53R
A 25 2 L, EREOFAMERE NSO LKW L, LLIFORNS CRIERARHHE 21T
HyZ L L.

T S E DD OfF - 9 OIREE

FYE - R, AT B L EEIR%, TaudtF ol LT4omg 2ROKET5.
78, BHIX1 H20 mg LVBIAL, SRR THRBAITIE, 1 H 60 mg H
BTHZENTELN, HEIT 1VEAMU EORFREL HIFT1 HHEE L T20mg
ITOITH 2 L.

1.5-25



1.5 B 3% R Rk K OB DRtk

1.5.4 & X

1) %, BPRHR AR, JWEL - RREAERE - REAEE. B ORERAK 2007; 65: 1585-90.

2) EEJTAISZAERHIGER. TR 18 I D AR OMEE R MR 1-F R E R
2007 =6 H 7 B8k (http://www.npa.go.jp/toukei/index.htm).

3) CPATEERE, AEAHERAL. O OIRICRT D HRSERRIN . ERARRHEEEL 2004; 7: 1133-9.

4) JILEFEAN. 5 OWIREOHEH « 7 A. Depression Frontier 2005; 3: 8-13.

5) Diagnostic and statistical manual of mental disorders. 4th ed. Washington DC: American
Psychiatric Association; 1994. p. 339-45.

6) MEOBEZHR. O DI RT v 7 FOBROS, LW, AT ¢ 1V e 2 —ft; 2002.
p- 136-7.

7) hEPEEEZ. A b VABELRE 5 OO0, Bk & AFSE 2006; 83: 330-2.

8) _LEHEA, WRHL 16K PO OO « ARPHARE - BRIRZIR ; PO DEORIEN &
xR, HARERIK 2001; 59: 1535-8.

9) NWIFEL JHESR. 16 PUO DIORE - SR - BRARR ; ZBGR - UBRRHLD O
3. HAREEIK 2001; 59: 1513-7.

10) Bech P, Cialdella P, Haugh MC, Birkett MA, Hours A, Boissel JP, et al. Meta-analysis of
randomised controlled trials of fluoxetine v. placebo and tricyclic antidepressants in the
short-term treatment of major depression. Br J Psychiatry 2000; 176: 421-8.

11) Puech A, Montgomery SA, Prost JF, Solles A, Briley M. Milnacipran, a new serotonin and
noradrenaline reuptake inhibitor: an overview of its antidepressant activity and clinical
tolerability. Int Clin Psychopharmacol 1997; 12: 99-108.

12) Kasper S, Pletan Y, Solles A, Tournoux A. Comparative studies with milnacipran and tricyclic
antidepressants in the treatment of patients with major depression : a summary of clinical trial
results. Int Clin Psychopharmacol 1996; 11(Suppl 4): 35-9.

13) Lopez-Ibor J, Guelfi JD, Pletan Y, Tournoux A, Prost JF. Milnacipran and selective serotonin
reuptake inhibitors in major depression. Int Clin Psychopharmacol 1996; 11(Suppl 4): 41-6.

14) Workman EA, Short DD. Atypical antidepressants versus imipramine in the treatment of major
depression : a meta-analysis. J Clin Psychiatry 1993; 54: 5-12.

15) Rickels K, Schweizer E. Clinical overview of serotonin reuptake inhibitors. J Clin Psychiatry
1990; 51(12 Suppl B): 9-12.

16) Anderson IM. Selective serotonin reuptake inhibitors versus tricyclic antidepressants: a
meta-analysis of efficacy and tolerablity. J Affect Disord 2000; 58: 19-36.

17) Hotopf M, Hardy R, Lewis G. Discontinuation rates of SSRIs and tricyclic antidepressants: a
meta-analysis and investigation of heterogeneity. Br J Psychiatry 1997; 170: 120-7.

18) Moller HJ. Are all antidepressants the same? J Clin Psychiatry 2000; 61(Suppl 6): 24-8.

19) Nelson JC, Mazure CM, Bower MB, Jatlow PI. A preliminary, open study of the combination of
fluoxetine and desipramine for rapid treatment of major depression. Arch Gen Psychiatry 1991;

48: 303-7.

1.5-26



1.5 B 3% R Rk K OB DRtk

20) Brecht S, Courtecuisse C, Debieuvre C, Croenlein J, Desaiah D, Raskin J, et al. Efficacy and
safety of duloxetine 60 mg once daily in the treatment of pain in patients with major depressive
disorder and at least moderate pain of unknown etiology: a randomized controlled trial. J Clin
Psychiatry 2007; 68: 1707-16.

21) Jones CK, Eastwood BJ, Need AB, Shannon HE. Analgesic effects of serotonergic, noradrenergic
or dual reuptake inhibitors in the carrageenan test in rats: evidence for synergism between
serotonergic and noradrenergic reuptake inhibition. Neuropharmacology 2006; 51: 1172-80.

22) Clerc G; the Milnacipran/Fluvoxamine Study Group. Antidepressant efficacy and tolerability of
milnacipran, a dual serotonin and noradrenaline reuptake inhibitor: a comparison with
fluvoxamine. Int Clin Psychopharmacol 2001; 16: 145-51.

23) HEOBRE. 4 B ORMEHERIGE 2006, FEFFEE OTRIFRIEE © 9 oW HMERPRIE. BR
REHREESE 2006; 25 35 BT 5 85-92.

24) Prien RF, Kupfer DJ, Mansky PA, Small JG, Tuason VB, Voss CB, et al. Drug therapy in the
prevention of recurrences in unipolar and bipolar affective disorders: report of the NIMH
Collaborative Study Group comparing lithium carbonate, imipramine, and a lithium
carbonate-imipramine combination. Arch Gen Psychiatry 1984; 41: 1096-104.

25) WEPEZHR. O OB KT v 7 R T AT 4 L L E 2 —tE; 2002
p- 170-2.

26) HRILHRE, SEEPHEC, MEEIR. KO DIWMEREEOWRIRT LAY XA, [okEH L7 v
U XL, In: FEHRSEDEENTTE SR, K[ PEE OFMIRR T V= XA T 9 ;2003
p- 19-46.

27) Van Amerongen AP, Ferrey G, Tournoux A. A randomised, double-blind comparison of
milnacipran and imipramine in the treatment of depression. J Affect Disord 2002; 72: 21-31.

28) Tignol J, Pujol-Domenech J, Chartres JP, Leger JM, Pletan Y, Tonelli I, et al. Double-blind study
of the efficacy and safety of milnacipran and imipramine in elderly patients with major
depressive episode. Acta Psychiatr Scand 1998; 97: 157-65.

29) Nierenberg AA. Methodological problems in treatment depression research. Psychopharmacol
Bull 1990; 26: 461-4.

30) Viguera AC, Baldessarini RJ, Friedberg J. Discontinuing antidepressant treatment in major
depression. Harv Rev Psychiatry 1998; 5: 293-306.

31) Posternak MA, Zimmerman M. Switching versus augmentation: a prospective, naturalistic
comparison in depressed, treatment-resistant patients. J Clin Psychiatry 2001; 62: 135-42.

32) Kaplan EM. Efficacy of venlafaxine in patients with major depressive disorder who have
unsustained or no response to selective serotonin reuptake inhibitors: an open-label, uncontrolled
study. Clin Ther 2002; 24: 1194-200.

33) Zullino D, Baumann P. Lithium augmentation in depressive patients not responding to selective
serotonin reuptake inhibitors. Pharmacopsychiatry 2001; 34: 119-27.

34) Bauer M, Dopfmer S. Lithium augmentation in treatment-resistant depression: meta-analysis of

1.5-27



1.5 B 3% R Rk K OB DRtk

placebo-controlled studies. J Clin Psychopharmacol 1999; 19: 427-34,

35) Baumann P, Nil R, Souche A, Montaldi S, Baettig D, Lambert S, et al. A double-blind,
placebo-controlled study of citalopram with and without lithium in the treatment of
therapy-resistant depressive patients: a clinical, pharmacokinetic, and pharmacogenetic
investigation. J Clin Psychopharmacol 1996; 16: 307-14.

36) Katona CLE, Abou-Saleh MT, Harrison DA, Nairac BA, Edwards DRL, Lock T, et al.
Placebo-controlled trial of lithium augmentation of fluoxetine and lofepramine. Br J Psychiatry
1995; 166: 80-6.

37) Joffe RT, Singer W, Levitt AJ, MacDonald C. A placebo-controlled comparison of lithium and
tritodothyronine augmentation of tricyclic antidepressants in unipolar refractory depression. Arch
Gen Psychiatry 1993; 50: 387-93.

38) Schopf J, Baumann P, Lemarchand T, Rey M. Treatment of endogenous depressions resistant to
tricyclic antidepressants or related drugs by lithium addition. Results of a placebo-controlled
double-blind study. Pharmacopsychiatry 1989; 22: 183-7.

39) Austin MPV, Souza FGM, Goodwin GM. Lithium augmentation in antidepressant-resistant
patients. A quantitative analysis. Br J Psychiatry 1991; 159: 510-4.

40) ~—T T 47T Y — X5 33 (2005 4F) : FHRRARRCRIE (£ D 3) B D DAl
[EI PR I ) 2007 422 H 12 H 5. p. 52-3.

41) Fava M. Management of nonresponse and intolerance: switching strategies. J Clin Psychiary
2000; 61(Suppl 2): 10-2.

42) Nemeroff CB, EEEFI, H bAG, #EAFEE, BB —HE. H15 SEFEORATHR & 155
OIS, BEACKE FH3EEE 2005; 8: 2119-39.

43) Thase ME, Blomgren SL, Birkett MA, Apter JT, Tepner RG. Fluoxetine treatment of patients with
major depressive disorder who failed initial treatment with sertraline. J Clin Psychiatry 1997; 58:
16-21.

44) Joffe RT, Levitte AJ, Sokolof STH, Young LT. Response to an open trial of a second SSRI in
major depression. J Clin Psychiatry 1996; 57: 114-5.

45) HAEIL, AL ARETEIE O OIROIGEE. HRARMEEL 2006; 9: 1511-8.

46) Katoh A, Eigyo M, Ishibashi C, Naitoh Y, Takeuchi M, Ibii N, et al. Behavioral and
electroencephalographic properties of duloxetine (LY248686), a reuptake inhibitor of
norepinephrine and serotonin, in mice and rats. J Pharmacol Exp Ther 1995; 272: 1067-75.

47) fRFERFR, RAREN, WHIEE, gy, WREEIRICET 2 5 o, HARRIK 1994; 52
(5): 1365-9.

48) AAARERE. ENEHIIRIT 2BYE O o9, ERARRMES 1993; 22 (3): 285-9.

49) R, SREBNDOARREOH DT T Ly va v LB EY 1984; 24: 6-14.

50) PEFTS, EDCERR, ROKFAER, PHRTL, e RfE, KA ZRE, . TEERILICE
% Mianserin & Imipramine OHL 9 DTEH O L. Kt 5% 1980; 22: 309-23.

51) Hamilton M. A rating scale for depression. J Neurol Neurosurg Psychiatry 1960; 23: 56-62.

1.5-28



1.5 B 3% R Rk K OB DRtk

52) FRREHR, ZEIEMEE, SR, O, ARER, RWJIFIJ, M. Bt 5 >3 KB-831
(Rl N7 R @9 DRICKT DR A, BRRFHm 1990; 18: 251-77.

53) Meyer JH, Wilson AA, Ginovart N, Goulding V, Hussey D, Hood K, et al. Occupancy of
serotonin transporters by paroxetine and citalopram during treatment of depression: a [''C]DASB
PET imaging study. Am J Psychiatry 2001; 158: 1843-9.

54) Meyer JH, Wilson AA, Sagrati S, Hussey D, Carella A, Potter WZ, et al. Serotonin transporter
occupancy of five selective serotonin reuptake inhibitors at different doses: an [''C]DASB
positron emission tomography study. Am J Psychiatry 2004; 161: 826-35.

55) HEELZH, FENIH IR, B SEBRRICK T 57T B A RGO L. B

PRAGHRSER] 2005; 8: 1279-82

56) HHLHE. FAEIZIT DR R R R ERER OB & A% D TT M. B ARS feh

2006; 9: 3-10.

57) ERERVE, BEE, TPRRE. BT Oiﬁﬁmﬁ% B R B AR K B 2006; 9: 23-8.
58) FIIEN. BROFERKRERICK T Himm & A% OBE. EEMLIFIE 2003; 34 (5):
306-21.

59) Kupfer DJ. Long-term treatment of depression. J Clin Psychiatry 1991; 52(Suppl 5): 28-34.

60) Crismon ML, Trivedi M, Pigott TA, Rush AJ, Hirschfeld RMA, Kahn DA, et al. The Texas
Medication Algorithm Project: report of the Texas Consensus Conference Panel on Medication
Treatment of Major Depressive Disorder. J Clin Psychiatry 1999; 60: 142-56.

61) Claxton AJ, Cramer J, Pierce C. A systematic review of the associations between dose regimens

and medication compliance. Clin Ther 2001; 23: 1296-310.

1.5-29



4 1.5-3 TawvdbFrORREORMEN (WHE, HER)

=

32P132.
P2.1~63.2.
P3.1~5

42.1.101,
03 ~08,
12, 14

42.1.102,
09 ~ 11,
13, 15,
16

42.1201

%2 4 3

OE NS




1e-6'1

¥ 1.5-3 T aaXtFrORBORMEX (WE, JE

(275l . WA E Rk
B IH
N ABRIE H FB
422201
W, 534, E&wN
5| e, e o 422303
7 | s ~
e 422510
% R, 43A, 422209,
T AR, PR 422301,
R 02
Ml 2l
423201
AR 3 5754 Néo
=
e P 423301
B
M AJRIE 43.3.34—01
AEFERS A T iz.g 85-01
1 1 1 1 1 1 1

BRI TRIM ) ORER

— GO 125 O

B QKB W R OY KRN K S1



(45!

1.5-3 T anXtFrORBORER (WE, FERK) (HF)

USEE-TEE
&

= i
| BEEEA |
= O
fﬁ Z O ORR

* O

423701
~ 03

423.7-04
~ 06

— R TRTAM

DR = : GRS 125 ORBR

B QKB W R OY KRN K S1



€Sl

1.5-4 FanxbF o ORREORER (FFK)

wE . : AR
moy| PEAE | 55
O 53.1.101
BA R 1 2 53.1.1-02
53.1.1-04
i
[/E 53.12:01
B | e BA 2t | © ;3 1207
J% O} BE 3tk .
1, 2)
53.12-08,
53.1.2-09
In vitro O 532101
v | g - Mg &
; NOAY/E o 53.2.1-02,
532.1-03
ﬁ B
Kl 532202
% O 3
H .
v | I vitro
= | ek - gk 332208
% HHAEER RS ;“-
532206
533.1-08,
O 53.3.1-09
e | g a B L 53.3.1-01
[ft BIF5 PK | O ~
5% Bl 2 533.1-04
533.1-05
533.1-07

[N T oM L 72 BRRaBR O 4t - 1) SRSB4, 2) AAA —F 4 U U —#k&tt

— R TREAM ) ORBR CEROE T2E ) ORBR a) B RS 30 mg LL T OEWNEARER  b) B2 40~60 mg O E PR

BEI OB W BT QY F R X S



%Im%lv

Y PK/PD
1, 2)

R &5
ﬁﬁ%&z 1)

PP RO A,

2) ARA =T 4V U —k etk

DFER

a) i

B RS 30 mg LLT O [E PN AR R R

534.101,
5.34.1-02

534.1-03

535401,
5.3.5.4-06

5.3.54-02,
535403

b) i H &)Y 40~60 mg O [E N R

YOO W QY XL X T ST

:él:;!% %/

T




GGl

1.5-4 T anXxtF rORRORER (BIK) (FX)

ok

X5y

ARERIEH

*— 7
7 XL
B D
18 B R
B D
HeiaER D

B & 5
i D

i

«BHEF

AN 2 AR
B

AN 3 AR
B

A1 v i Ak
B
WL T B
R
o R 5
AR

WA
el

535201

53.5.1-17
5.3.5.1-02

535202

5.3.5.1-03,
5.3.5.1-04,
53.54-13,
53.54-14

5.3.5.1-05

~

535.1-14

535.1-15

53.5.1-16

535203

[N CHEME L 72 BRRRBR O Y 4k« 1) RS, 2) AARA —T 4 U U —#HAtt

— R TR ORBR

— : R 125 ORBR

a) 1@ #2230 mg LL T O EN BRI ER

b) B &2 40~60 mg O [E PG KRR

B QKB W R OY KRN K S1



YA /N JLA S TEIL 20mg, [F 30mg

5 1 4B

(6) NEIZH T B FERARREIC
BT 5&EH

BHERERASM



1.6 ZMENC T B AR A

1.6 BX

L6 AMENC BT A R . 1.6-3
L6. 1 AME GG IR e 1.6-3
1.6.2 FEAREGRENCBITDAEBANFOMME ..o 1.6-5
1.6.3 KE ORI DU, S 1.6-10
16,4 FEREET —H =5 (CODS) ..ttt e 1.6-24

1.6-2



1.6 AMENC I T B AR A

1.6 HHEICH T2 FERKRE
1.6.1 S ETOHRBKR

TanXtF UL, KO OWERELZEIGES LT, B7E 94 » ETERRBINTND. £,
KO OHPEEFELIMNT G, BEPRIFVERRRR IR TI 83 » [EH, JEEMIREESTIE 48 » [H, 4
M AR ZEBEE Tl 63 » [H, MHEFRIE CIX 13 » EEOEMHLR TIE 1 » ETHARIL TS
(2009 4 5 A 31 HEUE). 7ok, AANIK D MRS Z@IE & LT, A% =T 2004 4 4

WD TRRZ 3T T2,
AENZ BT D AGRRILE R 1.6-1 ITRT

#£ 1.6-1 HENTIIT DGR
. Bl R I 1 .
14 KO | gy | MR BRIE e | e

ey oo JRIGEE R EE
FTANR=T 2006 452 A | 2008 & 7 H 2009 -4 A
TN =UT 2007 457 A | 2007 &7 H
TNAEF 2005 4E 2 A |2005 4E 10 H 2008 453 A | 2008 4 8 H
TIVA=T 2006 42 A | 2006 4F 2 A
T LR 2006 4 1 A | 2007 4£2 A
F—AKNZUT 2007 -3 A
SN 2006 4 6 A | 2006 4= 9 A 2009 -5 A
Ry U 2007 %5 A
77T 2004 -9 A |2005 4 10 A | 2006 4 8 H
vl 2007 4E 11 A |2007 4 11 A 2009 42 A
FY 2005 4= 1 A |2005 4= 11 H | 2005 4~ 4 H 2007 4= 12 A | 2008 4F- 9 H
=] 2006 4F 9 A
ap LT 2005 4 4 A | 2006 &2 H 2007 A 10 A
aRZ YA 2005 47 A | 2006 4 4 H 2007 4 11 H
sarFT 2006 457 A | 2007 49 H
X2T— 2006 4E 5 A | 2007 4£ 9 H 2008 4F 12 A
R =hHFE 2005 42 A | 2005 4F 8 A 2007 45 8 A | 2009 4E 3 H
7T Kb 2005 4= 5 A | 2006 4= 2 A 2007 43 A | 2008 4= 8 A
LY KL 2005 49 A | 2006 4= 8 A 2008 -5 A
F—Z2 K VT 2004 4F 12 A | 2005 47 A | 2004 4 8 A | 2008 4= 7 H
AL F— 2004 ££ 12 A | 2005 47 A | 2004 4£ 8 H | 2008 47 A
TNHTIT 2007 41 A | 200547 A | 200741 A | 2008 4= 7 A
*7 a2 2004 4£ 12 A | 200547 A | 2004 4£ 8 H | 2008 47 A
F = aLFnE 2004 4 12 A | 200547 A | 2004 4 8 H | 2008 47 H
Fow—7 2004 412 A | 200547 A | 2004 4 8 H | 2008 4 7 H
TR =T 2004 4512 A | 2005 47 A | 2004 4 8 H | 2008 47 H
T4 TUR 2004 45 12 A | 2005 47 A | 2004 4= 8 H | 2008 4= 7 A
7T A 2004 45 12 A | 2005 47 A | 2004 4= 8 A | 2008 4= 7 A
KA 2004 45 12 A | 2005 47 A | 2004 4= 8 A | 2008 4= 7 A
XUy 2004 4F 12 A | 2005 47 A | 2004 4 8 A | 2008 4= 7 H
NH Y — 2004 4F 12 A | 2005 47 A | 2004 4 8 A | 2008 4= 7 H
TANLT R 2004 4F 12 A | 2005 47 A | 2004 4 8 A | 2008 4= 7 H
AXZ)T 2004 4£ 12 A | 2005 47 A | 2004 4 8 H | 2008 47 A
JrET 2004 ££ 12 A | 2005 47 A | 2004 4 8 H | 2008 47 A
VT =T 2004 4£ 12 A | 200547 A | 2004 4 8 H | 2008 47 A
NI TNT 2004 412 A | 2005 47 A | 2004 4 8 H | 2008 47 H

1.6-3




1.6 AMENC I T B AR A

#£ 1.6-1 SAEICET DHEGIRIL (i x)
. Bl R S o
4, S T i s B T
e s PRICEE N
<L & 2004 4512 A | 200547 H | 2004 4£ 8 H | 2008 47 H
*T K 2004 4= 12 A | 2005 4F-7 A | 2004 4F- 8 A | 2008 4~ 7 A
R—=F K 2004 45 12 A | 2005 47 A | 2004 45 8 A | 2008 4= 7 H
VA % 2004 45 12 A | 2005 47 A | 2004 45 8 A | 2008 4= 7 H
N— =T 2006 4F 11 H | 2006 4 11 H 2008 - 7 H
A NET 2004 45 12 A | 2005 47 A | 2004 4 8 A | 2008 4 7 H
2pR=7F 2004 45 12 A | 2005 47 A | 2004 4 8 A | 2008 4 7 H
AL 2004 45 12 A | 2005 47 A | 2004 £ 8 A | 2008 4= 7 H
AT = —F 2004 4F 12 A | 2005 47 A | 2004 4£ 8 A | 2008 4= 7 H
AXY A 2004 4£ 12 A | 2005 47 A | 2004 4£ 8 A | 2008 47 H
TAAT R 2004 4£ 12 A | 200547 A | 2004 4£ 8 A | 2008 47 H
Y AEY 2004 45 12 A | 200547 H | 2004 4£ 8 H | 2008 47 H
AA A 2005 4F 11 F | 2006 452 A 2004 4 12 A | 2009 4F 4 A
H— 2006 49 A 2005 8 H
TTTT 2005 4E 6 A | 2005 4F 8 H 2008 F 1 H
R aT A 2005 4E 6 A | 2005 4F 8 H 2007 - 8 H
i 2005 4= 11 B | 2007 455 H 2005 4= 11 A
AV RRVT 2005 4= 8 A 2008 4F 10 A
A AT TV 2005 43 A | 2005 43 A | 2005 43 H |2007 4= 12 A | 2009 42 H
Tx~ AT 2008 4= 10 H | 2009 4 4 H 2009 4 4 A
=PI 2007 49 A | 2007 49 A
HYT AR 2005 4 10 A (2005 4= 10 A | 2006 4F- 4 A
r=7 2005 4= 8 H 2005 4 11 H
i [E 2007 %7 A | 2008 £ 1 A 2008 41 H
VAVEST S 2005 4~ 6 A 2006 4F 10 H | 2006 4% 5 H | 2009 4 4 H
LR ) 2006 £ 2 A | 2006 £ 2 J 2008 4F 12 A [2008 4£ 12 A
~ A 2006 453 A | 2007 £ 6 A
<l —7 2005 49 A | 2005 49 H 2007 -9 H
A ¥ 2004 4F 4 A | 2005 4E 5 H | 2004 4F 11 H | 2006 4F 10 A | 2008 4F 6 H |2008 4E 11 H
Eop= g 2007 4= 5 A | 2008 43 A | 2007 45 A
FIET 2006 -2 H
—a—Y—5 L F 2007 412 A 2006 -3 A
=NZTT 2005 4 5 A 2005 4F 10 A 2007 410 A
Fv— 2007 42 A | 2007 42 A 2009 4 5 H
AL 2007 49 A | 2007 4=9 A | 2007 49 H
R AFF 2006 £ 8 A | 2006 £ 8 H
NP 2005 46 A | 2006 £ 4 A 2009 4 4 A | 2009 & 4 H
INTGTTA 2006 ££ 10 A |2006 4 10 H
~L— 2005 4F 4 A | 2006 4F 4 H 2008 4£ 9 A | 2009 4F 4 H
T4 2005 4F 10 A {2005 4F 10 A 2008 F 1 H
YA 2004 4 8 A | 2004 49 H 2007 452 A | 2008 4F 6 H
T B =)L 2006 4= 1 A 2006 4= 11 A 2009 /-3 A
=R 2004 4 12 A |2004 412 A | 2005 47 H
YT IET 2006 4= 3 A | 2007 4= 5 A 2009 -1 A
T R— 2006 4= 3 A | 2006 43 A 2008 4 8 H
7700 2004 -9 A | 2009 42 H | 2006 4 8 H
U7 2007 45 A | 2007 45 A
“is 2005 4 6 A 2006 £ 1 A
R =T 2006 43 H 2005 4 11 H

1.6-4




1.6 AMENC I T B AR A

# 1.6-1 AMEICRBT AR (%)

. BRI -
4 S T i s B T

e s PRICEE N

2 A 2006 4F 8 H | 2006 4F 8 A 2009 4E 1 H | 2009 4E 1 A

MU =&—1F - kX [20054 10 A | 2007 43 A

= 2007 4 8 A | 2008 4E 2 A 2008 452

MVI A=RAH 2007 4F 11 H |2007 4E 11 H

IH K 2006 4F 2 2006 452 A

77 TA) 2006 4 12 A 2007 49 A

7 77 EEEE 2006 4F 1 A |2007 4F 11 H | 2006 43 H | 2009 4 4 H

K[E 2004 4F 8 J1 | 2004 £ 9 A 2007 4E2 A | 2008 4E 6 A

RE AT T 2005 4E 10 A | 2006 4F 8 A 2008 4£ 7 A

2009 4£ 5 A 31 HEIE

1.6.2 TELGAFEEIZE T 2R RRE DS
FEAKGEE CKE, EU, 77V, Axva, BT 7 U D) BT 5ERBNE ORI 2%

1.6-2 1Z- L7T-.

1.6-5



9-9°1

# 1.6-2 FEARAGREIZB T 5 EBNE OB

TRER[E 4 K EU 77V AF o 77U A
fR5E44 CYMBALTA CYMBALTA CYMBALTA CYMBALTA CYMBALTA
N RSY ]
i 2004/8/3 2004/12/17 2004/9/3 2004/4/13 2004/9/17
PR
BE PRI P
) 2004/9/3 2005/7/4 2005/10/24 2005/5/11 2009/2/13
R IRPEA A
§§ ﬁiﬁ D — 2004/8/11 2006/8/14 2004/11/9 2006/8/18
Ly~
A }*ﬂj %Hﬂ 2007/2/23 2008/7/28 — 2006/10/16 —
H [ RN E
ﬁ HE 7 T 2008/6/13 - - 2008/6/27 -
JiE
TP — — — 2008/11/26 -

I - B

20 mg BRI TR 7 v
30 mg GIARERL T 7 v
60 mg JGARERL TR 7 v

30 mg WHARERL SR A 7 v
60 mg WHARERL S A 7 v

20 mg IGVATERL B 7 v
30 mg WHARERL SR A 7 v
60 mg HARERL B A 7 1

20 mg IHYARERL B A 72 v
30 mg IHYARERL SR A 72 v
60 mg IHIARERL SR A 72 v

30 mg IHYARERL SR A 72 v
60 mg HVARERL SR A 72 v

BIRE - BR

© KD OFTEREE

« BEPRIRVERRRE R VE P T
© ERRIEA L EE

* RRHE AT JrR

© KD O E

- BRI VE PR R M
» MEEVEIR O EE

- BV L EE

© KD OTEREE
- BRI VE PR R M
« MEEVEIR O A,

© KD OfRtERRE

o BEPRIRVERRRE RV TR
- L EE

* MEFEME IR O,

* FRAHE AT PR

- 1BPEAE

© KD OFRtEREE
* Bl PRI PR R M TR
« MEFEMEIR O,

1ENg 91

-
-

WU @ fer



L 91

= 1.6-2 FEZAGREICE T 5 KGR

HOBIME ()

w4

KE

EU

77N

Ax =

77V h

K5 Ok
B R

o Mk -

W5
BEOREIZPPDLT,
I 40 mg/H (1 H 2 [ 20
mg & LTHE) ~60 mg/H
(1 H 11860 mg &1 A 2
[F] 30 mg & LCHE) T
545,

1 B 18 30mg % 1 A5
L T Cymbalta [ZJEG S &7
#%, 1 B 1[H 60 mg ([CHEET
LD ENREFEFLVEFEL A
biLd.

120 mg/ HREZTHDHZ &
IIFR O L7225, 60 mg/H %
BxbHBETELRE
NESND &) FELTE
SN TRV, 120 mg/ H %
Bz 5ROy
[ TRV A G AYAI AN

B 5 OAERS kLR -

KOO E DM v
Y — ROgE, Ehwikx
Bon HLL Bk 5 LB
HDHZEN—RIIEDO BN
TW5. Cymbalta 1%, #H
B 1H 1A 60 mg TH5T
5. EMIMIC BT & BRI L
T, B HHER O LB R O
DX DB EIHE L7
ZHIWTRETHD.

BR 4h 2 & OV SE e b &=
X 60mgl A 1[EE L, AR
XTI BHRICRAT 5. ERR
BRCiX60mg 1 H 1[HZ# %
% 120 mg/H £ COHEIZD
W TR A O R & 1T 5 72
2, WAL B TR 15
b holmEBEICH LT
I EICL DR T 0 v b
ZRWET B ERR T R3S D
PN GAYAIAN

B, TR RIT I 5B AR
2~4 HHTHND.

LD DR ISHERE S N T= 1%
b, HRETOTDEH» A
TG 2fkE T 5 2 &

BH, TERED R B 5B AA %
2~4 B THEND.

i

WO B A AR L U 7= &tk
F~0HEREOVLEIL
WwWeEZ LN, 2L, B
D B IA & RIS, Sl
WITEEICEE T2 & 5
IZR D DFEEICKT LK
7 120 mg/ H G- DT — &
N s oY I QAVAS AV
O, EEICEETLZ L.

P
BEOFEIIHPDLT, 1
H 18] 60 mg 2> 5 B 5-BA#A$
L. — OB TITHESE A &
1 B 1[0 60 mg %88 % THK
1 H2ETI1 H&E& 120 mg ¥
TOMRPERIINLTND.
120 mg 8% 2 HE&TIER
R R AU TUN 7R,

B REREE -

RKEAE (7 VT F=v
7 V7 7 A <30 mL/min)
OBRFIIMMHAELY 1 H 1
B 30mg &7 5.

HTHERERRE

WFE2E o> JB 3 13 B 4 R %
HRABEL VKRS TS, 5D
WIS 23 2 L.

N
EinE ~OFIIC K-S
EHEIfTbARVWZ Y
F L.

BEOFEIIIPDLT, 1
H 18] 60 mg 2> 5 B 5-BA#A$
5.

—HE D B TITHELE A & 1
H1[E60mg %1 TR
H2@T1IHE120mg £T
ONEPERINT NS,
120 mg ##8 % 2 HETIER
AR S TV, &
KYEICHEN S 5 BEIT X
DIRWVHENSBET S 2
LEEETSH.1H1H30mg
% 1 MRS U CIRANCIE
JEEE%, 1 H 18] 60 mg
WCHEETAZEDREELY
BELALILD.

B R

RKYEARE (7 VT F=v
7 V7 7 A <30 mL/min)
DBRFIREAEEZ 1 B 1
B 30mg &9 5.

R
B E ~OFEIZHS <A
BB TRV Y
F LUV

HTHERERRE

WFEZE o> B3 13 B A B %
HRMABEL VKRS T2, 5D
WIS 232 L.

BFICEFKZ2R< 1 H 1[H 60
mg ZPHMEHE S L TR
53 5.

120mg /A ETHELTH,
120 mg / H DB ZNMEIL 60 mg/
HOAIEE BEAITR L,
HEFLORBRIL 120 mg
/JHTE Y E»oT.

BRI D P OB RERE
EOBRFIIRBHAELZ 1AL
B 30mg &9 5.

HTHERERE

R 7> B 55 E O TR AE P
H O BE IR &2 LT
MELVIES TS, HDWIE
HR SR E 2805 9

Bl
RIS < HEREE AT
DRI ENREE LV,

1ENg 91

-
-

=YK @ Lk



= 1.6-2 FEZAGREICE T 5 KGR

HOBIME ()

w4

KE

EU

77T

Ax =

77V h

891

R 2B

JIF R4 o st LT,
Cymbalta Z#5 L2\ 2 &
BEE L.

B OB R

R I B R R T D
BEERE #HEI LT T
=7 U7 7R <30
mL/min) (2 % L T X
Cymbalta Z#5 L2\ 2 &
EE L.

EhE
R~ O FENZ FE S T
AEFEITITOR 0 L2
ZLFELV. &5 DHIEA| LA
KRIZ, mlinE ~0F513EE
NLETHD. @& Iox L
THEZ@ANTHE T 5 85
W, BRI R R
VETHD.

LR

TR % x5 & U= g) o
FoyicER S A BRI R
W, L7220 -o T, Wi
Cymbalta % 53 58451
[EORTEY - AR S PG N
JRIRICKk+ 25U 27 % kAl
5 LM S DB AICIRY
BETRETHD.

NREFE

ek AHEICET S
T =B NRF7T, NR
EOFHEICTanxtwF o
s R RV RN € 2 )
NQAYAJAN

HTHERERR

AR A% & 72 LTV DT
BEFEICIAR RS L
Wz k.

BT :

BREIIHEEOBERE
(V VT F=2 VT
A :30~80 mL/min) DHEHE
~ORAEFHEITSIE 2D, &
EoBEE (LT F=v
7 U7 Z AN 30 mL/min
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LRIZB T LT 2% T
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VWO T, Cymbalta #5-H11Z
AL LN EREE L
AN
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1.6 ZMENC T B AR A

1.6.3 KERUVFEIMNDFHRTXE
RFEWRBEREIE LT, KEOEFT OUHCE (2009 411 H 1 HEE) OMEZ 3R 1.6-3 12,
KRN D BT OWRATSCE (2009 45 11 H 1 BEIE) O£ 1.6-4 [ZR LT, £, IHERE

LT, ZNODRMICEDFRT AR L.
& 1.6-3 KREORMNITEOBE (k)

E4 KE (SETH 2009 42 H 16 H)

=HA KEA —F 4 U U —£t (Eli Lilly and Company)

i o Cymbalta

1. 3@ < KOOt
- BEPEREEE
o DR IPS I A RR IR PR AR
- BRHERD R AE

2. AEKR UL | K5 OFEES

2.1 PG Cymbalta I3, BFEOH M2 0D 57, BHE 40mg/H (1 H2E20mg & L TH#HE) ~60 mg/
H AH1FE60mgXix1lH2E30mg & LTHE) T&E5T5
1 B 1[E30mg % 1 #[##5 L T Cymbalta (ZNES S 721%, 1 H 17 60 mg IZHET H Z &0
YFELWEELALND. 120 mg HRALTH D Z LITFRO LN, 60 mg/HEHZ 5 H
BETIORDINENELND & VI FEHUIAE LI TV, 120 mg/H 2 2 5 HEOZ2ME
T S TR,

22 BhH OMEFE | K5 oRMEES

/gt /AL R RO DFEFRED QT Y Y — ROBE, IEE By AU kg T2 0ERH D Z Ln—

WAZRD BN TS, Cymbalta 1%, BHAE 1 H 1[0 60 mg THHT 5. EHIMIZEE EZFHT
fliL T, EHHEFFOMLTEHROZED LS 252 LI-AEL BT <X Th 5.

2.3 FrRdE R I
BiFsE5E

AR eEE

JFREBE I LTIE, Cymbalta 285 LW 2 EREE L.

EEOBRERE
KB HRBE T EOBREERSE T/ L7 F=27 U7 72 A <30 mL/min)
L Ci¥ Cymbalta Z#5- L7222 EREFE L.

ikt

E i B

EEE ~OEMIZESW-HEFTENIITOR N ENREFE L. H 5 HEAE| LRI, &
FHAOBRGITEENKLETH S, ElE IR L CHEZ BN THET 2R, $ERHC 348
REBEDBMLETHD.

a8

iR Z xR & L@ o+ F B S =BT/, L7edd > T, 42 Cymbalta % #
I DBAE, B EORIT 0 BRI 2 U A7 % ka5 M S D 35AICR
n, BETRETHS.

G ~D¥E.
HRICBT DT 20Xt T o ORI L TR0 T, Cymbalta $&5 I3 L7
WZEREE L.

2.4 Cymbalta ¢ 5-
DIk

Cymbalta & O DAfLod> SSRI X2 SNRI D {1 IR HE D SERFEHABME SN TS, TEDRY,
ZERPIET 20 TiEe <, ABEZEET 2 Z LRSI TV D.
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1.6 ZMENC T B AR A

# 1.6-3 KEOWRMCEOHME (hFY) (#Hx)

25 E /T IV
i {b ¥ 54 B 3K
(MAOI) ~ o 4]
DBz, XX
MAOI 5 DY)
DRz

MAOI O H 117> & Cymbalta DBEG-BHAA F TI2iE 14 HREILL EO#IRK %2 < Z &. HIZ, Cymbalta
Hik 5 MAOI BAA E TI2iZ 5 A LW &2 &< = L.

4. R
41 =/ T7 I v
(A=

o b= EEEKE OOFHIC L Y, BET, L EITEGAREMEEER 25 & K 24 ak
PR D72, €/ 7 UBEERRER (MAOD IRABRE~OFHZEGIIZLRTHD. H
HAEAE LTI, @2, B, I 47 a—X R, NA XY A OEENED a0 H 5 B
BAPEALEE, F I RCFIECE D WS ORMIRIERLAH D, T b= FHIRY AR
A L, MAOI IRFEBIMBEZ DBEIZE N TYH, 20X 9 RSARE STV,
PEEGERE Sl L7 e R LTER L B 5.

42 EIHARRE 72

EEIREBR CIE, Cymbalta &G DEBIERBLO Y 27 ZHRKIEZ. LeB-T, BEHEREERM

PAZERR A RN | ZEMRARENEEERE ~0 Cymbalta % 51358611 5 = &

5. i A SUTANEDOK 5 oftkiE® (MDD) DOBE TIE, PO >EEEE2ZIT VDA E 5 ic
51 BERAEAL | 20b 5T, 5 OROBE(E Y ITAZSE - BRTE (AREN) HE5VIHMTEIORE 7
FOHBZDY R | BILEBd5Z 08B0, ZOX572 ) ATITHLDREMNRALNDE TR ZERBH D
7 HEL D DK O S 2 FEOMOREHEE TIIBEIMDO Y 27 TH Y, Zh b OBEBIZB W TITE

HEHNELRVWEFZOTPHIKFATHD. LNLRRE, Lo 2FiIF o0& 5BV T—
BROBE T OMBLOFRE L OB RER ORBUCEE L T D alREERH 5 L RERE S
TN 5.

P9 o3 (SSRI B NZ DAt (Z2OWTHT - 7B 7 7 B R RILEGRBR O S Tic L 5 &,
B OH S ST K D SFtEREE (MDD) K OMBLOR#EENFED b b/ hNLEE, BE
BIEE N O ERR NBE (18~24 %) ICBWTHASE L O HZTE (B&EN) oU 27 %
RS-, EHRBRTIE, I BRI LTH S SFIc L 5 BREmO Y 27 O RIT
24 IR E B Z DA TIEHRD Lo T 5 65 LA LD A TIXT 7R ICHEE L CTht ) 3
XD ERBEmO Y R 7 B Lz,

MDD, RLEE (OCD), XTI+ OMoEEEREZET 5/ NIRELOEENES 255 L L
7277 2 Rt BRICIGRBR O R A FRNTIZ I, 4400 B8 % 5 BE 2402, 9 FEHO L 5 S
SWTEM LA 24 0EIRBRAEEN TS, MDD XiTZ DfOksREZHT DK
NE&ExG & LT F & Rt IEEGERBR O 0F S AFHTI2IE, 77000 #ilZ8 % 2 B 23512, 11
FEFHOHL 9 DFIT O THENE L 7= At 295 0EHRE GBI O P RMiZ2 » A) BNEEh
TS, HFMO BREB D U A7 IR0 ONRTIXRR1H 50, Rz Eii LI
KN DWW TEAEDREITIBWTHRER O Y 2 7 38009 22338 & iL7-. B HA o
KU AZTMISEIC L D E22 ), MDD RER TR OLEWREERR/RBD LN, LLRns

T IR T D AR O U A7 OFER, BISEICHD BT, TRENOERBIZBD
T —E L T\, BEMEmO Y 27 OME (35 LIZEH 1000 512720 o B &k o
FEGIEIC T DIEREE L ISR L D) 2R 1 ITHE L.

#1
R RIS 72 1000 Bl B H 7= 0 IZFBL L 7= H &AM
DFEFIEROIBERIEE 7 TR L D%
<18 14 JE 5] 0 FEANZ BEE L 7= #8
18-24 5 EA 0> HEFHI |2 BEE L 7= BN
25-64 1 JEB D S (2 BEE U 7= i)
>65 6 JiERB] D FEANZ B U 7= 380

AN B AT L7 3R T B AR B o 7o R 2 X RIC LB ol A
PR BB, HHID E BT RIET BRI SV THE AT 5 I IR FIEAS 14 T

FAMEIR D U 22 38, BEIC DT M3 b bl A 282 58I E TREDEIITON
THAWTHS. LHLAEND, 5 OMOBACEI 57T RSO RBROMEN D,
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1.6 ZMENC T B AR A

# 1.6-3 KEORMCEOHE (k) ()

PLO OB AL D DIFOHREEZESHE D & O+ iHLAFET 5.

FLO OB LGP OLBFIZONTIE, WTHhOBESTH->Th, BIRGEN, BEm, H5
WIATEI O BE R B DB MO CFELSBEL, MUICERTL2XETHD. T, &S
BAAE ROy A, 2 WITEE XTI EEZ T - HEERRIIIBEZITO 2 L.
ZOMOBIE R E L OIEEMER) & KO SRMEEEORIL T, B 2Hokh %2501
AR OV NREEICB W TRO L 9 RIEIRAHRE ShTW5. T72b b, RN, ik, <=
7%AE, FARAE, DRI, BOE, DU, &E®), THIUT (EEEARR), R, EuR
ThHbH. DX WIERORI L S DFEAK OV L B AEE) & ORFEBERIIHR STV
RO, FO LD RERS B REREHEONIETH D AREE LRSI ND.

I ORMEBALZ T TN D, HERMERZFEB L T\ 5, T 9 SfFE I3 H BE B ORIk &
BONDEREREBIL TODEEICEBNT, FHCEDIERNEE CTH D, BREHT D, D
WIEZ D &) IR BEAF O R BUEIRITIZA SRR - T AIiE, 5P IO L&
W, IREFIEOEREZRiT 52 L.

L IEE2RE LI25E, AEEZWIRL CTHIET & Ths. HILIZATREARR Y BAICIT 9~
X THDHN, PILEHIMOIEREZ ST ARENRDH D Z ERRmENLTV5.

KD DIFMEREE X ELE O OGS iR B R OISR R) THL ) 2o 52215 T b
BMEOFHEN ONHEFZ TR L TE, AREmMOFRBUCINZ, bk, SR, T80 RERE
b, B ERD L 5 722 OMOFEROFMIZE L TEELERL, 20X 9 iEREEHICE
FEREEICRETAILERS D Z LICEETD. 20 X 5 RERICIIFERON#EE L 55
HOBZbEEND. Cymbalta OALIFIE, BIFRBEEHNTE 2E/NEOH 72V E
Cw, BEEREDOY XY BT S.

WP EERE DA 7 ) —= o J—

RO OWFMERET LY — NIOVBERE DY TH L R H 5. ZDO L5 Y —
RIZxt LTHL D DO B E G5 &, IBEEED Y 27 B8 b b BEICB W TR
/BT E Y — ROSBERENMEE SN D AREMER D D & IR CTHER SN TV
B) —EIZBZHENTWD., EROWTHOIERNED L 5 728 b E R LT D DONEARHT
b5, L, Lo SEEERBANG, 9 DWIERAALNIBEEZ AT ) —=2 T L,
BEICBRBEREE D U 27 B0l _XETHD. ZOLHIRAT Y —=v 720, A,
PR, 5 OWRICBE T 2 FHERER &, S EMRELZ &5 2 L. Cymbalta (7 = 2%
BT BN S DIFIEEICH L UIER SN TV RN LIZEET S.

5.2 freEiE Cymbalta Z 5 SN 7ZBEOPICIIIFRE, & SITEEMRAT A2 R TIIE08H 5.
IS ORERIIREE, FFEXR, KOWER ERED 20 UL LD M T 27 I F—8 EHEFS
R ELTIREINTWD., 2O T AT I —80 L&, IBRAEMD 5 WA ok
EIZXDEIEELED Bl LR S 8o 7=, HH 5 WIS O EER I R E & 72 5 S RERE
EEFHYLLIZ3E, Cymbalta OREAZHIETRETHY, MOFRPIFEINRWVREY 5
BT RETERY. R AT IF—BEDOLT I EREME S BT S SERIEO 6 &
BOBNTZ. PTUATIF—F, vy, KOTAB Y RAT7 7 Z—ED L7, 18
JFRESUIIFEEOBFICR Z 52 &2, tMoTREREICLVREINTND.

BRFE EEPE DR ABRIC BT, Cymbalta (IME R 7 > A7 I F—BRE LFHOU 27 28K
S8, W7 AT 35— EF O, Cymbalta 5 8F D 0.3% (82/27229 #) 2#5
HEHRIELZ. 20X REBET, hTUATIF—B EARRD LN D F TOHM O P RAEI
2 hATHoT. 7T ERRRILERER T, E% LRED 3 F282 %5 ALT EHNR
Cymbalta ¢ 5- 85 D 1.1% (85/7632 #1), 77 B REHEEFZE D 0.2% (13/5578 ) THRIHL7=.
BHEHET VA D7 T v R REEGBR T, EW LRED 3 528225 ALT EF KOS
a2 B x5 AST FFIITABKGEENRD b,

TanXbF T a—/MFHAEIER L OFEEZ R, IT aeXeF idanrbd
DIFREZ B S E L AREME N H 5728, Cymbalta [Xi#EH, KEO7T IV a— LEBEREE XX
B PERFR B O BFITAT 3 & T,

53 EISMEK M | WEAEOT 2 0t F 0 & BESEKILE K Ot G S Cun g, g & SR
£ B OV A ERBEE 1 BPICRBT2BEA™H 50, TaudtF o RE5H, BICHBEZOWFROR
RICHHRBAT MRS 5. BLMERLEZFHERE T 200K FEEKR L), LMDk
CYPIA2 BAEHR TH L AL R GFOBEE, KU1 H60mg # B2 AHBEOT anXtF
ERGFORFICEBOCE, MERKTOU A7 BZNTE28TNAH5. TauxwF o &h
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1.6 ZMENC T B AR A

# 1.6-3 KEORMCEOHE (k) ()

FOZEEME R ST AR I e O 3 ki 2 B LB LY, T aastFrosdik
EEETH L.

54 tm b=
SEEHE

Cymbalta % 5 ¢> SNRI L OF SSRI O BB 51XH 0 T2 <, Flckr b= ORE4H2 5 3K
# (MAOI &%) o h=AEEER (hU 7 X 25T & OHRAD D WITHURE MR
oD KNI U FEEPEE L OOFHIC L D EMEE DT ARESEO S D 1 b = U E R U TEMEE
GERREEIR R T 2 2 e R3d 5. tu b= UEEHOERICIE, SRt (F : 5,
L, R, BEMRRRRE (B, SR, MERRE, @Ry, MRGRE (B KETUE,
IEEREE) ROVSUTEEER (B B, WEH, TH) BAEEn22&083H5. Ea b
SUEEREE, EEN, FhENE, & XICRERASS XNV A U OEENE D) AERMRARE, &
DREHRRE DL A i L L TR Y, BiED e b = EERITEREEROERICEI TV S
TERHD. Br b= SRRSO TEME AR OBUREROAEIR DY, BEFICHE L TR VDE
BT HRETHD.

9 OFEIEE A B L 4% Cymbalta & MAOI OOF IR TH 5.

Cymbalta & 5-t Fr ¥ R 7¥ I REERZE (R 72 2) L OFRRIESRRK LIE
BThLHIHEEITE, FHCRERERHROHEHERIC, BEAEREICBET I ENEEL
A%

Cymbalta &1 F=UFIRWE (M) T R7 7 07 l) EOPFRITHESE I TR,
FROERBEH LD, T2 v F U RUOYRRELZ SR LT T _XToka b
= UEEEE D DWWV RS VRO G2 3 CICPIE L, SHEFRIEERGT 2 ETHD.

FanuXtvF &G SSRI KO SNRIIZHIMOGRHRMIEZEREIELZENHDH. TAEY
AT A KR, UL 77 U o EOEOMOFMmMEIEE ORI, Zofits &5
IR EW D Z 03D 5. IEFIHE R OB AL GEFIxFRIFFE & V= 78— MFFE) 1IZ8BW\ T,
o b= U EEY AARBAEROM A &R B3 ER O H41 TV A, SSRI K TN SNRI
OF b L B U7 I F g, BRI, Mg, S, KOS A 29 i
ICEDHET, ZHIZhizoTW5.

FanmFEF L NSAIDs, 7 A ¥, YITMREEE I8 %2 KT T F Do 35 L o ftH
B U I O fERPEIC OV T, EET & THD.

5.6 Cymbalta % 5-
Dk

T audeTF URARE T, IBERIERDREOICFH S N T\ 5D, 77 R B AR
BBV CRUE X TR 7 e 5 k5, RO X5 ZREIRAS, BELE 1% UL EHOST TR
BHPIEEE LR L CT andeF U EEHIEBRFICARICERTRAE L. Thbb, #
Gk E O, EL, UE, 2T, SRR, WEM:, Bk, A, RIRRE, TR, %7, ST
JE, KOS ENTHD.

ZOfd SSRI LNSNRI (b a = KO A3 7 Y Y ALRAESRE) OFHIREZIZ,
INHEFOF LB, FRHIEARTIE LD ERICRAE LA EFRPEROICHE ST
L. ZHUTIERO X5 ERREEND. RISy, SHREE, Bk, Bt Fuv, Rk
= (fl, BRKYa v VREEO LD REERE), RE, $5IL, BW, IR, FEALE, FIRE,
By, FREORETHD. ZNOLOFEGI—MRITITEEL LD, —5ITEE L HRESh
Tn5.

Cymbalta £t 5-% H11E L72355120%, RO &5 iifkiz DWW CTEEFEEZERT 5. AR/ [RY,
ZERPIET A0 TIEAR L, ABEZHE L TV 2 ER RSN TWA. BES IR S FIEE
BIZBR TERWVIERPEET A1, DRIOLFTARICE T Z L4 RFLTH v, £
Ot%, ERNEEICKER 20 TR afil) 5.

5.7 BRI/
TEPEAL

KO OREBEOBEEZNRE L7 7R RILERBRTIE, TandeF o RE5EHED
0.1% (2/2489 ) KON TR G HBED 0.1% (1/1625 ) THEKE X ITERBEOIEMAL S HE
SNie. BERBIMEARIAMELIE (DPNP), &AL EE (GAD) K UBRHENRIE FM) O
TR RR B T, BRSO AT IS SR o T BYRAREEOTEME T, K
D OIFRMEREE OTEEIZA D R MOTIRELZ B G SN TWRoEERED Y b, b T REE
ODBEBETHESIN TS, 20X ) 2thoIE[ & OPRT 256, BoROBEEEHF T 2 BF I
L Cid, Cymbalta ZHEEICEGT5HI L.

58 TAMNAR
fE

F 2 X F U TANARIEREICBO CUIRKMIICEHMi S TE LT, L, 0 X9
RTAMNATVERE TR S STV 5. 7T R BB T, T
X F UL EED 0.03% (3/9445 B1) K OT T REEERED 0.01% (1/6770 ) 12, TA
MAFENEFEE N TEA LT, TANATIEDOBEE D & 5 B 12k L TIE, Cymbalta Z HE|IZAL
HIHZ L.
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1.6 ZMENC T B AR A

# 1.6-3 KEORMCEOHE (k) ()

59 ME~DE | TRTOEKNNIDIZE 7 T ERRREBARRICBNT, T anXeF VRIS ERE
B i, IR ME TRk 2.1 mmHg, JERMAIME CHoA 2.3 mmHg Tho7z. Rk (3 [ahE
fe%2) ME LR/ O ICH BT T2, IdE 72 B IC L 2 a sk E B 2 HET
DOMERE, SESERNRTA—F DT 20X F U ORBERFT DL LEZAME LIZEE
PRIEHHBRCIX, 200 mg 1 H 2B EFE TCOHETMIMED EAPEO LN, kel E
D 200mg 1 B 2 5 TiX, #5% 12 FFE TO VMRS 5.0~6.8 bpm, V¥l [E
FFIF 4.7~6.8 mmHg (IUHEH1) K ON4.5~7 mmHg (JEBEH) CTHo7-.
BERBRICMEZRE L, REHMEPICTEMICET 2 2 &.

5.10 BGPR FR9E | CYPIA2 & CYP2D6 13 & bIZTF = ¥ b F U RFBEMHETH S.
&7 % 3R A
(&l Z DA O FEHIAY Cymbalta |28 % MAF 9 FIRENE

CYP1A2 fHESE—Cymbalta & 781772 CYPIA2 [HE & OO HITRET 2 R&ETH S.

CYP2D6 BH5EFE—CYP2D6 137 = v ¥ F - ORFHB 53 5729, i /172 CYP2D6 FHEIK &
TanXxbtF oA TEE, TaudtF U BENERTS CEHT0%) BEURH 5.

Cymbalta 53 % Ol O IEHNZ BB % K IF 3 Al REME

CYP2D6 (T & o> TR SN D HHI— —HDFH > 2E (Vv vV TFFV L, TI NI TFIU L,
AITTIVREDZBRRAI ) DK [TCAD, 7=/ FT7 IV RO IC HEHREIRE (5], ~
a7 x )y, TLHA=NR) 2L, CYP2D6 IZ & - TIAHEIFIC A & 5 FEHIRTEIAR I
/INEWIEAI L Cymbalta & OFFRITHEEITIT O RETH S.

TCA % Cymbalta & FHT 285401, mMAEH TCA BREEROMNERHLBE518H Y, TCA
BWEOKENH DGENDHD. T4V XV RE EHIC K > TEEZRODEMEREIR &L OZ25R5E
NRETDHVAZNH D728, Cymbalta & FA4 Y VL 0FH Ligu.

Z OO EER FRIRE & 72 2 SR A AEH]

7L a—)L—Cymbalta & & HIZKREDT L a— L& BT 5 L BEOTEELE-TBEN
N5, Lich-T, Cymbalta [ Zl%, K7 /L3 — WEEEE IS L.

HARAREE (CNS) {EE)3E—Cymbalta D—RHY72 CNS ~DOBEEEZE 25 L, HEOERKTY %
%O%%’J%é\&), oo PR EEER & FA L C, ITORAE LTRE95 & &M E

535z L.
511 &~ U » | Cymbalta & T SSRI LN SNRI £ 5-0fEH, 1K) bV v AMENRETHHAERDHDH. £<
A SE OHAE, KT N Y U AMAETPFRIR BT REE D WIERRE (STADH) ([ZRRT 2 & 25
no.

MIEFF R U w7 2% 110 mmol/L A OREFINHE S TER Y, AAFE G ILRIIZEIET S
EHERI S A7z, BT SSRI LN SNRI 2% 592 &, &F R U o AMIERB DOV X7 3
WRITHHANRSDD. T2, FIRERSFOBE, IBIOFRIC X 5 mgERDBREN LY
RERYAZIZEDL INDLGENH D, FEBEMHKT MY U AMED B 121 Cymbalta O H 1E
ERATTRETHY, @@V;E%E}’Jﬁ%&%%%ﬁ@@“é k.

T N U ¥ A ME D IR S OERIZ 1, 5%, PR, oiEmns HEL, i), K OMSE 9
LHBELHOIREENGEND. X O FEEORE R & OV X ’%'ﬁ@ﬂﬂ X, LR, KM, Th
DATEVE, SHE, MRS IE RO TICE > TN D,

5.12 BHHEZ R | 2 TEABHEZFRD D B & %512 L= Cymbalta OFFRRBRIIR STV D. HEEMMEDZE
O DHBE~OE | (LA Cymbalta DIFET—T 4 > 7 OREMEIZE 2 DB OV TOFRITE STV,
5 FREE DFRMESRM T CIE, B2 —T 4 > 7 THRFE I LTV R0 Cymbalta (300K GRS v~
M= ZZ LT 57, BNEWHEH ZREIES 2 L2 2 RENRBDO LN D BHE (B, —if
DFEPRIFTEE) ~0O Cymbalta 5 (ITIEE L2 ET D,

DMFAEZE S 2 WII AL EHEINRE B A2 FIE L TR B 72V EE 12D\ T, Cymbalta 51355
FICEHI STV, ZaUE, o0& 5 WD E3E %2 Cymbalta O i iRATO B KER CTIX
—RIZBRIN LT B THhH B

JFRERER 22—
Cymbalta I3 %, ITHEERNEOBFIZIIREG LN L.
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# 1.6-3 KEORMCEOHE (k) ()

L B R R

Cymbalta (318 H, KHBEKBBEE UIEEBREELRS U LT7F=027 U772 <30mL/
) AT G L, T aa Xt T v RORHTE ORI E O bR EE 7238 AR R
#H (BITELELT ) TROLATNS.

EH T 2 PATERR A Fk N FE—
AR FRER Cl, Cymbalta 23HBED U A7 K OFIAIZ /- T\ ielz®, EETICH 5 PHER
kN D BE 21T Cymbalta Z2HE IR G52 L.

PR ER T oD i A —

DPNP OB TRO LN Y, FHRFEEZIC L > Tk Cymbalta #5723 M pE B % Bl S
TV D, BEFRIE AR AR A 5 #hiR B MR O A BRI % L CTAT > 72 Cymbalta @ 3
DEFARFBRTIL, FERFOFEHRFHIMITBLE 28 THY, X=X T A NIBIT DR
MFEIE 176 mg/dL, R—RZ T A BT H~EZ 1 v Ale (HbAle) DOEHIEIL 7.8% Tih-
7. ZThH0RBRO 12 BEOEMEERERICBWT, AFIRSICLY, IR LHELTF
P)ZEIERSMBE RS DTN L7, 2D ORBROFRE 52 BB OfkEARERIZ T, Cymbalta
B RE T EYZEER MBS 12 mg/dL B L, @E AR CTIE 11.5 mg/dL K F L7=. HbAlc
I% Cymbalta % 58 T1X 0.5%, BEIEERETIL02% FF L7z,

5.13 HEREZEE K
R A

Cymbalta [ZJREHPUCKET DL Z ERNMOLNTWHHEA Y 7 2EEND. JERBEEOER
7% Cymbalta $¢ 5-FICRILT D54, T OMERNEANCHEE L T3 A fEMEEZ R &Th
5.

HIRB R CITRADIEFINRD SNz, T aa v F o FEICRRT A REICIE, ALK
IXAEH T —T AEDRMBEZ > TWA RIS A HILA.

5.14 FERRA

RER 22 BRIR MR A T HESE ST,

9. FEMELH LW
R AT
9.2 HEWELH

BT, TamFBF AT LY b— ME @HIZE) OELH % X 727 TReMIT3R D
LR T,

Cymbalta FLADFEEMEITE b 264 & LB CRBEMITITRR STy, BRERER
IZBWTEMPREITENIZRD bR o72. L L, TIRETOBRRERA D, AR I
PCRTEMESEN EORLERA, H, ROV UFELA SN O»E2FRITE Z LTy, L
MR-, ERi, BREOEYELAREZEEICIHMEL, 0 X 5 2BRFI2IE Cymbalta DFRA
SOXELR O (Fl, HAEEOREL, HWE, EREITE) N2 0hEERGERT 5 0LER
5.

9.3 WKLy

Z v FOFEMBENERBRICB WG, T au v F UMREFEEEZSI SR 2T X ) fER A RS 2
nolz.

10. & EE G-
10.1 JRAE 2 OVE
*

ik #% o B S E O SEF] TEFER R R A i STV 2. 3270 b DI EEEA] o0 g
HTHDH, 1000mg D7 2 mdbF ARG H o7, MERE (FanXdeF B
A & OB DEERSPIRGTIE, IR, FME, bo b= EREE, TALATEE, K,
SR, ARMUE, mifER OEAS S .

102 BEES5 O

EEE

Cymbalta [ ZHFBREGRFEIIT/AV. L, o b= IEBERENIIE L 8A0%, Fpl/aa
B (7a~TE UL S B WVIXEERE R L) 275, AtoREREOGE, 1k
T, HOWIFEAORERGEHETHAIN TV RN FTIELFAFEOLEBELZT 5.
Ty IR KB DR, FRRUR, ROMIRAZMFRICER L, LEEROSA XA v 2T
5. AT SRV ENEE L, BIEEH D WVITERBRD DT D & X ITALE
T2%HA, LEISUT, FoICREEZHEL, KNEROKROERE CHERZ1TS.
EERITEEE NS OT 2 ax e F VRN ZHIRT20ICHE TH D EEZ 6D TG MKD
B 503 AUC KU Cmax %) 3 50 RIS E 2 Z ERNHLMNITR > THNDHR, IEHEROZ
BERRE SN DHEHRE RO L. REIO KBS KT D 12D OMEHI e FIR, &,
MERER, WO IT SRR 2N EZ BN,

WEHEGEIIZBN T, ZA0FHOEEREZEET 5. BIE Cymbalta ZIRA LT 5, &
DUVTHREARA L7 BE DS, R =8 RH0 5 S (TCA) #EBIL TW Db Lienz &
WCRHZERZIL D . DX DG E, RE(LO ZBRHL ) SR OV Ut % OIEENRH 0 7
UT 7 AMET O, BRMNICEKRREEENEIRT 2 /A m <y, EERESNE
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1.6 ZMENC T B AR A

# 1.6-3 KEORMCEOHE (k) ()

BENEETAMMMNMER SNHAREMER S 5. ERIE, Wk AR ERGIZE L THIEHRIC
DWTIENMERE1 5 7= DIZEHWE B > % — (poison control center) & DEEZIRFTT 5 2
& B EZITEYER Y X —OEFEE ST DREESER (PDR) | ICRi#H SN TV S.

12. FGRPRRE t MBI DT 2axeTF rOft ) D1EH, FARERREETE OMHEH & OCPTARZ/EH O EfE
12.1 YERIRER RHFIIATH D0, 2RO OEME, TR RIZE T2 h= KO/ LT KLY
AEBIPERER OIEVEILICBR R H 5 EZE 2 5T 5.

12.2 FE& IR D, T avn e F U idpRMRIc LI 2En b= L V2R T U COFRD A
BN HET A0, RN IRV IALHEIRRE L TOERPTHNZ ERH LN > T
Wb, TauXxtFiddin vio ITBWT Ry, TRLFUY, aly, exZIv, F
EAA R, ZAHZ I, GABA OFZHFRIIH L THERERBAMMEZ RSN, £, /7
2 UERLEEE (MAO) ZFHE L7au,

Cymbalta (FRIEBIEIUIZEEZ KIFTT 2 ENM LN TWDHIEFIO/FEIZA D, Cymbalta $5-H
WCHEREERE DR AT BL L 751203, FNAFEANCEE L TV A RREMERH 5 Z L 2587
HZ L.

12.3 FEiyEhhE T 2 v T ORI 12 BEFE (8~17 B5R) TH Y, B IaEEIicT 5
FAEFIMEZ R LTV 5. ERIRREICR T A MR L, MRB5RRE05 3 HZICHE
T 5. T anr¥F L, EI22 FO P450 4 7-Ff, CYP2D6 & U CYPIA2 # Bz X -
THKT 5.

W R Oy Afi—
Fa2uaXFrORAOFGEHRORIUIELTHD. WINAEE D F T2 2 B (FhfiE) ok
M7 (Tlag) &Y, #5100 6 KHZICHERESMETIRE (Cmax) 2PAROLID. BFHIL
Cmax (CE L T S 720, fcm i ERERR A 6 FE 25 10 BRI R L, WIE (AUC)
DT (K 10%) BDT5. 4 OEEITFEITFOREIZH~T, RIS 3 BFREE L,
RF DI VT T AN 3550 1 HINd 5.
ANTOSHERBTIEH TR 1640 L TH D, TanxtF ide MR EBICEWEENE
(>90%) #/RL, FXTNATIVERal-BEEEALHEETD. TandeFr L EAR
HEHEOBWMLOFEA E O EAER T+ ST, T o e T o & RO
HIEEREED L WVIIFEEIC L A EEZ T 0.

RO I—

72Xt F o ORFLOPEINE, b M CHERRT 2 v X B F U AR OEE LI-BICHRR S
TV, T avXeF Al OB EREDR 3% 25D 50, ZhET =
aX e FURREEZTOTL, ZHRORBMELERTHZLERL TS, TaadkTF
DERRFEIEITT 7 FLROBIEK OZENUHBE, W E L2586 THS. Invitro
Tl, CYP2D6 KLU CYPIA2 13 & bic)T 7 F AR b+ 2. mifFEFici, 4-hydroxy
duloxetine glucuronide & (" 5 hydroxy, 6-methoxy duloxetine sulfate D NRD S d. JRF
WZIEE OMEH OB BRI, v T —REREOTFEL RIN TS, RE{LED
TarXtF 0k, BE (AEO<1%) BNRFICHEIhS. &5 IzaoKEHS (1
70%) IR E UTRFICHRIEES LD 2, K 20% IXEEPICHRE S D, TanxkeT s
ISR ORBW % LR T 508, 58RT 5 L2 ERT 2 o F U OFEERICAEREICH S
LTV E I MITTRIN TN,

13. FEEG IR F 1k | S AME—

1A TanXkbFrEv U ARNT v M2 EMREERS L.

13.1 AN, | TzodtF o 140 mgkg/H (mg/m? (ZFES < HBE T b ORGSR H £ [MRHD, 60 mg/
ERFEROA | B] 011 EE e NHE 120mg/H D 6 %) 285 Lz~ o 2 TiE, R & OSFH
FEIH DB | OISR L7-. M 2L 50 mgkg/H (mg/m? 12353 < #4551 T MRHD @ 4 1%, KON
bt MR 120 mg/ HD 2£%) ThoTz. B 100 mgkg/H (mg/m? (2355 < #15T MRHD @ 8
BROE AR 120 mg/HD 4% OF 2vftvF o a&kE Lizli~y 2T, EEEERT
BN Lo 7.

Z v b, M H R 27 mg/kg/ B (mg/m? (2 FE-3 < #2% T MRHD @ 4 5K 0t kA& 120 mg/
HD2f%) OF avxtF r 2RMEE L TH, KRS 36 mgkg H (mgm? 1IZHES<HBET
MRHD @ 6 ROt NAE 120mg/ HD 3 %) OFT 2 axtF U 2RMES LTH, BERE
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# 1.6-3 KEORMCEOHE (k) ()

FITHIM LU 2oz,

LB E—

T 2a XTI, invitro B IRZEIRE BRERTE (Ames RBR) TIXERFENGRO ST,
~ 7 ADE R E T in vivo R BB CIIRARBRE EF R LR o7 SBIT,
~ 7 AD Y ] ERIRE A T in vitro ASERTE RIS F2ERE RRBRIE T, 7 v MIT
M2 Hz in vitro REH] DNA Ak (UDS) RERIETH, 7ok o BB THER
O OLNT, invivo TIEF ¥ A =— AL AR X —DEEECIT DUk Y a3 S A %5 L7
Mo Tz,

A RERE E—

BRI R OSSEL IS HESUIHE T ~ b OV DNTEE 45 mgkg/H (mg/m? (235 < BT
MRHD 60 mg/ H D 75 & A 120mg/HD 4%) OFT avXeF 2R O#kELzE D
7, RRNITZIREEICEIIZA DR T,
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£ 1.6-4 BN OIRASCEOBEE ()

=4 MRIN (2RETH : 200947 A 6 H)
Ead KEA —F A Y U —%k (Bl Lilly and Company)
e Cymbalta
4.1 JEILIE - K9 O PEREE
o B PRI MR R M
- DRV
42 BHEERO| BRA
BE 51 KIDBFETEY—F:

BRGA A B R OHEREMEFFHRIZ 60 mg 1 H 1 Bl& L, BAIUIBRZICRAT 5. KRR CIX
60mg 1 H 1[RIZEB25 120 mg/HE TORHEBIZOWTREMEDOFTMEFT - 7243, FlEliELEH
BTHREEONLRD T2 BFICH L THHMEBICE 2327 0 v M E/REBT 2 KT I35
HILTUVRL.

W, 1RRRITEGRAE 2~4 B TENLS.

PLOOBRPFER SN, BRTHOLOHEy AT L2k T 22 L.

B 5 Fik
AANTEARGATHS.

e n

ERHORERILL Uil ~OHREAMOBLEIZ RV EZZ bR, 2751, b6 DA
ERERIS, EREICITEEICES T 52 & FRCK D SFEREEIC KT 2 A4 120 mg/ A £ 5
DT — Z I 3G o T RN, EEICERGTHZ L.

ANR L FE

M EGIEICET 2T — 2 B AR 57720, /NEROEERICT ansFraikE5452
IR SN TR,

TR E R

PFAR2E &= L WD IFRBEEIIIARA ZRE Lanws &

S RE R 4>

RS TP OREREREE (2 L7 F =027 U T T A 1 30~80 mL/min) D BE~D &
P OMLEIT . BEOBEE (Z L7 F=2 2 U7 T2 AN 30 mL/min Kiif) OBFITIT
AENERE Lz k.

Bk
RANLANHE G2 LD b RAIOR 55 P IS 2 581, BERKED ) 27 % SRS
HBIW, RAETH 1~2 BRI TREREWHT 5 2 & WA G IEICE Y AR T
X RUERAED A A, ERERA OB RE CHET S 2L bRMLTL L. 2
DBBRE MG 5 EDPOHITIRERIC £ 5 b0 LT 575, BRES bICERICITS 2 L.

43 Hm BRI AT O T ORRTE AN BOE D B
AF & IERIRAFE IR E 2 7 X U IRAEBERILESR (MAOD L OfFIFERTH 5.
HARREZ Z 72 LTV D IFREBERE.

TFanXFrOMBEREEN LRI 20, AR ETAVRIVIL, v Fr7eXP X
I FH oy (WP b7 CYPLA2 BREA]) L OFHIIERTH B.

EEOBEERE (VLT F=2 U T 5 A 30 mL/min A5i) .

Ay b r— VREORMEEZ A 5 BE~OARFOERELL, milEEY )V —P a5l &l 23k
ThbrlevEatd5s.
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# 1.6-4 BN O SCEOHE (k) (b x)

4.4  FrRl7pE | BYE &ORAE

B O LD | BR OBEE D & 2 8 UMM S X O/ SUTFEE L 2T S BB I EEICR S5

= k.

i
T anXF UL DEBENRE SN TN D 720, IRE_LEFEBZRD B b BE T AVERZEM
MFENED Y 27 D5 BEIIIAR L EEICL T TS5 L.

1 JE K QN %R

—HDOBFETT an X F LB ME L & FRMICEE R EMENRD 5 TW5., ME
FREFTa2uaxtTF O/ AT KL P AERHICE D bDOEEZILND. TanFdF &5
Bl CEIMEMNE Y U —EBOREFDHRE N TEY, FFICENEOBEDH 5 BE TOHENE
MoTo=sh, BIMLER O/ EZ OO DEE & Sz BFIoe LT, #E5FG% 1 »
AMIZFRCEANIZMEOET=2 Y > 752475 T & OABEEIN SO T LS OB L2 Z 150
TVEBEICIIAF A EEICERSTA 2. FanxdtFrORWEHIT 5 RN D H 5 EKL
CARFEDOPEFRITEEICITY) 2 L. T and v F o5 hicmE RN L BEICK L
T, HEoBEXIEIC L2 5FIEE2BETLIZ L. 2y be— AV REORMEEZHT
LTI L &

T p RE P

MIEEN T OBEEBHEERSE (7L T7F =227 Y7 72 A 30 mL/min Kiifi) HEFIZBWT
T aa X FrOMERREOHEMBED b Tns.

Yoo L OfFH
AFNEPLO SDFITERICOHT D 2 & HiZ, BTERAFHH) MAOIL & OFFRITEET 5 Z &

A I A XU Vv (St John’s Wort)
AR A TUF MY VO EERT HAEERRA L OFHRICENERNZ < BEINL TV,

H
KHFETE Y — R

IOMTTIXARSME, BETAROAR (BEBEEES) OV 27 B3NN 5. +53 70 BN
BENRVRY, Z0U 27 3T 5. BEBEGRERARIISEEZ LD 20, SEERE
ODONDLETREEZHDICHET I L. RAMRIERRERE LT, AZOY 27 1ZEEOF)
HIB M CHIINT 2. AABEREROMAED H 5 BE IR G-BIARTICER 2 B RSB R &
NTNHEEY, BESEEBRITAZETLTIRINERTHZENMLNTNDTIZD, &
HHIBRFEEHDICEET DI LORBMEEREERNR L L) D3O 77 R s FREGRR
BOAZTFVRICEY, 25 MAMOBFICBITZBEZITADY AT IIH0 D SHIBEN T F
TARBLVENZERHLNE SN TND.

T anXFrOREGEHEUERGRIEEZIC, AERSE L ARITLOEFNNRES TN,
BeHEHRIIIC R GV R OCHBETFRICERL, N U A7 BEEZESMICHEICERT S Z
L. BRRREAL, BAITA, BRASEXITHORE B OAELZEEL, 20X )RR
NRDSENTHAFEBICEMOE Z RO ZMNERH D Z L 2 BH (ROBEONHES) I
HETLZ L.

22

RS AR OFE~DES

INRBERE LT 20X F U ORRRBRITER SN TN, KA 18 MR O/
BEOHEEIFRG LaanZ & MR EFEERGICH ) 2 ET T BRI L7z (hodi
O3 D) FRERBR T, HRBEITE) (H&EXE ARSE) LR (I8, Rodn
FEFE R OV D ) PO DIBECEVEE CRRO LN TV D, LovL, EERBYMLEMEICHRHL L T
BEZ2RE LZEAT, BREROAEAZERICBER T L. &1, NEROFEICHEL
T, AR, BEROGBMITEIRZICET 2 RHOREET —Z B3G5 T,
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# 1.6-4 BN O SCEOHE (HFy) (b x)

HH I

BEIR M, 2REE, BHAGHMZAR o HMR, @RMEe b= FEY AABLEA] (SSRI)
EOtw b=y 707 R U U HIRDAKRBES (SNRD) THEINTNWD. i/ ok
HE~OFENHER STV D HUEERE A 722 & O RF % IR H o BE R OH R o & 5 BT
EEERT L.

o WAPNIRE

KT U T AMENAFER SR ERICRE SR TR Y, #EFl0L< ITmhE Th 5. Hif
B, TR R XK B & 2 VITFIRAI 2 EA R o7 L, (R MU o AfED U A
I NEWBE~OBREIIEREEET S, K R U 7 AMAEE, PURIRSILVE CAREA S WE
fERE (SIADH) 2FRETHELLZ b 5.

[ e Aanl|

BRI OBEBERIT L < B 5503, FlcAalc I SR 5RaidRE & 09 0. BEERRBR T
i, BUCEE R I L L EOFEFLORBRIE, AFHEGHE TR 4%, 772 REET23%
Th-oT-.

SSRI K TY SNRI OEESUER D Y 2 7 1%, #5HMECKR G &, BEOREZR LW SO0 R T
WCEREND. b I HESNZLEE 48 THIZ—BITRT. T D OMER I L CTRED
HHEECH BN, BEICL > TTEE LD REERH D, BH 2 ORI 5 k1%
2, 3 HUNIZHBLT AR, HEMARNTZEAFICOLRALEZEWIHIRENETNICH S, FEIR
R ETRENTH Y, 20TV 2BBUNICEAT S0, EFIchZ0 2~3 » ALL)
BT 258055, 2o, BEOLBEVIS U TAFIORE 2T iE+ 58-41%, 2 8H
DB CEEBERICHN 2 2 &

il itk
B DK D DFICHT 5 Cymbalta 120 mg D HIZE L CHo72 T — 2 BB 5N TR
W, i ~ORE RO GITEEICIT) Z L.

TN DT REREE AR

FanXtF U REICLY T IO T ORRRBD LN TRY, ZORME LTEBNARRHR
BOUTHER LD DA & DR S LEBOEH N4 O 1, BNICRARMZ R TR L b
L. T AT IR ERMGERECAM THRBLT S AR E . 2D OIERBEFITHEL L
T5f, WBIAERREERETRBINASEH 5.

L S R Y 5
Fama T L, SO RN, K 5 ORI, AR R
ORISR 25D, BADHECHMSA TS, ShbORED 5 b | AT
O E OPFRITEET 52 L.

HER /BT B% & HE N

FHEATRESRIE N (ERE RO 10 f58), AF%k, WEREDOHIFEEOREFNT 2 nXtF T
WG SNTND. FFEEEOIF & A EDBEREGRGERE AURNIZED b T\ s, fFEEDZ <
IR E DR Z — % & 2 IFREENR D LT DMOEE G Z R 5 OBEIITT 2
BXEFUoAEEICRETH L.

A7 a—RA

Cymbalta AN N— RO TR IR v — A2 ERT L. En@atiEEL LT7 Ly h—
ARMIE, 7N A—R 77 b—=ARNARIEXIER Y T —F « £ V= V¥ —BREFEEZH
THRFITIARANERG LT &,

4.5 YR AN | AR R KA -

EOZEOMOM | 7 2nv T o & FRRIER 2 F ot 3EA & OPFRIZ oW, RIETE LT HEH 2 5Kk
HAEH WT, SREBICEHE S TV eny. 2 oToed, KK & TARERER 2 R o oA E (7
Na— g ) SATEFHER ZFFOIH] (R U7 B, BT 0 UREREE, SURRE
¥, 7=/ 02—, EEEIEAZ I8 LT 25E1E, EEERETD.
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1.6 ZMENC T B AR A

# 1.6-4 BN O SCEOHE (HFy) (b x)

E /T I VB EEEEEK (MAOD :

tu b= HEREEEO U AT BB D72, AEIOIERIRIEFT ST ) 7 I R L EESE PSS
(MAOID) & OFFHXIE MAOL 5 H 1114 14 AUNOERGI3 ThnwWl L. TaaXxktF o
PN IS E, AFIFEERIENORIES5 A% XY MAOI D5 %2BMGT 52 L.

FEr NI R EOBIREEE MAOL TlX, ku F=EBEEEDO Y X 7 13RS, KH| &
RPN MAOI O BERIZEET 5 = &

o b= EERE

SSRI (SmxtFr, ZAAFwFoial) Lu b= EEEOEAORAE S TR r
b= UREEREN IS SN TWAS,. KHIE SSRI 2 E Dt v b= AEEhEH 5 o3, =8
RPLOOHE (/uITTIv, TIRNITFILRE), ¥ aUF XU VY, T T 5
X, NITZHEUVRBIBIO N T~ =, XFPURRNY T N7 7L O RITEEICLT
5z L.

T 20 F v F v DOfF A~
CYPIA2 (T & 0 & & % FEH -
FanXkFr (60mgl H2E) OPFHIE, CYPIA2 DRETHLT A7 4 V) v OHE@hkE
WCERREELRIZTE ) oT.

CYP2D6 IZ & 0 (RE <4 2 3EH

T anXteF U IHEEO CYP2D6 FFEEMEEZ RT. T 2 r X EF - 60mg 1 H2[A & CYP2D6
WETHLIT VT I IVOBEEBREEZFHLIZEX, T3 7T 0O AUC 1T 3 fFImL7-.
FaundtFr (4omgl A2E) OFFHICEY MLTFarYYy Qmgl B 2E) OEFIRIED
AUC 28 T1% M U225, MATr Yy d 5-8 Ru X RO REY O Ry Ehie s X En
BOLNRD- 120, HAEFEIILERNWEEZ BNRS. EIT CYP2D6 (L v R#Easns
BE| (VARY R VMV TFV L, TIRVTFVY, AT TI VR EDZRAID
SF| [TCAD) EARKZOHT 255G, FICIREEBHOENROEL] (7L =FR, 7rx
Tz /)Y, AhTaa—niny) EOMRITEEICITY Z L.

BOBHTEE R CZE DD X T v A RA
in vitro RERDOFERIN ST 2 v B F L0 CYPIA OflyEEAFHE LW 2 L RIS,
in vivo TIXEFP 72 38 A0 EE BRI E ST/,

PUEEIE A % Ot/ MR

T o v T &R OPUEEE A SUT P MEE OO X, IR AERIC X S o U &
IR THABEANHADEEITIZE. EBIT, TanxkeF o tULT 7 Off
FAB BT INR BIMAME SN TS, L LARRS, FRRIEEEER X L CEM L -
AT 2L T 7D T andtT ot fHEETE, EFIREBIZBWT, BRNICE
B INR OR—RA T A U0 bOEGITRD b7, R-XEL S-ULT7 7 U OIEMENHE~DES
IRENCE B2 AB LB b no Tz,

Fau X F AT DA o B

il A K % H2 A

TaaXEF U ETAI =Y LI XY AEAHRBROHAXITT 2uxteF T 7E
FUCOHFRIE, 40 mg ENEEROT 2 u Xt ORI ORE L FEEICEE R PEEL KT
7ot

CYPIA2 FHEEA -

CYPIA2 (X7 28Xt F o ORBICEEGTE720, TavXtF L CYPIA2 OIS [H%E
FlE ORIV T auXteF o OREN AT REEMENH 5. CYPIA2 OFR ) 72HEHKT
HDH7NARFYI (100 mg 1 B 1E) iF, TavuxvFrOoR-NTOMmMEs V7o A%
) TT%IET &8, AUCy, & 6 fFICHINESE=. Lo T, AFNZTZARTHI R ED
CYPIA2 DI N e HER EOFH LW L.
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# 1.6-4 BN O SCEOHE (HFy) (b x)

CYPIA2 #HiEH| -
FHERZEMENERRIC LV, BUEE CIIIEES IR TT 2 v X F O M RERKN
50%1KRWZ EAERO LT,

46 IR OFR | @~ Y

FLEFO EF~DT 2 0 F v F R EOMYIRT — Z 13720, BB T, SRR A RO X
DIRWEHRFER (AUC) THEMBENRD LN TS,

t R ~OEERRRY AV IIRETHS. ot a = EEIER L [ U<, FEELAMTIERS T <
T auXxtvF r2RALESAE, IAERICHIVERSEND Z 85, AFIL, <X
7 4y "BIRBASOEBER ) A7 % ERIZGE O R, Em~OFK 52179 2 & EEEIC
*F LT, B5FICIEIR U2 a8 SUITIRZ FHE L CWO A A IEMICE S E D L 98T 5
Z L.

BiF~DEE

6 BIOFEFLIT (AVE~ORIRB I TN e hoTtz) ZRGELERBRTIE, TandtFr
e RIS ThTMICBIT L2, RO 1 A oFREIL, mgkg BH TRHA~DE L
BOM0.14% LHESINS. WRICBIT AT anXtF Lo ORI RHATH L 720, BILH
IAKORGZHETAHZ L.

49 BEEE AFNEM ST A BT 2B ER S OFIARE SN TEY, 5400mg DF = FEF D
BELHEEINTWS. BERSGICE AL EHIEHRD S TERY, HigtAl L oAk
HZHDTHHN, TanxdbFrHMTHE 1000 mg OIRA THEEFANHRESATND. &
BRESOBER OER (7 2 8%t F U BMSUIthAl L oI L 5 imEEE) CIHER, &
i, & b= R, FIE, IRM R OWIRDRD 5T 5.

F 2 X F R OMBEANLIIRVA, o = EERENRNTZBAT, R
B (7 a7y DU BERO/ UIREER) 258E L TH LV, BlKEEMERT 5 2
&R O, ZAY A D =F Y U7 R TC, @Y A R HERRE U RRIE 21T 5 2
&L ROEBRES UEROZ SN 5 BEITH LTIE, e T o, IEMEROM IR %
BESELIOICEHATHS. T a2 F IINMARENKE WD, EmEFR, migkERL
OZHEMIT A TRV EEZX LN D.

5.2 FEMENRESF | AANTH = L FA~v—L LTHEETD. T 2T UidmLEEE (CYPLA2 & CYP2D6

P LA XV IAFICE SN, A5 EZIT 5. T a2 X U ORYENREII K & e gBRE A
B (42 50~60%) Z RT3, ZOEKRE LT, HEl, Fln, BUEREKL O CYP2D6 1#EEE
N 5.
U

T an X T AR OFGZICHo IR E T, #55% 6 FEM T Cmax IZ# 7 5. TauaXtk
F o O AP GO AR E IR 2RI 32~80% (F4 50%) Thb. BEHRG TIldkE
I A5 R BN 25 6 RER 20 & 10 RERCIE R U, W OFREE & o3 20238 Lz (9 11%) .
B OBUICERRBERITB O bR o7,

oA
TavudtFrob MEEAKERIIN 06% THD. TanXkF L ITATIVE al-
B R A O F AT 5. BXUIFEEICL 2 EARBAR~OEEITRD TR,

A RPN ZE R

T a2 n X ANIAFICAHE S, REWIEEICRFICEEEE NS, T 7 1 — L P450-2D6
LV 1A2 X, 2 MEHOFERHY CTH D 4 FaxoTanxdtFros/ s a @Biasik
5B RaFU-6-2 MFUT 2uaXbTF U ORMBRAAKROAREMBET 5. in vitro RERORE
RBon, TandeF o REITIRFZICAIEETH 5 LIl S 7z, CYP2D6 D
poor metabolizer T 5 BEINZRBIT 5T = 1 ¥ F L OIEYEREIZ OV TUIMRFT STV,
RONT=T —ZIZHS< &, poor metabolizer (28157 =¥t F L OMBEFRE TSV E
IREEND.
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# 1.6-4 BN O SCEOHE (HFy) (b x)

HEit:

7 2w X T OERNBANL 8~17 B (P 12 i) Tho7o. RN GROT 2 1
X FUDMmMES VT T A1F22~46 Lihr ((F¥36 Lhr) Tholz. ROFKGHOTFT 20X
TF L ORNTOMmEEZ VT T A% 33~261 L/hr (CF¥J 101 L/hr) Th o7z

gk BB AR

PER

B CTEYBREOENBO N (KO RTOMmEEs V7 Z 2 235 50% &0~ 72).
7 UT T AOMEOEMBEN ST 5 &, NS X 2 EpEiE o213 kB ~o R 58D
2 HELET DR L 1372 B 720,

A

FAELCPE & Lot (65 BLALE) ORI TEHEIEOZENRD bk (EilgE TlE AUC 239
25%HMN L, FEHENTK 25%IERE L), LarL, 2602 bix, HERgGiZ20E L+ 55
BTN, AR EE L LT, s I EICRET S L.

TERRREREE

BT ORMEHEE (ESRD) B T, BFEEREIZLEAST 20 %€ F O Cmax XY AUC
M2 GO EEE R Uiz, B T B O B RERE E RS IR A WBhie T — Z 1B LTI
Fo3 7T — 2 BF LT,

HTRRRERS S -

A EERTE A (Child-Pugh 23 B) 12X 55 = 0¥ v F o O3 BHRE~D BN D ST,
fEFYERE & OERIZB W T, PEERBAEEICRBIT AT 2 ux T v ORMFOMmIEs )
7T ARIET9%IET L, R T O KA RENE 2.3 (FICIEE L, AUC X 3.7 fFicHhn L7z
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

Cymbalta (duloxetine hydrochloride) Delayed-Release Capsules for Oral
Use.

Initial U.S. Approval: 2004

WARNING: Suicidality and Antidepressants

See full prescribing information for complete boxed warning.
Increased risk of suicidal thinking and behavior in children,
adolescents, and young adults taking antidepressants for major
depressive disorder (MDD) and other psychiatric disorders. Cymbalta
is not approved for use in pediatric patients (5.1).

RECENT MAJOR CHANGES

Indications and Usage, Major Depressive Disorder (1.1) 11/2007
Indications and Usage, Fibromyalgia (1.4) 06/2008
Dosage and Administration, Fibromyalgia (2.1) 06/2008
Dosage and Administration, Maintenance/Continuation/Extended

Treatment (2.2) 06/2008
Warnings and Precautions, Hepatotoxicity (5.2) 06/2008

Warnings and Precautions, Abnormal Bleeding (5.5),

Hyponatremia (5.11), Urinary Retention and Hesitation (5.13)  11/2007

Warnings and Precautions, Discontinuation of Treatment

------------------------- INDICATIONS AND USAGE

with Cymbalta (5.6) 10/2007

Cymbalta® is a selective serotonin and norepinephrine reuptake
inhibitor (SNRI) indicated for:

Major Depressive Disorder (MDD) (1.1)
Generalized Anxiety Disorder (GAD) (1.2)
Diabetic Peripheral Neuropathic Pain (DPNP) (1.3)
Fibromyalgia (FM) (1.4)

Cymbalta should generally be administered once daily without regard to
meals. Cymbalta should be swallowed whole and should not be chewed or
crushed, nor should the capsule be opened and its contents be sprinkled on
food or mixed with liquids (2.1).

Indication Recommended Dose

MDD (2.1, 2.2) Acute Treatment: 40 mg/day (20 mg twice
daily) to 60 mg/day (once daily or as 30 mg
twice daily); Maintenance Treatment: 60

mg/day
GAD (2.1) 60 mg/day (once daily)
DPNP (2.1) 60 mg/day (once daily)
FM (2.1) 60 mg/day (once daily)

Some patients may benefit from starting at 30 mg once daily.
There is no evidence that doses greater than 60 mg/day confers additional

benefit, while some adverse reactions were observed to be dose-dependent.

Discontinuing Cymbalta: A gradual dose reduction is recommended.

20, 30 and 60 mg capsules (3)
CONTRAINDICATIONS

Use of a monoamine oxidase inhibitor concomitantly or in close temporal
proximity (4.1)
Use in patients with uncontrolled narrow-angle glaucoma (4.2).

Suicidality: Monitor for clinical worsening and suicide risk (5.1).
Hepatotoxicity: Hepatic failure, sometimes fatal, has been reported in
patients treated with Cymbalta. Cymbalta should be discontinued in
patients who develop jaundice or other evidence of clinically significant
liver dysfunction and should not be resumed unless another cause can be

established. Cymbalta should ordinarily not be prescribed to patients with
substantial alcohol use or evidence of chronic liver disease (5.2).

« Orthostatic Hypotension and Syncope: Cases have been reported with
duloxetine therapy (5.3).

« Serotonin Syndrome: Serotonin syndrome has been reported with SSRIs
and SNRIs (5.4, 7.14).

« Abnormal Bleeding: Cymbalta may increase the risk of bleeding events.
Patients should be cautioned about the risk of bleeding associated with the
concomitant use of duloxetine and NSAIDs, aspirin, or other drugs that
affect coagulation (5.5, 7.4).

« Discontinuation: May result in symptoms, including dizziness, nausea,
headache, fatigue, paresthesia, vomiting, irritability, nightmares, insomnia,
diarrhea, anxiety, hyperhidrosis, and vertigo (5.6).

¢ Activation of mania or hypomania has occurred (5.7).

« Seizures: Prescribe with care in patients with a history of seizure disorder
(5.8).

« Blood Pressure: Monitor blood pressure prior to initiating treatment and
periodically throughout treatment (5.9).

« Inhibitors of CYP1A2 or Thioridazine: Should not administer with
Cymbalta (5.10).

« Hyponatremia: Cases of hyponatremia have been reported (5.11).

* Hepatic Insufficiency and Severe Renal Impairment: Should ordinarily not
be administered to these patients (5.12).

« Controlled Narrow-Angle Glaucoma: Use cautiously in these patients
(5.12).

¢ Glucose Control in Diabetes: In diabetic peripheral neuropathic pain
patients, small increases in fasting blood glucose, HbA,, and total
cholesterol have been observed (5.12).

« Conditions that Slow Gastric Emptying: Use cautiously in these patients
(5.12).

« Urinary Hesitation and Retention (5.13).

ADVERSE REACTIONS

* Most common adverse reactions (>5% and at least twice the incidence of
placebo patients): nausea, dry mouth, constipation, somnolence,
hyperhidrosis, and decreased appetite (6.3).

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly and
Company at 1-800-LillyRx or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
¢ Potent inhibitors of CYP1A2 should be avoided (7.1).

« Potent inhibitors of CYP2D6 may increase duloxetine concentrations (7.2).
« Duloxetine is a moderate inhibitor of CYP2D6 (7.9).

« Pregnancy and Nursing Mothers: Use only if the potential benefit justifies
the potential risk to the fetus or child (2.3, 8.1, 8.3).

See 17 for PATIENT COUNSELING INFORMATION and the FDA
approved Medication Guide (17.1).

Revised: 06/2008
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FULL PRESCRIBING INFORMATION

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of suicidal thinking and behavior
(suicidality) in children, adolescents, and young adults in short-term studies of major depressive
disorder (MDD) and other psychiatric disorders. Anyone considering the use of Cymbalta or any
other antidepressant in a child, adolescent, or young adult must balance this risk with the clinical
need. 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 in risk with antidepressants
compared to placebo in adults aged 65 and older. Depression and certain other psychiatric disorders
are themselves associated with increases in the risk of suicide. Patients of all ages who are started on
antidepressant therapy should be monitored appropriately and observed closely for clinical
worsening, suicidality, or unusual changes in behavior. Families and caregivers should be advised of
the need for close observation and communication with the prescriber. Cymbalta is not approved for
use in pediatric patients. [see Warnings and Precautions (5.1), Use in Specific Populations (8.4), and
Information for Patients (17.2).]

1 INDICATIONS AND USAGE

1.1 Major Depressive Disorder

Cymbalta is indicated for the acute and maintenance treatment of major depressive disorder (MDD)
[see Clinical Studies (14.1)].

A major depressive episode (DSM-IV) implies a prominent and relatively persistent (nearly every
day for at least 2 weeks) depressed or dysphoric mood that usually interferes with daily functioning, and
includes at least 5 of the following 9 symptoms: depressed mood, loss of interest in usual activities,
significant change in weight and/or appetite, insomnia or hypersomnia, psychomotor agitation or
retardation, increased fatigue, feelings of guilt or worthlessness, slowed thinking or impaired concentration,
or a suicide attempt or suicidal ideation.

1.2 Generalized Anxiety Disorder

Cymbalta is indicated for the acute treatment of generalized anxiety disorder (GAD) [see Clinical
Studies (14.2)].

Generalized anxiety disorder is defined by the DSM-1V as excessive anxiety and worry, present
more days than not, for at least 6 months. The excessive anxiety and worry must be difficult to control and
must cause significant distress or impairment in normal functioning. It must be associated with at least 3 of
the following 6 symptoms: restlessness or feeling keyed up or on edge, being easily fatigued, difficulty
concentrating or mind going blank, irritability, muscle tension, and/or sleep disturbance.

1.3 Diabetic Peripheral Neuropathic Pain
Cymbalta is indicated for the management of neuropathic pain (DPNP) associated with diabetic
peripheral neuropathy [see Clinical Studies (14.3)].

1.4 Fibromyalgia
Cymbalta is indicated for the management of fibromyalgia (FM) [see Clinical Studies (14.4)].

2 DOSAGE AND ADMINISTRATION

Cymbalta should be swallowed whole and should not be chewed or crushed, nor should the capsule
be opened and its contents sprinkled on food or mixed with liquids. All of these might affect the enteric
coating. Cymbalta should be given without regard to meals.

2.1 Initial Treatment

Major Depressive Disorder — Cymbalta should be administered at a total dose of 40 mg/day
(given as 20 mg twice daily) to 60 mg/day (given either once daily or as 30 mg twice daily). For some
patients, it may be desirable to start at 30 mg once daily for 1 week, to allow patients to adjust to the
medication before increasing to 60 mg once daily. While a 120 mg/day dose was shown to be effective,
there is no evidence that doses greater than 60 mg/day confer any additional benefits. The safety of doses
above 120 mg/day has not been adequately evaluated [see Clinical Studies (14.1)].

Generalized Anxiety Disorder — For most patients, the recommended starting dose for Cymbalta is
60 mg administered once daily. For some patients, it may be desirable to start at 30 mg once daily for




1 week, to allow patients to adjust to the medication before increasing to 60 mg once daily. While a 120 mg
once daily dose was shown to be effective, there is no evidence that doses greater than 60 mg/day confer
additional benefit. Nevertheless, if a decision is made to increase the dose beyond 60 mg once daily, dose
increases should be in increments of 30 mg once daily. The safety of doses above 120 mg once daily has
not been adequately evaluated [see Clinical Studies (14.2)].

Diabetic Peripheral Neuropathic Pain —The recommended dose for Cymbalta is 60 mg
administered once daily. There is no evidence that doses higher than 60 mg confer additional significant
benefit and the higher dose is clearly less well tolerated [see Clinical Studies (14.3)]. For patients for whom
tolerability is a concern, a lower starting dose may be considered.

Since diabetes is frequently complicated by renal disease, a lower starting dose and gradual
increase in dose should be considered for patients with renal impairment [see Clinical Pharmacology (12.3)
and Dosing in Special Populations (2.3)].

Fibromyalgia — The recommended dose for Cymbalta is 60 mg administered once daily.
Treatment should begin at 30 mg once daily for 1 week, to allow patients to adjust to the medication before
increasing to 60 mg once daily. Some patients may respond to the starting dose. There is no evidence that
doses greater than 60 mg/day confer additional benefit, even in patients who do not respond to a 60 mg
dose, and higher doses are associated with a higher rate of adverse reactions [see Clinical Studies (14.4)].

2.2 Maintenance/Continuation/Extended Treatment

Major Depressive Disorder — It is generally agreed that acute episodes of major depression require
several months or longer of sustained pharmacologic therapy. Cymbalta should be administered at a total
dose of 60 mg once daily. Patients should be periodically reassessed to determine the need for maintenance
treatment and the appropriate dose for such treatment [see Clinical Studies (14.1)].

Generalized Anxiety Disorder — Generalized anxiety disorder is recognized as a chronic condition.
The efficacy of Cymbalta in the treatment of GAD, that is, beyond 10 weeks, has not been systematically
studied. The physician who elects to use Cymbalta for extended periods should periodically evaluate the
long-term usefulness of the drug for the individual patient.

Diabetic Peripheral Neuropathic Pain — As the progression of diabetic peripheral neuropathy is
highly variable and management of pain is empirical, the effectiveness of Cymbalta must be assessed
individually. Efficacy beyond 12 weeks has not been systematically studied in placebo-controlled trials.

Fibromyalgia — Fibromyalgia is recognized as a chronic condition. The efficacy of Cymbalta in
the management of fibromyalgia has been demonstrated in placebo-controlled studies up to 3 months. The
efficacy of Cymbalta was not demonstrated in longer studies; however, continued treatment should be
based on individual patient response.

2.3 Dosing in Special Populations

Hepatic Insufficiency — It is recommended that Cymbalta should ordinarily not be administered to
patients with any hepatic insufficiency [see Warnings and Precautions (5.12) and Use in Specific
Populations (8.9)].

Severe Renal Impairment — Cymbalta is not recommended for patients with end-stage renal
disease or severe renal impairment (estimated creatinine clearance <30 mL/min) [see Warnings and
Precautions (5.12) and Use in Specific Populations (8.10)].

Elderly Patients — No dose adjustment is recommended for elderly patients on the basis of age. As
with any drug, caution should be exercised in treating the elderly. When individualizing the dosage in
elderly patients, extra care should be taken when increasing the dose [see Use in Specific Populations

(8.5)].

Pregnant Women — There are no adequate and well-controlled studies in pregnant women;
therefore, Cymbalta should be used during pregnancy only if the potential benefit justifies the potential risk
to the fetus [see Use in Specific Populations (8.1)].

Nursing Mothers — Because the safety of duloxetine in infants is not known, nursing while on
Cymbalta is not recommended [see Use in Specific Populations (8.3)].

2.4 Discontinuing Cymbalta

Symptoms associated with discontinuation of Cymbalta and other SSRIs and SNRIs have been
reported. A gradual reduction in the dose rather than abrupt cessation is recommended whenever possible
[see Warnings and Precautions (5.6)].

2.5 Switching Patients to or from a Monoamine Oxidase Inhibitor




At least 14 days should elapse between discontinuation of an MAOI and initiation of therapy with
Cymbalta. In addition, at least 5 days should be allowed after stopping Cymbalta before starting an MAOI
[see Contraindications (4.1) and Warnings and Precautions (5.4)].

3 DOSAGE FORM AND STRENGTHS
Cymbalta is available as delayed release capsules:
20mg opaque green capsules imprinted with “Lilly 3235 20mg”
30mg opaque white and blue capsules imprinted with “Lilly 3240 30mg”
60mg opaque green and blue capsules imprinted with “Lilly 3237 60mg”

4 CONTRAINDICATIONS

4.1 Monoamine Oxidase Inhibitors

Concomitant use in patients taking monoamine oxidase inhibitors (MAOIs) is contraindicated due
to the risk of serious, sometimes fatal, drug interactions with serotonergic drugs. These interactions may
include hyperthermia, rigidity, myoclonus, autonomic instability with possible rapid fluctuations of vital
signs, and mental status changes that include extreme agitation progressing to delirium and coma. These
reactions have also been reported in patients who have recently discontinued serotonin reuptake inhibitors
and are then started on an MAOI. Some cases presented with features resembling neuroleptic malignant
syndrome [see Dosage and Administration (2.5) and Warnings and Precautions (5.4)].

4.2 Uncontrolled Narrow-Angle Glaucoma

In clinical trials, Cymbalta use was associated with an increased risk of mydriasis; therefore, its use
should be avoided in patients with uncontrolled narrow-angle glaucoma [see Warnings and Precautions
(5.12)].

5 WARNINGS AND PRECAUTIONS

51 Clinical Worsening and Suicide Risk

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 of 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 1.

Table 1
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

Age Range




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.

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.

If the decision has been made to discontinue treatment, medication should be tapered, as rapidly as
is feasible, but with recognition that discontinuation can be associated with certain symptoms [see Dosage
and Administration (2.4) and Warnings and Precautions (5.6) for descriptions of the risks of
discontinuation of Cymbalta].

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 health care providers. Such monitoring should include daily observation
by families and caregivers. Prescriptions for Cymbalta should be written for the smallest quantity of
capsules 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,
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. It should be noted that Cymbalta (duloxetine) is not approved for
use in treating bipolar depression.

5.2 Hepatotoxicity

There have been reports of hepatic failure, sometimes fatal, in patients treated with Cymbalta.
These cases have presented as hepatitis with abdominal pain, hepatomegaly, and elevation of transaminase
levels to more than twenty times the upper limit of normal with or without jaundice, reflecting a mixed or
hepatocellular pattern of liver injury. Cymbalta should be discontinued in patients who develop jaundice or
other evidence of clinically significant liver dysfunction and should not be resumed unless another cause
can be established.



Cases of cholestatic jaundice with minimal elevation of transaminase levels have also been
reported. Other postmarketing reports indicate that elevated transaminases, bilirubin, and alkaline
phosphatase have occurred in patients with chronic liver disease or cirrhosis.

Cymbalta increased the risk of elevation of serum transaminase levels in development program
clinical trials. Liver transaminase elevations resulted in the discontinuation of 0.3% (82/27,229) of
Cymbalta-treated patients. In these patients, the median time to detection of the transaminase elevation was
about two months. In placebo-controlled trials in any indication, elevation of ALT >3 times the upper limit
of normal occurred in 1.1% (85/7,632) of Cymbalta-treated patients compared to 0.2% (13/5,578) of
placebo-treated patients. In placebo-controlled studies using a fixed dose design, there was evidence of a
dose response relationship for ALT and AST elevation of >3 times the upper limit of normal and >5 times
the upper limit of normal, respectively.

Because it is possible that duloxetine and alcohol may interact to cause liver injury or that
duloxetine may aggravate pre-existing liver disease, Cymbalta should ordinarily not be prescribed to
patients with substantial alcohol use or evidence of chronic liver disease.

5.3 Orthostatic Hypotension and Syncope

Orthostatic hypotension and syncope have been reported with therapeutic doses of duloxetine.
Syncope and orthostatic hypotension tend to occur within the first week of therapy but can occur at any
time during duloxetine treatment, particularly after dose increases. The risk of blood pressure decreases
may be greater in patients taking concomitant medications that induce orthostatic hypotension (such as
antihypertensives) or are potent CYP1AZ2 inhibitors [see Warnings and Precautions (5.10) and Drug
Interactions (7.1)] and in patients taking duloxetine at doses above 60 mg daily. Consideration should be
given to discontinuing duloxetine in patients who experience symptomatic orthostatic hypotension and/or
syncope during duloxetine therapy.

5.4 Serotonin Syndrome

The development of a potentially life-threatening serotonin syndrome may occur with SNRIs and
SSRIs, including Cymbalta treatment, particularly with concomitant use of serotonergic drugs (including
triptans) and with drugs which impair metabolism of serotonin (including MAOISs). Serotonin syndrome
symptoms may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability
(e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia,
incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea).

The concomitant use of Cymbalta with MAOIs intended to treat depression is contraindicated [see
Contraindications (4.1)].

If concomitant treatment of Cymbalta with a 5-hydroxytryptamine receptor agonist (triptan) is
clinically warranted, careful observation of the patient is advised, particularly during treatment initiation
and dose increases [see Drug Interactions (7.15)].

The concomitant use of Cymbalta with serotonin precursors (such as tryptophan) is not
recommended [see Drug Interactions (7.14)].

5.5 Abnormal Bleeding

SSRIs and SNRiIs, including duloxetine, may increase the risk of bleeding events. Concomitant use
of aspirin, nonsteroidal anti-inflammatory drugs, warfarin, and other anti-coagulants may add to this risk.
Case reports and epidemiological studies (case-control and cohort design) have demonstrated an
association between use of drugs that interfere with serotonin reuptake and the occurrence of
gastrointestinal bleeding. Bleeding events related to SSRIs and SNRIs use have ranged from ecchymoses,
hematomas, epistaxis, and petechiae to life-threatening hemorrhages.

Patients should be cautioned about the risk of bleeding associated with the concomitant use of
duloxetine and NSAIDs, aspirin, or other drugs that affect coagulation.

5.6 Discontinuation of Treatment with Cymbalta

Discontinuation symptoms have been systematically evaluated in patients taking duloxetine.
Following abrupt or tapered discontinuation in placebo-controlled clinical trials, the following symptoms
occurred at a rate greater than or equal to 1% and at a significantly higher rate in duloxetine-treated patients
compared to those discontinuing from placebo: dizziness, nausea, headache, fatigue, paresthesia, vomiting,
irritability, nightmares, insomnia, diarrhea, anxiety, hyperhidrosis and vertigo.

During marketing of other SSRIs and SNRIs (serotonin and norepinephrine reuptake inhibitors),
there have been spontaneous reports of adverse events occurring upon discontinuation of these drugs,



particularly when abrupt, including the following: dysphoric mood, irritability, agitation, dizziness, sensory
disturbances (e.g., paresthesias such as electric shock sensations), anxiety, confusion, headache, lethargy,
emotional lability, insomnia, hypomania, tinnitus, and seizures. Although these events are generally
self-limiting, some have been reported to be severe.

Patients should be monitored for these symptoms when discontinuing treatment with Cymbalta. A
gradual reduction in the dose rather than abrupt cessation is recommended whenever possible. If intolerable
symptoms occur following a decrease in the dose or upon discontinuation of treatment, then resuming the
previously prescribed dose may be considered. Subsequently, the physician may continue decreasing the
dose but at a more gradual rate [see Dosage and Administration (2.4)].

5.7 Activation of Mania/Hypomania

In placebo-controlled trials in patients with major depressive disorder, activation of mania or
hypomania was reported in 0.1% (2/2,489) of duloxetine-treated patients and 0.1% (1/1,625) of
placebo-treated patients. No activation of mania or hypomania was reported in DPNP, GAD, or
fibromyalgia placebo-controlled trials. Activation of mania or hypomania has been reported in a small
proportion of patients with mood disorders who were treated with other marketed drugs effective in the
treatment of major depressive disorder. As with these other agents, Cymbalta should be used cautiously in
patients with a history of mania.

5.8 Seizures

Duloxetine has not been systematically evaluated in patients with a seizure disorder, and such
patients were excluded from clinical studies. In placebo-controlled clinical trials, seizures/convulsions
occurred in 0.03% (3/9,445) of patients treated with duloxetine and 0.01% (1/6,770) of patients treated with
placebo. Cymbalta should be prescribed with care in patients with a history of a seizure disorder.

5.9 Effect on Blood Pressure

In clinical trials across indications, relative to placebo, duloxetine treatment was associated with
mean increases of up to 2.1 mm Hg in systolic blood pressure and up to 2.3 mm Hg in diastolic blood
pressure. There was no significant difference in the frequency of sustained (3 consecutive visits) elevated
blood pressure. In a clinical pharmacology study designed to evaluate the effects of duloxetine on various
parameters, including blood pressure at supratherapeutic doses with an accelerated dose titration, there was
evidence of increases in supine blood pressure at doses up to 200 mg twice daily. At the highest 200 mg
twice daily dose, the increase in mean pulse rate was 5.0 to 6.8 beats and increases in mean blood pressure
were 4.7 to 6.8 mm Hg (systolic) and 4.5 to 7 mm Hg (diastolic) up to 12 hours after dosing.

Blood pressure should be measured prior to initiating treatment and periodically measured
throughout treatment [see Adverse Reactions (6.7)].

5.10  Clinically Important Drug Interactions

Both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism.

Potential for Other Drugs to Affect Cymbalta

CYP1A2 Inhibitors — Co-administration of Cymbalta with potent CYP1AZ2 inhibitors should be
avoided [see Drug Interactions (7.1)].

CYP2D6 Inhibitors — Because CYP2D6 is involved in duloxetine metabolism, concomitant use of
duloxetine with potent inhibitors of CYP2D6 would be expected to, and does, result in higher
concentrations (on average of 60%) of duloxetine [see Drug Interactions (7.2)].

Potential for Cymbalta to Affect Other Drugs

Drugs Metabolized by CYP2D6 — Co-administration of Cymbalta with drugs that are extensively
metabolized by CYP2D6 and that have a narrow therapeutic index, including certain antidepressants
(tricyclic antidepressants [TCAs], such as nortriptyline, amitriptyline, and imipramine), phenothiazines and
Type 1C antiarrhythmics (e.g., propafenone, flecainide), should be approached with caution. Plasma TCA
concentrations may need to be monitored and the dose of the TCA may need to be reduced if a TCA is
co-administered with Cymbalta. Because of the risk of serious ventricular arrhythmias and sudden death
potentially associated with elevated plasma levels of thioridazine, Cymbalta and thioridazine should not be
co-administered [see Drug Interactions (7.9)].

Other Clinically Important Drug Interactions

Alcohol — Use of Cymbalta concomitantly with heavy alcohol intake may be associated with
severe liver injury. For this reason, Cymbalta should ordinarily not be prescribed for patients with
substantial alcohol use [see Warnings and Precautions (5.2) and Drug Interactions (7.16)].




CNS Acting Drugs — Given the primary CNS effects of Cymbalta, it should be used with caution
when it is taken in combination with or substituted for other centrally acting drugs, including those with a
similar mechanism of action [see Warnings and Precautions (5.10) and Drug Interactions (7.17)].

5.11  Hyponatremia

Hyponatremia may occur as a result of treatment with SSRIs and SNRIs, including Cymbalta. In
many cases, this hyponatremia appears to be the result of the syndrome of inappropriate antidiuretic
hormone secretion (SIADH). Cases with serum sodium lower than 110 mmol/L have been reported and
appeared to be reversible when Cymbalta was discontinued. Elderly patients may be at greater risk of
developing hyponatremia with SSRIs and SNRIs. Also, patients taking diuretics or who are otherwise
volume depleted may be at greater risk [see Use in Specific Populations (8.5)]. Discontinuation of
Cymbalta should be considered in patients with symptomatic hyponatremia and appropriate medical
intervention should be instituted.

Signs and symptoms of hyponatremia include headache, difficulty concentrating, memory
impairment, confusion, weakness, and unsteadiness, which may lead to falls. More severe and/or acute
cases have been associated with hallucination, syncope, seizure, coma, respiratory arrest, and death.

5.12  Use in Patients with Concomitant IlIiness

Clinical experience with Cymbalta in patients with concomitant systemic illnesses is limited. There
is no information on the effect that alterations in gastric motility may have on the stability of Cymbalta’s
enteric coating. In extremely acidic conditions, Cymbalta, unprotected by the enteric coating, may undergo
hydrolysis to form naphthol. Caution is advised in using Cymbalta in patients with conditions that may
slow gastric emptying (e.g., some diabetics).

Cymbalta has not been systematically evaluated in patients with a recent history of myocardial
infarction or unstable coronary artery disease. Patients with these diagnoses were generally excluded from
clinical studies during the product’s premarketing testing.

Hepatic Insufficiency — Cymbalta should ordinarily not be used in patients with hepatic
insufficiency [see Dosage and Administration (2.3), Warnings and Precautions (5.2), and Use in Specific
Populations (8.9)].

Severe Renal Impairment — Cymbalta should ordinarily not be used in patients with end-stage
renal disease or severe renal impairment (creatinine clearance <30 mL/min). Increased plasma
concentration of duloxetine, and especially of its metabolites, occur in patients with end-stage renal disease
(requiring dialysis) [see Dosage and Administration (2.3) and Use in Specific Populations (8.10)].

Controlled Narrow-Angle Glaucoma — In clinical trials, Cymbalta was associated with an
increased risk of mydriasis; therefore, it should be used cautiously in patients with controlled narrow-angle
glaucoma [see Contraindications (4.2)].

Glycemic Control in Patients with Diabetes — As observed in DPNP trials, Cymbalta treatment
worsens glycemic control in some patients with diabetes. In three clinical trials of Cymbalta for the
management of neuropathic pain associated with diabetic peripheral neuropathy, the mean duration of
diabetes was approximately 12 years, the mean baseline fasting blood glucose was 176 mg/dL, and the
mean baseline hemoglobin A;. (HbA;.) was 7.8%. In the 12-week acute treatment phase of these studies,
Cymbalta was associated with a small increase in mean fasting blood glucose as compared to placebo. In
the extension phase of these studies, which lasted up to 52 weeks, mean fasting blood glucose increased by
12 mg/dL in the Cymbalta group and decreased by 11.5 mg/dL in the routine care group. HbA,. increased
by 0.5% in the Cymbalta and by 0.2% in the routine care groups.

5.13  Urinary Hesitation and Retention

Cymbalta is in a class of drugs known to affect urethral resistance. If symptoms of urinary
hesitation develop during treatment with Cymbalta, consideration should be given to the possibility that
they might be drug-related.

In post marketing experience, cases of urinary retention have been observed. In some instances of
urinary retention associated with duloxetine use, hospitalization and/or catheterization has been needed.

5.14 Laboratory Tests

No specific laboratory tests are recommended.
6 ADVERSE REACTIONS
6.1 Clinical Trial Data Sources
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The data described below reflect exposure to duloxetine in placebo-controlled trials for MDD
(N=2,327), GAD (N=668), DPNP (N=568), and FM (N=876). The population studied was 17 to 89 years of
age; 64.8%, 64.7%, 38.7%, and 94.6% female; and 85.5%, 84.6%, 77.6%, and 88% Caucasian for MDD,
GAD, DPNP, and FM, respectively. Most patients received doses of a total of 60 to 120 mg per day [see
Clinical Studies (14)].

The stated frequencies of adverse reactions represent the proportion of individuals who
experienced, at least once, a treatment-emergent adverse reaction of the type listed. A reaction was
considered treatment-emergent if it occurred for the first time or worsened while receiving therapy
following baseline evaluation. Reactions reported during the studies were not necessarily caused by the
therapy, and the frequencies do not reflect investigator impression (assessment) of causality.

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 practice.

6.2 Adverse Reactions Reported as Reasons for Discontinuation of Treatment in Placebo-
Controlled Trials

Major Depressive Disorder — Approximately 9% (209/2,327) of the patients who received
duloxetine in placebo-controlled trials for MDD discontinued treatment due to an adverse reaction,
compared with 4.7% (68/1,460) of the patients receiving placebo. Nausea (duloxetine 1.3%, placebo 0.5%)
was the only common adverse reaction reported as a reason for discontinuation and considered to be drug-
related (i.e., discontinuation occurring in at least 1% of the duloxetine-treated patients and at a rate of at
least twice that of placebo).

Generalized Anxiety Disorder — Approximately 15.3% (102/668) of the patients who received
duloxetine in placebo-controlled trials for GAD discontinued treatment due to an adverse reaction,
compared with 4.0% (20/495) for placebo. Common adverse reactions reported as a reason for
discontinuation and considered to be drug-related (as defined above) included nausea (duloxetine 3.7%,
placebo 0.2%), vomiting (duloxetine 1.3%, placebo 0.0%), and dizziness (duloxetine 1.0%, placebo 0.2%).

Diabetic Peripheral Neuropathic Pain — Approximately 14.3% (81/568) of the patients who
received duloxetine in placebo-controlled trials for DPNP discontinued treatment due to an adverse
reaction, compared with 7.2% (16/223) for placebo. Common adverse reactions reported as a reason for
discontinuation and considered to be drug-related (as defined above) were nausea (duloxetine 3.5%,
placebo 0.4%), dizziness (duloxetine 1.6%, placebo 0.4%), somnolence (duloxetine 1.6%, placebo 0.0%),
and fatigue (duloxetine 1.1%, placebo 0.0%).

Fibromyalgia — Approximately 19.5% (171/876) of the patients who received duloxetine in 3 to 6
month placebo-controlled trials for FM discontinued treatment due to an adverse reaction, compared with
11.8% (63/535) for placebo. Common adverse reactions reported as a reason for discontinuation and
considered to be drug-related (as defined above) included nausea (duloxetine 1.9%, placebo 0.7%),
somnolence (duloxetine 1.5%, placebo 0.0%), and fatigue (duloxetine 1.3%, placebo 0.2%).

6.3 Adverse Reactions Occurring at an Incidence of 5% or More and at least Twice Placebo
Among Duloxetine-Treated Patients in Placebo-Controlled Trials

Pooled Trials for all Approved Indications — The most commonly observed adverse reactions in
Cymbalta-treated patients (incidence of at least 5% and at least twice the incidence in placebo patients)
were nausea, dry mouth, constipation, somnolence, hyperhidrosis, and decreased appetite.

In addition to the adverse reactions listed above, DPNP trials also included dizziness and asthenia.

6.4 Adverse Reactions Occurring at an Incidence of 5% or More Among Duloxetine-Treated
Patients in Placebo-Controlled Trials

Table 2 gives the incidence of treatment-emergent adverse reactions in placebo-controlled trials for
approved indications that occurred in 5% or more of patients treated with duloxetine and with an incidence
greater than placebo.

Table 2: Treatment-Emergent Adverse Reactions: Incidence of 5% or More in Placebo-Controlled
Trials of Approved Indications
Percentage of Patients Reporting Reaction

Cymbalta Placebo
Adverse Reaction (N=4843) (N=3048)
Nausea 25 9
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Headache 16 15
Dry mouth 14 6
Fatigue® 11 6
Insomnia™ 11 7
Dizziness 11 6
Somnolence™ 11 3
Constipation” 11 4
Diarrhea 10 7
Decreased appetite*’ 8 2
Hyperhidrosis 7 2

a o T

6.5

Events for which there was a significant dose-dependent relationship in fixed-dose studies, excluding three MDD studies which did

not have a placebo lead-in period or dose titration.
Also includes asthenia

Also includes middle insomnia, early morning awakening, and initial insomnia

Also includes hypersomnia and sedation
Also includes anorexia

Patients in Placebo-Controlled Trials

Pooled MDD and GAD Trials — Table 3 gives the incidence of treatment-emergent adverse

Adverse Reactions Occurring at an Incidence of 2% or More Among Duloxetine-Treated

reactions in MDD and GAD placebo-controlled trials for approved indications that occurred in 2% or more

of patients treated with duloxetine and with an incidence greater than placebo.

Table 3: Treatment-Emergent Adverse Reactions: Incidence of 2% or More in MDD and GAD

Placebo-Controlled Trials

Percentage of Patients Reporting Reaction

System Organ Class / Adverse Reaction Cymbalta Placebo
(N=2995) (N=1955)

Cardiac Disorders

Palpitations 2 2

Eye Disorders

Vision blurred 3 2

Gastrointestinal Disorders

Nausea 25 9

Dry mouth 15 6

Diarrhea 10 7

Constipation* 10 4

Abdominal pain? 4 4

Vomiting 5 2

General Disorders and Administration

Site Conditions

Fatigue® 10 6

Investigations

Weight decreased™ 2 <1

Metabolism and Nutrition Disorders

Decreased appetite® 7 2

Nervous System Disorders

Dizziness 10 6

Somnolence® 10 4

Tremor 3 <1

Psychiatric Disorders

Insomnia® 10 6

Agitation’ 5 3

Anxiety 3 2

Libido decreased® 4 1
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Orgasm abnormal” 3 <1
Abnormal dreams' 2 1
Reproductive System and Breast

Disorders )

Erectile dysfunction’ 5 1
Ejaculation delayed* 3 <1
Ejaculation disorder 2 <1
Respiratory, Thoracic, and Mediastinal

Disorders

Yawning 2 <1
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 6 2
Vascular Disorders

Hot flush 2 <1

x — — s @ =- o a o T »

Events for which there was a significant dose-dependent relationship in fixed-dose studies, excluding three MDD studies which did
not have a placebo lead-in period or dose titration.

Also includes abdominal pain upper, abdominal pain lower, abdominal tenderness, abdominal discomfort, and gastrointestinal pain
Also includes asthenia

Also includes anorexia

Also includes hypersomnia and sedation

Also includes middle insomnia, early morning awakening, and initial insomnia

Also includes feeling jittery, nervousness, restlessness, tension, and psychomotor agitation

Also includes loss of libido

Also includes anorgasmia

Also includes nightmare

Males patients only

Also includes ejaculation failure and ejaculation dysfunction

Diabetic Peripheral Neuropathic Pain — Table 4 gives the incidence of treatment-emergent adverse

events that occurred in 2% or more of patients treated with Cymbalta in the premarketing acute phase of
DPNP placebo-controlled trials (doses of 20 to 120 mg/day) and with an incidence greater than placebo.

Table 4: Treatment-Emergent Adverse Reactions Incidence of 2% or More
in DPNP Placebo-Controlled Trials

Percentage of Patients Reporting Reaction
System Organ Class / Cymbalta Cymbalta Cymbalta
Adverse Reaction 20mgonce | 60 mgonce | 60 mg twice Placebo
daily daily daily
(N=115) (N=228) (N=225) (N=223)
Gastrointestinal Disorders
Nausea 14 22 30 9
Constipation 5 11 15 3
Diarrhea 13 11 7 6
Dry mouth 5 7 12 4
Vomiting 6 5 5 4
Dyspepsia 4 4 4 3
Loose stools 2 3 2 1
General Disorders and Administration
Site Conditions
Fatigue 2 10 12 5
Asthenia 2 4 8 1
Pyrexia 2 1 3 1
Infections and Infestations
Nasopharyngitis 9 7 9 5
Metabolism and Nutrition Disorders
Decreased appetite 3 4 11 <1
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Anorexia 3 3 5 <1
Musculoskeletal and Connective Tissue

Disorders

Muscle cramp 5 4 4 3
Myalgia 3 1 4 <1
Nervous System Disorders

Somnolence 7 15 21 5
Headache 13 13 15 10
Dizziness 6 14 17 6
Tremor 0 1 5 0
Psychiatric Disorders

Insomnia 9 8 13 7
Renal and Urinary Disorders

Pollakiuria 3 1 5 2
Reproductive System and Breast

Disorders

Erectile dysfunction® 0 1 4 0
Respiratory, Thoracic and Mediastinal

Disorders

Cough 6 3 5 4
Pharyngolaryngeal pain 3 1 6 1
Skin and Subcutaneous

Tissue Disorders

Hyperhidrosis 6 6 8 2

1 Male patients only.

Fibromyalgia — Table 5 gives the incidence of treatment-emergent adverse events that occurred in

2% or more of patients treated with Cymbalta in the premarketing acute phase of FM placebo-controlled
trials and with an incidence greater than placebo.

Table 5: Treatment-Emergent Adverse Reactions: Incidence of 2% or More
in Fibromyalgia Placebo-Controlled Trials

Percentage of Patients Reporting Reaction

System Organ Class / Adverse Reaction Cymbalta Placebo
(N=876) (N=535)

Cardiac Disorders

Palpitations 2 2

Eye Disorders

Vision blurred 2 1

Gastrointestinal Disorders

Nausea 29 11

Dry mouth 18 5

Constipation 15 4

Diarrhea 12 8

Dyspepsia 5 3

General Disorders and Administration Site

Conditions

Fatigue® 15 8

Immune System Disorders

Seasonal allergy 3 2

Infections and Infestations

Upper respiratory tract infection 7 6

Urinary tract infection 3 3

Influenza 2 2
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Gastroenteritis viral 2 2
Investigations

Weight increased 2 1
Metabolism and Nutrition Disorders

Decreased appetite” 11 2
Musculoskeletal and Connective Tissue

Disorders

Musculoskeletal pain 5 4
Muscle spasms 4 3
Nervous System Disorders

Headache 20 12
Dizziness 11 7
Somnolence® 11 3
Tremor 4 1
Paraesthesia 4 4
Migraine 3 3
Dysgeusia 3 1
Psychiatric Disorders

Insomnia’ 16 10
Agitation® 6 2
Sleep disorder 3 2
Abnormal dreams' 3 1
Orgasm abnormal® 3 <1
Libido decreased" 2 <1
Reproductive System and Breast Disorders

Ejaculation disorder"’ 4 0
Penis disorder* 2 0
Respiratory, Thoracic, and Mediastinal

Disorders

Cough 4 3
Pharyngolaryngeal pain 3 3
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 7 1
Rash 4 2
Pruritis 3 2
Vascular Disorders

Hot flush 3 2

Also includes asthenia
Also includes anorexia
Also includes hypersomnia and sedation

Also includes nightmare
Also includes anorgasmia
Also includes loss of libido

- T @ = @ a o T ®

6.6 Effects on Male and Female Sexual Function

Also includes ejaculation failure and ejaculation dysfunction

Male patients only (N = 46 duloxetine-treated patients versus 26 placebo patients)

Also includes middle insomnia, early morning awakening, and initial insomnia
Also includes feeling jittery, nervousness, restlessness, tension, and psychomotor agitation

Changes in sexual desire, sexual performance and sexual satisfaction often occur as manifestations

of psychiatric disorders or diabetes, but they may also be a consequence of pharmacologic treatment.
Because adverse sexual reactions are presumed to be voluntarily underreported, the Arizona Sexual
Experience Scale (ASEX), a validated measure designed to identify sexual side effects, was used
prospectively in 4 MDD placebo-controlled trials. In these trials, as shown in Table 6 below, patients

treated with Cymbalta experienced significantly more sexual dysfunction, as measured by the total score on

the ASEX, than did patients treated with placebo. Gender analysis showed that this difference occurred
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only in males. Males treated with Cymbalta experienced more difficulty with ability to reach orgasm
(ASEX Item 4) than males treated with placebo. Females did not experience more sexual dysfunction on
Cymbalta than on placebo as measured by ASEX total score. Negative numbers signify an improvement
from a baseline level of dysfunction, which is commonly seen in depressed patients. Physicians should
routinely inquire about possible sexual side effects.

Table 6: Mean Change in ASEX Scores by Gender
in MDD Placebo-Controlled Trials

Male Patients® Female Patients®
Cymbalta Placebo Cymbalta Placebo
(n=175) (n=83) (n=241) (n=126)
ASEX Total (Items 1-5) 0.56b -1.07 -1.15 -1.07
Item 1 — Sex drive -0.07 -0.12 -0.32 -0.24
Item 2 — Arousal 0.01 -0.26 -0.21 -0.18
Item 3 — Ability to achieve 0.03 -0.25 -0.17 -0.18
erection (men); Lubrication (women)
Item 4 — Ease of reaching orgasm 0.40c -0.24 -0.09 -0.13
Item 5 — Orgasm satisfaction 0.09 -0.13 -0.11 -0.17

a

n=Number of patients with non-missing change score for ASEX total
p=0.013 versus placebo
p<0.001 versus placebo

b

C

6.7 Vital Sign Changes

In clinical trials across indications, relative to placebo, duloxetine treatment was associated with
mean increases of up to 2.1 mm Hg in systolic blood pressure and up to 2.3 mm Hg in diastolic blood
pressure. There was no significant difference in the frequency of sustained (3 consecutive visits) elevated
blood pressure [see Warnings and Precautions (5.3 and 5.9)].

Duloxetine treatment, for up to 26 weeks in placebo-controlled trials typically caused a small
increase in heart rate compared to placebo of up to 3-4 beats per minute.

6.8 Weight Changes

In placebo-controlled clinical trials, MDD and GAD patients treated with Cymbalta for up to 10
weeks experienced a mean weight loss of approximately 0.5 kg, compared with a mean weight gain of
approximately 0.2 kg in placebo-treated patients. In DPN placebo-controlled clinical trials, patients
treated with Cymbalta for up to 13-weeks experienced a mean weight loss of approximately 1.1 kg,
compared with a mean weight gain of approximately 0.2 kg in placebo-treated patients. In
fibromyalgia studies, patients treated with Cymbalta for up to 26 weeks experienced a mean weight
loss of approximately 0.4 kg compared with a mean weight gain of approximately 0.3 kg in placebo-
treated patients. In one long-term fibromyalgia 60-week uncontrolled study, duloxetine patients had a
mean weight increase of 0.7 kg.

6.9 Laboratory Changes

Cymbalta treatment in placebo-controlled clinical trials, was associated with small mean increases
from baseline to endpoint in ALT, AST, CPK, and alkaline phosphatase; infrequent, modest, transient,
abnormal values were observed for these analytes in Cymbalta-treated patients when compared with
placebo-treated patients [see Warnings and Precautions (5.2)].

6.10  Electrocardiogram Changes

Electrocardiograms were obtained from duloxetine-treated patients and placebo-treated patients in
clinical trials lasting up to 13 weeks. No clinically significant differences were observed for QTc, QT, PR,
and QRS intervals between duloxetine-treated and placebo-treated patients. There were no differences in
clinically meaningful QTcF elevations between duloxetine and placebo. In a positive-controlled study in
healthy volunteers using duloxetine up to 200 mg twice daily, no prolongation of the corrected QT interval
was observed.

6.11  Other Adverse Reactions Observed During the Premarketing and Postmarketing Clinical
Trial Evaluation of Duloxetine
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Following is a list of treatment-emergent adverse reactions reported by patients treated with
duloxetine in clinical trials. In clinical trials of all indications, 27,229 patients were treated with duloxetine.
Of these, 29% (7,886) took duloxetine for at least 6 months, and 13.3% (3,614) for at least one year. The
following listing is not intended to include reactions (1) already listed in previous tables or elsewhere in
labeling, (2) for which a drug cause was remote, (3) which were so general as to be uninformative,

(4) which were not considered to have significant clinical implications, or (5) which occurred at a rate
equal to or less than placebo.

Reactions are categorized by body system according to the following definitions: frequent adverse
reactions are those occurring in at least 1/100 patients; infrequent adverse reactions are those occurring in
1/100 to 1/1000 patients; rare reactions are those occurring in fewer than 1/1000 patients.

Cardiac Disorders — Frequent: palpitations; Infrequent: myocardial infarction and tachycardia.

Ear and Labyrinth Disorders — Frequent: vertigo; Infrequent: ear pain and tinnitus.

Endocrine Disorders — Infrequent: hypothyroidism.

Eye Disorders — Frequent: vision blurred; Infrequent: diplopia and visual disturbance.

Gastrointestinal Disorders — Frequent: flatulence; Infrequent: eructation, gastritis, halitosis, and
stomatitis; Rare: gastric ulcer, hematochezia, and melena.

General Disorders and Administration Site Conditions — Frequent: chills/rigors;

Infrequent: feeling abnormal, feeling hot and/or cold, malaise, and thirst; Rare: gait disturbance.

Infections and Infestations — Infrequent: gastroenteritis and laryngitis.

Investigations — Frequent: weight increased; Infrequent: blood cholesterol increased.

Metabolism and Nutrition Disorders — Infrequent: dehydration and hyperlipidemia;

Rare: dyslipidemia.

Musculoskeletal and Connective Tissue Disorders — Frequent: musculoskeletal pain;
Infrequent: muscle tightness and muscle twitching.

Nervous System Disorders — Frequent: dysgeusia, lethargy, and parasthesia/hypoesthesia;
Infrequent: disturbance in attention, dyskinesia, myoclonus, and poor quality sleep; Rare: dysarthria.

Psychiatric Disorders — Frequent: abnormal dreams and sleep disorder; Infrequent: apathy,
bruxism, disorientation/confusional state, irritability, mood swings, and suicide attempt; Rare: completed
suicide.

Renal and Urinary Disorders — Infrequent: dysuria, micturition urgency, nocturia, polyuria, and
urine odor abnormal.

Reproductive System and Breast Disorders — Frequent: anorgasmia/orgasm abnormal;
Infrequent: menopausal symptoms, and sexual dysfunction.

Respiratory, Thoracic and Mediastinal Disorders — Frequent: yawning; Infrequent: throat
tightness.

Skin and Subcutaneous Tissue Disorders —Infrequent: cold sweat, dermatitis contact, erythema,
increased tendency to bruise, night sweats, and photosensitivity reaction; Rare: ecchymosis.

Vascular Disorders — Frequent: hot flush; Infrequent: flushing, orthostatic hypotension, and
peripheral coldness.

6.12  Postmarketing Spontaneous Reports

The following adverse reactions have been identified during postapproval use of Cymbalta.
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 that were temporally related to duloxetine
therapy and not mentioned elsewhere in labeling include: anaphylactic reaction, aggression and anger
(particularly early in treatment or after treatment discontinuation), angioneurotic edema, erythema
multiforme, extrapyramidal disorder, glaucoma, hallucinations, hyperglycemia, hypersensitivity,
hypertensive crisis, muscle spasm, rash, supraventricular arrhythmia, tinnitus (upon treatment
discontinuation), trismus, and urticaria.

Serious skin reactions including Stevens-Johnson Syndrome that have required drug
discontinuation and/or hospitalization have been reported with duloxetine.

7 DRUG INTERACTIONS
Both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism.

7.1 Inhibitors of CYP1A2
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When duloxetine 60 mg was co-administered with fluvoxamine 100 mg, a potent CYP1A2
inhibitor, to male subjects (n=14) duloxetine AUC was increased approximately 6-fold, the C.,.x was
increased about 2.5-fold, and duloxetine ty;, was increased approximately 3-fold. Other drugs that inhibit
CYP1A2 metabolism include cimetidine and quinolone antimicrobials such as ciprofloxacin and enoxacin
[see Warnings and Precautions (5.10)].

7.2 Inhibitors of CYP2D6

Concomitant use of duloxetine (40 mg once daily) with paroxetine (20 mg once daily) increased
the concentration of duloxetine AUC by about 60%, and greater degrees of inhibition are expected with
higher doses of paroxetine. Similar effects would be expected with other potent CYP2D6 inhibitors
(e.g., fluoxetine, quinidine) [see Warnings and Precautions (5.10)].

7.3 Dual Inhibition of CYP1A2 and CYP2D6

Concomitant administration of duloxetine 40 mg twice daily with fluvoxamine 100 mg, a potent
CYP1A2 inhibitor, to CYP2D6 poor metabolizer subjects (n=14) resulted in a 6-fold increase in duloxetine
AUC and Cax.

7.4 Drugs that Interfere with Hemostasis (e.g., NSAIDs, Aspirin, and Warfarin)

Serotonin release by platelets plays an important role in hemostasis. Epidemiological studies of the
case-control and cohort design that have demonstrated an association between use of psychotropic drugs
that interfere with serotonin reuptake and the occurrence of upper gastrointestinal bleeding have also shown
that concurrent use of an NSAID or aspirin may potentiate this risk of bleeding. Altered anticoagulant
effects, including increased bleeding, have been reported when SSRIs or SNRIs are coadministered with
warfarin. Patients receiving warfarin therapy should be carefully monitored when duloxetine is initiated or
discontinued [see Warnings and Precautions (5.5)].

7.5 Lorazepam
Under steady-state conditions for duloxetine (60 mg Q 12 hours) and lorazepam (2 mg Q 12 hours),
the pharmacokinetics of duloxetine were not affected by co-administration.

7.6 Temazepam
Under steady-state conditions for duloxetine (20 mg ghs) and temazepam (30 mg ghs), the
pharmacokinetics of duloxetine were not affected by co-administration.

7.7 Drugs that Affect Gastric Acidity

Cymbalta has an enteric coating that resists dissolution until reaching a segment of the
gastrointestinal tract where the pH exceeds 5.5. In extremely acidic conditions, Cymbalta, unprotected by
the enteric coating, may undergo hydrolysis to form naphthol. Caution is advised in using Cymbalta in
patients with conditions that may slow gastric emptying (e.g., some diabetics). Drugs that raise the
gastrointestinal pH may lead to an earlier release of duloxetine. However, co-administration of Cymbalta
with aluminum- and magnesium-containing antacids (51 mEq) or Cymbalta with famotidine, had no
significant effect on the rate or extent of duloxetine absorption after administration of a 40 mg oral dose. It
is unknown whether the concomitant administration of proton pump inhibitors affects duloxetine
absorption [see Warnings and Precautions (5.12)].

7.8 Drugs Metabolized by CYP1A2

In vitro drug interaction studies demonstrate that duloxetine does not induce CYP1A2 activity.
Therefore, an increase in the metabolism of CYP1A2 substrates (e.g., theophylline, caffeine) resulting from
induction is not anticipated, although clinical studies of induction have not been performed. Duloxetine is
an inhibitor of the CYP1AZ2 isoform in in vitro studies, and in two clinical studies the average (90%
confidence interval) increase in theophylline AUC was 7% (1%-15%) and 20% (13%-27%) when
co-administered with duloxetine (60 mg twice daily).
7.9 Drugs Metabolized by CYP2D6

Duloxetine is a moderate inhibitor of CYP2D6. When duloxetine was administered (at a dose of
60 mg twice daily) in conjunction with a single 50 mg dose of desipramine, a CYP2D6 substrate, the AUC
of desipramine increased 3-fold [see Warnings and Precautions (5.10)].
7.10 Drugs Metabolized by CYP2C9

Duloxetine does not inhibit the in vitro enzyme activity of CYP2C9. Inhibition of the metabolism
of CYP2C9 substrates is therefore not anticipated, although clinical studies have not been performed.

7.11  Drugs Metabolized by CYP3A
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Results of in vitro studies demonstrate that duloxetine does not inhibit or induce CYP3A activity.
Therefore, an increase or decrease in the metabolism of CYP3A substrates (e.g., oral contraceptives and
other steroidal agents) resulting from induction or inhibition is not anticipated, although clinical studies
have not been performed.

7.12  Drugs Metabolized by CYP2C19

Results of in vitro studies demonstrate that duloxetine does not inhibit CYP2C19 activity at
therapeutic concentrations. Inhibition of the metabolism of CYP2C19 substrates is therefore not
anticipated, although clinical studies have not been performed.

7.13  Monoamine Oxidase Inhibitors
[see Dosage and Administration (2.5), Contraindications (4.1), and Warnings and Precautions
(5.4)].

7.14  Serotonergic Drugs

Based on the mechanism of action of SNRIs and SSRIs, including Cymbalta, and the potential for
serotonin syndrome, caution is advised when Cymbalta is co-administered with other drugs that may affect
the serotonergic neurotransmitter systems, such as triptans, linezolid (an antibiotic which is a reversible
non-selective MAOI), lithium, tramadol, or St. John's Wort. The concomitant use of Cymbalta with other
SSRIs, SNRIs or tryptophan is not recommended [see Warnings and Precautions (5.4)].

7.15 Triptans

There have been rare postmarketing reports of serotonin syndrome with use of an SSRI and a
triptan. If concomitant treatment of Cymbalta with a triptan is clinically warranted, careful observation of
the patient is advised, particularly during treatment initiation and dose increases [see Warnings and
Precautions (5.4)].

7.16  Alcohol

When Cymbalta and ethanol were administered several hours apart so that peak concentrations of
each would coincide, Cymbalta did not increase the impairment of mental and motor skills caused by
alcohol.

In the Cymbalta clinical trials database, three Cymbalta-treated patients had liver injury as
manifested by ALT and total bilirubin elevations, with evidence of obstruction. Substantial intercurrent
ethanol use was present in each of these cases, and this may have contributed to the abnormalities seen [see
Warnings and Precautions (5.2 and 5.10)].

7.17  CNS Drugs
[see Warnings and Precautions (5.10)].

7.18  Drugs Highly Bound to Plasma Protein

Because duloxetine is highly bound to plasma protein, administration of Cymbalta to a patient
taking another drug that is highly protein bound may cause increased free concentrations of the other drug,
potentially resulting in adverse reactions.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects, Pregnancy Category C — In animal reproduction studies, duloxetine has been
shown to have adverse effects on embryo/fetal and postnatal development.

When duloxetine was administered orally to pregnant rats and rabbits during the period of
organogenesis, there was no evidence of teratogenicity at doses up to 45 mg/kg/day (7 times the maximum
recommended human dose [MRHD, 60 mg/day] and 4 times the human dose of 120 mg/day on a mg/m?
basis, in rat; 15 times the MRHD and 7 times the human dose of 120 mg/day on a mg/m? basis in rabbit).
However, fetal weights were decreased at this dose, with a no-effect dose of 10 mg/kg/day (2 times the
MRHD and ~1 times the human dose of 120 mg/day on a mg/m? basis in rat; 3 times the MRHD and
2 times the human dose of 120 mg/day on a mg/m? basis in rabbits).

When duloxetine was administered orally to pregnant rats throughout gestation and lactation, the
survival of pups to 1 day postpartum and pup body weights at birth and during the lactation period were
decreased at a dose of 30 mg/kg/day (5 times the MRHD and 2 times the human dose of 120 mg/day on a
mg/m? basis); the no-effect dose was 10 mg/kg/day. Furthermore, behaviors consistent with increased
reactivity, such as increased startle response to noise and decreased habituation of locomotor activity, were
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observed in pups following maternal exposure to 30 mg/kg/day. Post-weaning growth and reproductive
performance of the progeny were not affected adversely by maternal duloxetine treatment.

There are no adequate and well-controlled studies in pregnant women; therefore, duloxetine should
be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nonteratogenic Effects — Neonates exposed to SSRIs or serotonin and norepinephrine reuptake
inhibitors (SNRIs), late in the third trimester have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding. Such complications can arise immediately upon
delivery. Reported clinical findings have included respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia, hypertonia, hyperreflexia,
tremor, jitteriness, irritability, and constant crying. These features are consistent with either a direct toxic
effect of SSRIs and SNRIs or, possibly, a drug discontinuation syndrome. It should be noted that, in some
cases, the clinical picture is consistent with serotonin syndrome [see Warnings and Precautions (5.4)].

When treating pregnant women with Cymbalta during the third trimester, the physician should
carefully consider the potential risks and benefits of treatment. The physician may consider tapering
Cymbalta in the third trimester [see Dosage and Administration (2.3)].

8.2 Labor and Delivery
The effect of duloxetine on labor and delivery in humans is unknown. Duloxetine should be used
during labor and delivery only if the potential benefit justifies the potential risk to the fetus.

8.3 Nursing Mothers

Duloxetine is excreted into the milk of lactating women. The estimated daily infant dose on a
mg/kg basis is approximately 0.14% of the maternal dose. Because the safety of duloxetine in infants is not
known, nursing while on Cymbalta is not recommended. However, if the physician determines that the
benefit of duloxetine therapy for the mother outweighs any potential risk to the infant, no dosage
adjustment is required as lactation did not influence duloxetine pharmacokinetics.

The disposition of duloxetine was studied in 6 lactating women who were at least 12 weeks
postpartum. Duloxetine 40 mg twice daily was given for 3.5 days. Like many other drugs, duloxetine is
detected in breast milk, and steady state concentrations in breast milk are about one-fourth those in plasma.
The amount of duloxetine in breast milk is approximately 7 pg/day while on 40 mg BID dosing. The
excretion of duloxetine metabolites into breast milk was not examined. Because the safety of duloxetine in
infants is not known, nursing while on Cymbalta is not recommended [see Dosing and Administration
(2.3)].

8.4 Pediatric Use

Safety and effectiveness in the pediatric population have not been established [see Boxed Warning
and Warnings and Precautions (5.1)]. Anyone considering the use of Cymbalta in a child or adolescent
must balance the potential risks with the clinical need.

8.5 Geriatric Use

Of the 2,418 patients in premarketing clinical studies of Cymbalta for MDD, 5.9% (143) were
65 years of age or over. Of the 1,074 patients in the DPNP premarketing studies, 33% (357) were 65 years
of age or over. Of the 1,761 patients in FM premarketing studies, 7.9% (140) were 65 years of age or over.
Premarketing clinical studies of GAD did not include sufficient numbers of subjects age 65 or over to
determine whether they respond differently from younger subjects. In the MDD, DPNP, and FM studies, no
overall differences in safety or effectiveness were observed between these subjects and younger subjects,
and other reported clinical experience has not identified differences in responses between the elderly and
younger patients, but greater sensitivity of some older individuals cannot be ruled out. SSRIs and SNRISs,
including Cymbalta have been associated with cases of clinically significant hyponatremia in elderly
patients, who may be at greater risk for this adverse event [see Warnings and Precautions (5.11)].

The pharmacokinetics of duloxetine after a single dose of 40 mg were compared in healthy elderly
females (65 to 77 years) and healthy middle-age females (32 to 50 years). There was no difference in the
Cmax, but the AUC of duloxetine was somewhat (about 25%) higher and the half-life about 4 hours longer
in the elderly females. Population pharmacokinetic analyses suggest that the typical values for clearance
decrease by approximately 1% for each year of age between 25 to 75 years of age; but age as a predictive
factor only accounts for a small percentage of between-patient variability. Dosage adjustment based on the
age of the patient is not necessary [see Dosage and Administration (2.3)].

8.6 Gender
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Duloxetine’s half-life is similar in men and women. Dosage adjustment based on gender is not
necessary.

8.7 Smoking Status
Duloxetine bioavailability (AUC) appears to be reduced by about one-third in smokers. Dosage
modifications are not recommended for smokers.

8.8 Race
No specific pharmacokinetic study was conducted to investigate the effects of race.

8.9 Hepatic Insufficiency

Patients with clinically evident hepatic insufficiency have decreased duloxetine metabolism and
elimination. After a single 20 mg dose of Cymbalta, 6 cirrhotic patients with moderate liver
impairment (Child-Pugh Class B) had a mean plasma duloxetine clearance about 15% that of age- and
gender-matched healthy subjects, with a 5-fold increase in mean exposure (AUC). Although C.x was
similar to normals in the cirrhotic patients, the half-life was about 3 times longer [see Dosage and
Administration (2.3) and Warnings and Precautions (5.12)].

8.10  Severe Renal Impairment

Limited data are available on the effects of duloxetine in patients with end-stage renal
disease (ESRD). After a single 60 mg dose of duloxetine, C,.x and AUC values were approximately
100% greater in patients with end-stage renal disease receiving chronic intermittent hemodialysis than in
subjects with normal renal function. The elimination half-life, however, was similar in both groups. The
AUC:s of the major circulating metabolites, 4-hydroxy duloxetine glucuronide and 5-hydroxy, 6-methoxy
duloxetine sulfate, largely excreted in urine, were approximately 7- to 9-fold higher and would be expected
to increase further with multiple dosing. Population PK analyses suggest that mild to moderate degrees of
renal dysfunction (estimated CrCl 30-80 mL/min) have no significant effect on duloxetine apparent
clearance [see Dosage and Administration (2.3) and Warnings and Precautions (5.12)].

9 DRUG ABUSE AND DEPENDENCE

9.2 Abuse
In animal studies, duloxetine did not demonstrate barbiturate-like (depressant) abuse potential.
While Cymbalta has not been systematically studied in humans for its potential for abuse, there was
no indication of drug-seeking behavior in the clinical trials. However, it is not possible to predict on the
basis of premarketing experience the extent to which a CNS active drug will be misused, diverted, and/or
abused once marketed. Consequently, physicians should carefully evaluate patients for a history of drug
abuse and follow such patients closely, observing them for signs of misuse or abuse of Cymbalta
(e.g., development of tolerance, incrementation of dose, drug-seeking behavior).

9.3 Dependence
In drug dependence studies, duloxetine did not demonstrate dependence-producing potential in rats.

10 OVERDOSAGE

10.1  Signs and Symptoms

In postmarketing experience, fatal outcomes have been reported for acute overdoses, primarily with
mixed overdoses, but also with duloxetine only, at doses as low as 1000 mg. Signs and symptoms of
overdose (duloxetine alone or with mixed drugs) included somnolence, coma, serotonin syndrome,
seizures, syncope, tachycardia, hypotension, hypertension, and vomiting.

10.2  Management of Overdose

There is no specific antidote to Cymbalta, but if serotonin syndrome ensues, specific treatment
(such as with cyproheptadine and/or temperature control) may be considered. In case of acute overdose,
treatment should consist of those general measures employed in the management of overdose with any
drug.

An adequate airway, oxygenation, and ventilation should be assured, and cardiac rhythm and vital
signs should be monitored. Induction of emesis is not recommended. Gastric lavage with a large-bore
orogastric tube with appropriate airway protection, if needed, may be indicated if performed soon after
ingestion or in symptomatic patients.

Activated charcoal may be useful in limiting absorption of duloxetine from the gastrointestinal
tract. Administration of activated charcoal has been shown to decrease AUC and C,,.x by an average
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of one-third, although some subjects had a limited effect of activated charcoal. Due to the large volume of
distribution of this drug, forced diuresis, dialysis, hemoperfusion, and exchange transfusion are unlikely to
be beneficial.

In managing overdose, the possibility of multiple drug involvement should be considered. A
specific caution involves patients who are taking or have recently taken Cymbalta and might ingest
excessive quantities of a TCA. In such a case, decreased clearance of the parent tricyclic and/or its active
metabolite may increase the possibility of clinically significant sequelae and extend the time needed for
close medical observation [see Warnings and Precautions (5.4) and Drug Interactions (7)]. The physician
should consider contacting a poison control center for additional information on the treatment of any
overdose. Telephone numbers for certified poison control centers are listed in the Physicians’ Desk
Reference (PDR).

11 DESCRIPTION

Cymbalta® (duloxetine hydrochloride) is a selective serotonin and norepinephrine reuptake
inhibitor (SSNRI) for oral administration. Its chemical designation is (+)-(S)-N-methyl-y-(1-naphthyloxy)-
2-thiophenepropylamine hydrochloride. The empirical formula is C1gH19NOSeHCI, which corresponds to a
molecular weight of 333.88. The structural formula is:

S
CHs

Duloxetine hydrochloride is a white to slightly brownish white solid, which is slightly soluble in
water.

Each capsule contains enteric-coated pellets of 22.4, 33.7, or 67.3 mg of duloxetine hydrochloride
equivalent to 20, 30, or 60 mg of duloxetine, respectively. These enteric-coated pellets are designed to
prevent degradation of the drug in the acidic environment of the stomach. Inactive ingredients include
FD&C Blue No. 2, gelatin, hypromellose, hydroxypropyl methylcellulose acetate succinate, sodium lauryl

sulfate, sucrose, sugar spheres, talc, titanium dioxide, and triethyl citrate. The 20 and 60 mg capsules also
contain iron oxide yellow.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

Although the exact mechanisms of the antidepressant, central pain inhibitory and anxiolytic actions
of duloxetine in humans are unknown, these actions are believed to be related to its potentiation of
serotonergic and noradrenergic activity in the CNS.

12.2  Pharmacodynamics

Preclinical studies have shown that duloxetine is a potent inhibitor of neuronal serotonin and
norepinephrine reuptake and a less potent inhibitor of dopamine reuptake. Duloxetine has no significant
affinity for dopaminergic, adrenergic, cholinergic, histaminergic, opioid, glutamate, and GABA receptors
in vitro. Duloxetine does not inhibit monoamine oxidase (MAO).

Cymbalta is in a class of drugs known to affect urethral resistance. If symptoms of urinary
hesitation develop during treatment with Cymbalta, consideration should be given to the possibility that
they might be drug-related.

12.3  Pharmacokinetics

Duloxetine has an elimination half-life of about 12 hours (range 8 to 17 hours) and its
pharmacokinetics are dose proportional over the therapeutic range. Steady-state plasma concentrations are
typically achieved after 3 days of dosing. Elimination of duloxetine is mainly through hepatic metabolism
involving two P450 isozymes, CYP1A2 and CYP2D6.
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Absorption and Distribution — Orally administered duloxetine hydrochloride is well absorbed.
There is a median 2 hour lag until absorption begins (T,g), with maximal plasma concentrations (Cpax) of
duloxetine occurring 6 hours post dose. Food does not affect the Cp.x 0f duloxetine, but delays the time to
reach peak concentration from 6 to 10 hours and it marginally decreases the extent of absorption (AUC) by
about 10%. There is a 3 hour delay in absorption and a one-third increase in apparent clearance of
duloxetine after an evening dose as compared to a morning dose.

The apparent volume of distribution averages about 1640 L. Duloxetine is highly bound (>90%) to
proteins in human plasma, binding primarily to albumin and a;-acid glycoprotein. The interaction between
duloxetine and other highly protein bound drugs has not been fully evaluated. Plasma protein binding of
duloxetine is not affected by renal or hepatic impairment.

Metabolism and Elimination — Biotransformation and disposition of duloxetine in humans have
been determined following oral administration of *C-labeled duloxetine. Duloxetine comprises about 3%
of the total radiolabeled material in the plasma, indicating that it undergoes extensive metabolism to
numerous metabolites. The major biotransformation pathways for duloxetine involve oxidation of the
naphthyl ring followed by conjugation and further oxidation. Both CYP1A2 and CYP2D6 catalyze the
oxidation of the naphthyl ring in vitro. Metabolites found in plasma include 4-hydroxy duloxetine
glucuronide and 5-hydroxy, 6-methoxy duloxetine sulfate. Many additional metabolites have been
identified in urine, some representing only minor pathways of elimination. Only trace (<1% of the dose)
amounts of unchanged duloxetine are present in the urine. Most (about 70%) of the duloxetine dose appears
in the urine as metabolites of duloxetine; about 20% is excreted in the feces. Duloxetine undergoes
extensive metabolism, but the major circulating metabolites have not been shown to contribute significantly
to the pharmacologic activity of duloxetine.

13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, and Impairment of Fertility

Carcinogenesis — Duloxetine was administered in the diet to mice and rats for 2 years.

In female mice receiving duloxetine at 140 mg/kg/day (11 times the maximum recommended
human dose [MRHD, 60 mg/day] and 6 times the human dose of 120 mg/day on a mg/m? basis), there was
an increased incidence of hepatocellular adenomas and carcinomas. The no-effect dose was 50 mg/kg/day
(4 times the MRHD and 2 times the human dose of 120 mg/day on a mg/m? basis). Tumor incidence was
not increased in male mice receiving duloxetine at doses up to 100 mg/kg/day (8 times the MRHD and
4 times the human dose of 120 mg/day on a mg/m? basis).

In rats, dietary doses of duloxetine up to 27 mg/kg/day in females (4 times the MRHD and 2 times
the human dose of 120 mg/day on a mg/m? basis) and up to 36 mg/kg/day in males (6 times the MRHD and
3 times the human dose of 120 mg/day on a mg/m? basis) did not increase the incidence of tumors.

Mutagenesis — Duloxetine was not mutagenic in the in vitro bacterial reverse mutation
assay (Ames test) and was not clastogenic in an in vivo chromosomal aberration test in mouse bone marrow
cells. Additionally, duloxetine was not genotoxic in an in vitro mammalian forward gene mutation assay in
mouse lymphoma cells or in an in vitro unscheduled DNA synthesis (UDS) assay in primary rat
hepatocytes, and did not induce sister chromatid exchange in Chinese hamster bone marrow in vivo.

Impairment of Fertility — Duloxetine administered orally to either male or female rats prior to and
throughout mating at doses up to 45 mg/kg/day (7 times the maximum recommended human dose of
60 mg/day and 4 times the human dose of 120 mg/day on a mg/m? basis) did not alter mating or fertility.

14 CLINICAL STUDIES

14.1  Major Depressive Disorder

The efficacy of Cymbalta as a treatment for depression was established in 4 randomized,
double-blind, placebo-controlled, fixed-dose studies in adult outpatients (18 to 83 years) meeting DSM-IV
criteria for major depression. In 2 studies, patients were randomized to Cymbalta 60 mg once daily
(N=123 and N=128, respectively) or placebo (N=122 and N=139, respectively) for 9 weeks; in the
third study, patients were randomized to Cymbalta 20 or 40 mg twice daily (N=86 and N=91, respectively)
or placebo (N=89) for 8 weeks; in the fourth study, patients were randomized to Cymbalta 40 or 60 mg
twice daily (N=95 and N=93, respectively) or placebo (N=93) for 8 weeks. There is no evidence that doses
greater than 60 mg/day confer additional benefits.

In all 4 studies, Cymbalta demonstrated superiority over placebo as measured by improvement in
the 17-item Hamilton Depression Rating Scale (HAMD-17) total score.
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In all of these clinical studies, analyses of the relationship between treatment outcome and age,
gender, and race did not suggest any differential responsiveness on the basis of these patient characteristics.
In another study, 533 patients meeting DSM-1V criteria for MDD received Cymbalta 60 mg

once daily during an initial 12-week open-label treatment phase. Two hundred and seventy-eight patients
who responded to open label treatment (defined as meeting the following criteria at weeks 10 and 12: a
HAMD-17 total score <9, Clinical Global Impressions of Severity (CGI-S) <2, and not meeting the DSM-
IV criteria for MDD) were randomly assigned to continuation of Cymbalta at the same dose (N=136) or to
placebo (N=142) for 6 months. Patients on Cymbalta experienced a statistically significantly longer time to
relapse of depression than did patients on placebo. Relapse was defined as an increase in the CGI-S score
of >2 points compared with that obtained at week 12, as well as meeting the DSM-IV criteria for MDD at 2
consecutive visits at least 2 weeks apart, where the 2-week temporal criterion had to be satisfied at only the
second visit. The effectiveness of Cymbalta in hospitalized patients with major depressive disorder has not
been studied.

14.2  Generalized Anxiety Disorder

The efficacy of Cymbalta in the treatment of generalized anxiety disorder (GAD) was established
in 1 fixed-dose randomized, double-blind, placebo-controlled trial and 2 flexible-dose randomized,
double-blind, placebo-controlled trials in adult outpatients between 18 and 83 years of age meeting the
DSM-IV criteria for GAD.

In 1 flexible-dose study and in the fixed-dose study, the starting dose was 60 mg once daily where
down titration to 30 mg once daily was allowed for tolerability reasons before increasing it to 60 mg
once daily. Fifteen percent of patients were down titrated. One flexible-dose study had a starting dose of
30 mg once daily for 1 week before increasing it to 60 mg once daily.

The 2 flexible-dose studies involved dose titration with Cymbalta doses ranging from 60 mg
once daily to 120 mg once daily (N=168 and N=162) compared to placebo (N=159 and N=161) over a
10-week treatment period. The mean dose for completers at endpoint in the flexible-dose studies was
104.75 mg/day. The fixed-dose study evaluated Cymbalta doses of 60 mg once daily (N=168) and 120 mg
once daily (N=170) compared to placebo (N=175) over a 9-week treatment period. While a 120 mg/day
dose was shown to be effective, there is no evidence that doses greater than 60 mg/day confer additional
benefit.

In all 3 studies, Cymbalta demonstrated superiority over placebo as measured by greater
improvement in the Hamilton Anxiety Scale (HAM-A) total score and by the Sheehan Disability
Scale (SDS) global functional impairment score. The SDS is a widely used and well-validated scale that
measures the extent emotional symptoms disrupt patient functioning in 3 life domains: work/school, social
life/leisure activities, and family life/home responsibilities.

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a
function of age or gender.

14.3  Diabetic Peripheral Neuropathic Pain

The efficacy of Cymbalta for the management of neuropathic pain associated with diabetic
peripheral neuropathy was established in 2 randomized, 12-week, double-blind, placebo-controlled,
fixed-dose studies in adult patients having diabetic peripheral neuropathic pain for at least 6 months.
Study 1 and 2 enrolled a total of 791 patients of whom 592 (75%) completed the studies. Patients enrolled
had Type I or Il diabetes mellitus with a diagnosis of painful distal symmetrical sensorimotor
polyneuropathy for at least 6 months. The patients had a baseline pain score of >4 on an 11-point scale
ranging from 0 (no pain) to 10 (worst possible pain). Patients were permitted up to 4 g of acetaminophen
per day as needed for pain, in addition to Cymbalta. Patients recorded their pain daily in a diary.

Both studies compared Cymbalta 60 mg once daily or 60 mg twice daily with placebo. Study 1
additionally compared Cymbalta 20 mg with placebo. A total of 457 patients (342 Cymbalta, 115 placebo)
were enrolled in Study 1 and a total of 334 patients (226 Cymbalta, 108 placebo) were enrolled in Study 2.
Treatment with Cymbalta 60 mg one or two times a day statistically significantly improved the endpoint
mean pain scores from baseline and increased the proportion of patients with at least a 50% reduction in
pain score from baseline. For various degrees of improvement in pain from baseline to study endpoint,
Figures 1 and 2 show the fraction of patients achieving that degree of improvement. The figures are
cumulative, so that patients whose change from baseline is, for example, 50%, are also included at every
level of improvement below 50%. Patients who did not complete the study were assigned 0% improvement.
Some patients experienced a decrease in pain as early as week 1, which persisted throughout the study.
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Figure 1: Percentage of Patients Achieving Various Levels of Pain Relief
as Measured by 24-Hour Average Pain Severity - Study 1
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14.4 Fibromyalgia
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The efficacy of Cymbalta for the management of fibromyalgia was established in two randomized,
double-blind, placebo-controlled, fixed-dose studies in adult patients meeting the American College of
Rheumatology criteria for fibromyalgia (a history of widespread pain for 3 months, and pain present at 11
or more of the 18 specific tender point sites). Study 1 was three months in duration and enrolled female
patients only. Study 2 was six months in duration and enrolled male and female patients. Approximately
25% of participants had a comorbid diagnosis of major depressive disorder (MDD). Study 1 and 2 enrolled
a total of 874 patients of whom 541 (62%) completed the studies. The patients had a baseline pain score of

6.5 on an 11-point scale ranging from 0 (no pain) to 10 (worse possible pain).
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Both studies compared Cymbalta 60 mg once daily or 120 mg daily (given in divided doses in
Study 1 and as a single daily dose in Study 2) with placebo. Study 2 additionally compared Cymbalta 20
mg with placebo during the initial three months of a six-month study. A total of 354 patients (234
Cymbalta, 120 placebo) were enrolled in Study 1 and a total of 520 patients (376 Cymbalta, 144 placebo)
were enrolled in Study 2 (5% male, 95% female). Treatment with Cymbalta 60 mg or 120 mg daily
statistically significantly improved the endpoint mean pain scores from baseline and increase the proportion
of patients with at least a 50% reduction in pain score from baseline. Pain reduction was observed in
patients both with and without comorbid MDD. However, the degree of pain reduction may be greater in
patients with comorbid MDD. For various degrees of improvement in pain from baseline to study endpoint,
Figures 3 and 4 show the fraction of patients achieving that degree of improvement. The figures are
cumulative so that patients whose change from baseline is, for example, 50%, are also included at every
level of improvement below 50%. Patients who did not complete the study were assigned 0% improvement.
Some patients experienced a decrease in pain as early as week 1, which persisted throughout the study.
Improvement was also demonstrated on measures of function (Fibromyalgia Impact Questionnaires) and
patient global impression of change (PGI). Neither study demonstrated a benefit of 120 mg compared to 60
mg, and a higher dose was associated with more adverse reactions and premature discontinuations of
treatment.
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Figure 3: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour
Average Pain Severity - Study 1
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Figure 4: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour
Average Pain Severity - Study 2

Additionally, the benefit of up-titration in non-responders to Cymbalta at 60 mg/day was evaluated

in a separate study. Patients were initially treated with Cymbalta 60 mg once daily for eight weeks in open-
label fashion. Subsequently, completers of this phase were randomized to double-blind treatment with
Cymbalta at either 60 mg once daily or 120 mg once daily. Those patients who were considered non-
responders, where response was defined as at least a 30% reduction in pain score from baseline at the end
of the 8-week treatment, were no more likely to meet response criteria at the end of 60 weeks of treatment
if blindly titrated to Cymbalta 120 mg as compared to those who were blindly continued on Cymbalta 60
mg.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
Cymbalta is available as delayed release capsules in the following strengths, colors, imprints, and
presentations:

Features Strengths

20 mg* 30 mg* 60 mg*
Body color Opaque green Opaque white Opaque green
Cap color Opaque green Opaque blue Opaque blue
Cap imprint Lilly 3235 Lilly 3240 Lilly 3237
Body imprint 20mg 30mg 60mg
Capsule number PU3235 PU3240 PU3237
Presentations and
NDC Codes
Bottles of 30 NA 0002-3240-30 0002-3237-30
Bottles of 60 0002-3235-60 NA NA
Bottles of 90 NA 0002-3240-90 0002-3237-90
Bottles of 1000 NA 0002-3240-04 0002-3237-04
Blisters IDT100 NA 0002-3240-33 0002-3237-33
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| Blister card of 30 | NA | NA | 0002-3237-34 |
* equivalent to duloxetine base
t Identi-Dose® (unit dose medication, Lilly)

16.2  Storage
Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-approved Medication Guide

17.1  Information on Medication Guide

Prescribers or other health professionals should inform patients, their families, and their caregivers
about the benefits and risks associated with treatment with Cymbalta and should counsel them in its
appropriate use. A patient Medication Guide About Using Antidepressants in Children and Teenagers is
available for Cymbalta. 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 Cymbalta.

17.2  Clinical Worsening and Suicide Risk

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 observe 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 Boxed Warning, and Warnings and Precautions (5.1)].

17.3  Medication Administration

Cymbalta should be swallowed whole and should not be chewed or crushed, nor should the capsule
be opened and its contents be sprinkled on food or mixed with liquids. All of these might affect the enteric
coating.

17.4  Continuing the Therapy Prescribed
While patients may notice improvement with Cymbalta therapy in 1 to 4 weeks, they should be
advised to continue therapy as directed.

17.5 Abnormal Bleeding

Patients should be cautioned about the concomitant use of duloxetine and NSAIDs, aspirin,
warfarin, or other drugs that affect coagulation since combined use of psychotropic drugs that interfere with
serotonin reuptake and these agents has been associated with an increased risk of bleeding [see Warnings
and Precautions (5.5)].

17.6  Concomitant Medications

Patients should be advised to inform their physicians if they are taking, or plan to take, any
prescription or over-the-counter medications, since there is a potential for interactions [see Dosage and
Administration (2.5), Contraindications (4.1), Warnings and Precautions (5.4 and 5.10), and Drug
Interactions (7)].
17.7  Serotonin Syndrome

Patients should be cautioned about the risk of serotonin syndrome with the concomitant use of
Cymbalta and triptans, tramadol or other serotonergic agents [see Warnings and Precautions (5.4) and
Drug Interactions (7.14)].

17.8  Pregnancy and Breast Feeding



28

Patients should be advised to notify their physician if they

*  become pregnant during therapy

* intend to become pregnant during therapy

o  are breast feeding [see Dosage and Administration (2.3) and Use in Specific Populations (8.1,
8.2, and 8.3)].

17.9  Alcohol

Although Cymbalta does not increase the impairment of mental and motor skills caused by alcohol,
use of Cymbalta concomitantly with heavy alcohol intake may be associated with severe liver injury. For
this reason, Cymbalta should ordinarily not be prescribed for patients with substantial alcohol use [see
Warnings and Precautions (5.2) and Drug Interactions (7.16)].
17.10 Orthostatic Hypotension and Syncope

Patients should be advised of the risk of orthostatic hypotension and syncope, especially during the
period of initial use and subsequent dose escalation, and in association with the use of concomitant drugs
that might potentiate the orthostatic effect of duloxetine [see Warnings and Precautions (5.3)].
17.11 Interference with Psychomotor Performance

Any psychoactive drug may impair judgment, thinking, or motor skills. Although in controlled
studies Cymbalta has not been shown to impair psychomotor performance, cognitive function, or memory,
it may be associated with sedation and dizziness. Therefore, patients should be cautioned about operating
hazardous machinery including automobiles, until they are reasonably certain that Cymbalta therapy does
not affect their ability to engage in such activities.

Literature revised: June 13, 2008
Eli Lilly and Company

Indianapolis, IN 46285, USA
Copyright © 2004, 2008, Eli Lilly and Company. All rights reserved.
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 30 mg hard gastro-resistant capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains 30 mg of duloxetine (as hydrochloride)

Excipients: each capsule contains 8.6 mg sucrose.
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard gastro-resistant capsule.

Opaque white body, imprinted with ‘30 mg’ and an opaque blue cap, imprinted with ‘9543°.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of major depressive episodes.
Treatment of diabetic peripheral neuropathic pain in adults.
Treatment of generalised anxiety disorder.

4.2 Posology and method of administration

Adults

Major depressive episodes:

The starting and recommended maintenance dose is 60 mg once daily with or without food. Dosages
above 60 mg once daily, up to a maximum dose of 120 mg per day have been evaluated from a safety
perspective in clinical trials. However, there is no clinical evidence suggesting that patients not
responding to the initial recommended dose may benefit from dose up-titrations.

Therapeutic response is usually seen after 2-4 weeks of treatment.
After consolidation of the antidepressive response, it is recommended to continue treatment for several
months, in order to avoid relapse.

Generalised anxiety disorder:

The recommended starting dose in patients with generalised anxiety disorder is 30 mg once daily with
or without food. In patients with insufficient response the dose should be increased to 60 mg, which is
the usual maintenance dose in most patients.

In patients with co-morbid major depressive episodes, the starting and maintenance dose is 60 mg
once daily (please see also dosing recommendation above).

Doses up to 120 mg per day have been shown to be efficacious and have been evaluated from a safety
perspective in clinical trials. In patients with insufficient response to 60 mg, escalation up to 90 mg or
120 mg may therefore be considered. Dose escalation should be based upon clinical response and
tolerability.

After consolidation of the response, it is recommended to continue treatment for several months, in
order to avoid relapse.

Diabetic peripheral neuropathic pain:
The starting and recommended maintenance dose is 60 mg daily with or without food. Dosages above
60 mg once daily, up to a maximum dose of 120 mg per day administered in evenly divided doses,
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have been evaluated from a safety perspective in clinical trials. The plasma concentration of
duloxetine displays large inter-individual variability (see 5.2). Hence, some patients that respond
insufficiently to 60 mg may benefit from a higher dose.

Response to treatment should be evaluated after 2 months. In patients with inadequate initial response,
additional response after this time is unlikely.

The therapeutic benefit should be reassessed regularly (at least every three months) (see Section 5.1).

Method of administration
For oral use.

Elderly

No dosage adjustment is recommended for elderly patients solely on the basis of age. However, as
with any medicine, caution should be exercised when treating the elderly, especially with
CYMBALTA 120 mg per day for major depressive episodes, for which data are limited (see sections
4.4 and 5.2).

Children and adolescents
Duloxetine is not recommended for use in children and adolescents due to insufficient data on safety
and efficacy (see section 4.4).

Hepatic impairment
CYMBALTA must not be used in patients with liver disease resulting in hepatic impairment (see
sections 4.3 and 5.2).

Renal impairment

No dosage adjustment is necessary for patients with mild or moderate renal dysfunction (creatinine
clearance 30 to 80 ml/min). CYMBALTA must not be used in patients with severe renal impairment
(creatinine clearance <30 ml/min; see section 4.3).

Discontinuation of treatment

Abrupt discontinuation should be avoided. When stopping treatment with CYMBALTA the dose
should be gradually reduced over a period of at least one to two weeks in order to reduce the risk of
withdrawal reactions (see sections 4.4 and 4.8).If intolerable symptoms occur following a decrease in
the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be
considered. Subsequently, the physician may continue decreasing the dose, but at a more gradual rate.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients.

Concomitant use of CYMBALTA with nonselective, irreversible Monoamine Oxidase Inhibitors
(MAOIs) is contraindicated (see section 4.5).

Liver disease resulting in hepatic impairment (see section 5.2).

CYMBALTA should not be used in combination with fluvoxamine, ciprofloxacin or enoxacine (i.e.
potent CYP1A2 inhibitors) since the combination results in elevated plasma concentrations of
duloxetine (see section 4.5).

Severe renal impairment (creatinine clearance <30 ml/min) (see section 4.4).

The initiation of treatment with CYMBALTA is contraindicated in patients with uncontrolled

hypertension that could expose patients to a potential risk of hypertensive crisis (see sections 4.4 and
4.8).



4.4 Special warnings and precautions for use

Mania and seizures
CYMBALTA should be used with caution in patients with a history of mania or a diagnosis of bipolar
disorder, and/or seizures.

Mydriasis

Mydriasis has been reported in association with duloxetine, therefore, caution should be used when
prescribing CYMBALTA to patients with increased intraocular pressure, or those at risk of acute
narrow-angle glaucoma.

Blood pressure and heart rate

Duloxetine has been associated with an increase in blood pressure and clinically significant
hypertension in some patients. This may be due to the noradrenergic effect of duloxetine. Cases of
hypertensive crisis have been reported with duloxetine, especially in patients with pre-existing
hypertension. Therefore,in patients with known hypertension and/or other cardiac disease, blood
pressure monitoring is recommended, especially during the first month of treatment. Duloxetine
should be used with caution in patients whose conditions could be compromised by an increased heart
rate or by an increase in blood pressure. Caution should also be exercised when duloxetine is used
with medicinal products that may impair its metabolism (see section 4.5). For patients who experience
a sustained increase in blood pressure while receiving duloxetine either dose reduction or gradual
discontinuation should be considered (see section 4.8). In patients with uncontrolled hypertension
duloxetine should not be initiated (see section 4.3).

Renal impairment

Increased plasma concentrations of duloxetine occur in patients with severe renal impairment on
haemodialysis (creatinine clearance <30 ml/min). For patients with severe renal impairment, see
section 4.3. See section 4.2 for information on patients with mild or moderate renal dysfunction.

Use with antidepressants
Caution should be exercised when using CYMBALTA in combination with antidepressants. In
particular the combination with selective reversible MAOIs is not recommended.

St John’s wort
Adverse reactions may be more common during concomitant use of CYMBALTA and herbal
preparations containing St John’s wort (Hypericum perforatum).

Suicide

Major Depressive Episodes and Generalised Anxiety Disorder

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.

Other psychiatric conditions for which CYMBALTA 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 disorder. The same precautions observed when treating patients with major depressive
disorder 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
thoughts prior to commencement of treatment are known to be at greater risk of suicidal thoughts or
suicidal behaviour, and should receive careful monitoring during treatment. A meta-analysis of
placebo-controlled clinical trials of antidepressant medicinal products in psychiatric disorders showed
an increased risk of suicidal behaviour with antidepressants compared to placebo in patients less than
25 years old.

Cases of suicidal thoughts and suicidal behaviours have been reported during duloxetine therapy or
early after treatment discontinuation (see section 4.8).



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.
Diabetic Peripheral Neuropathic Pain

As with other medicinal products with similar pharmacological action (antidepressants), isolated cases
of suicidal ideation and suicidal behaviours have been reported during duloxetine therapy or early
after treatment discontinuation. Concerning risk factors for suicidality in depression, see above.
Physicians should encourage patients to report any distressing thoughts or feelings at any time.

Use in children and adolescents under 18 years of age

No clinical trials have been conducted with duloxetine in paediatric populations. CYMBALTA should
not be used in the treatment of children and adolescents under the age of 18 years. Suicide-related
behaviours (suicide attempts and suicidal thoughts), and hostility (predominantly aggression,
oppositional behaviour and anger), were more frequently observed in clinical trials among children
and adolescents treated with antidepressants compared to those treated with placebo. If, based on
clinical need, a decision to treat is nevertheless taken, the patient should be carefully monitored for the
appearance of suicidal symptoms. In addition, long-term safety data in children and adolescents
concerning growth, maturation and cognitive and behavioural development are lacking.

Haemorrhage

There have been reports of bleeding abnormalities, such as ecchymoses, purpura and gastrointestinal
haemorrhage with selective serotonin reuptake inhibitors (SSRIs) and serotonin/ noradrenaline
reuptake inhibitors (SNRIs). Caution is advised in patients taking anticoagulants and/or medicinal
products known to affect platelet function, and in patients with known bleeding tendencies.

Hyponatraemia

Hyponatraemia has been reported rarely, predominantly in the elderly, when administering
CYMBALTA. Caution is required in patients at increased risk for hyponatraemia; such as elderly,
cirrhotic, or dehydrated patients or patients treated with diuretics. Hyponatraemia may be due to a
syndrome of inappropriate anti-diuretic hormone secretion (STADH).

Discontinuation of treatment

Withdrawal symptoms when treatment is discontinued are common, particularly if discontinuation is
abrupt (see section 4.8). In clinical trials adverse events seen on abrupt treatment discontinuation
occurred in approximately 45% of patients treated with CYMBALTA and 23% of patients taking
placebo.

The risk of withdrawal symptoms seen with SSRI’s and SNRI’s may be dependent on several factors
including the duration and dose of therapy and the rate of dose reduction. The most commonly
reported reactions are listed in section 4.8. Generally these symptoms are mild to moderate, however,
in some patients they may be severe in intensity. They usually occur within the first few days of
discontinuing treatment, but there have been very rare reports of such symptoms in patients who have
inadvertently missed a dose. Generally these symptoms are self-limiting and usually resolve within 2
weeks, though in some individuals they may be prolonged (2-3 months or more). It is therefore
advised that duloxetine should be gradually tapered when discontinuing treatment over a period of no
less than 2 weeks, according to the patient’s needs (see section 4.2).

Elderly

Data on the use of CYMBALTA 120mg in elderly patients with major depressive disorders are
limited. Therefore, caution should be exercised when treating the elderly with the maximum dosage
(see sections 4.2 and 5.2). Data on the use of CYMBALTA in elderly patients with generalised anxiety
disorder are limited.

Akathisia/psychomotor restlessness
The use of duloxetine 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.

Medicinal products containing duloxetine

Duloxetine is used under different trademarks in several indications (treatment of diabetic neuropathic
pain, major depressive episodes, generalised anxiety disorder as well as stress urinary incontinence).
The use of more than one of these products concomitantly should be avoided.

Hepatitis/increased liver enzymes

Cases of liver injury, including severe elevations of liver enzymes (>10 times upper limit of normal),
hepatitis and jaundice have been reported with duloxetine (see section 4.8). Most of them occurred
during the first months of treatment. The pattern of liver damage was predominantly hepatocellular.
Duloxetine should be used with caution in patients treated with other medicinal products associated
with hepatic injury.

Sucrose

CYMBALTA hard gastro-resistant capsules contain sucrose. Patients with rare hereditary problems of
fructose intolerance, glucose-galactose malabsorption or sucrose-isomaltase insufficiency should not
take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

CNS medicinal products: the risk of using duloxetine in combination with other CNS-active medicinal
products has not been systematically evaluated, except in the cases described in this section.
Consequently, caution is advised when CYMBALTA is taken in combination with other centrally
acting medicinal products and substances including alcohol and sedative medicinal products (e.g.
benzodiazepines, morphinomimetics, antipsychotics, phenobarbital, sedative antihistamines).

Monoamine Oxidase Inhibitors (MAOISs): due to the risk of serotonin syndrome, duloxetine should not
be used in combination with nonselective irreversible monoamine oxidase inhibitors (MAOQIs), or
within at least 14 days of discontinuing treatment with an MAOI. Based on the half-life of duloxetine,
at least 5 days should be allowed after stopping CYMBALTA before starting an MAOI (see section
4.3).

For selective, reversible MAOIs, like moclobemide, the risk of serotonin syndrome is lower. However,
the concomitant use of CYMBALTA with selective, reversible MAOISs is not recommended (see
section 4.4).

Serotonin syndrome: in rare cases, serotonin syndrome has been reported in patients using SSRIs (e.g.
paroxetine, fluoxetine) concomitantly with serotonergic medicinal products. Caution is advisable if
CYMBALTA is used concomitantly with serotonergic antidepressants like SSRIs, tricyclics like
clomipramine or amitriptyline, St John’s wort (Hypericum perforatum), venlafaxine or triptans,
tramadol, pethidine and tryptophan.

Effect of duloxetine on other medicinal products

Medicinal products metabolised by CYP1A2: The pharmacokinetics of theophylline, a CYP1A2
substrate, were not significantly affected by co-administration with duloxetine (60 mg twice daily).
Medicinal products metabolised by CYP2D6: Duloxetine is a moderate inhibitor of CYP2D6. When
duloxetine was administered at a dose of 60 mg twice daily with a single dose of desipramine, a
CYP2D6 substrate, the AUC of desipramine increased 3-fold. The co-administration of duloxetine (40
mg twice daily) increases steady state AUC of tolterodine (2 mg twice daily) by 71 %, but does not
affect the pharmacokinetics of its active 5-hydroxyl metabolite and no dosage adjustment is
recommended. Caution is advised if CYMBALTA is co-administered with medicinal products that are
predominantly metabolised by CYP2D6 (risperidone, tricyclic antidepressants [TCAs] such as
nortriptyline, amitriptyline, and imipramine) particularly if they have a narrow therapeutic index (such
as flecainide, propafenone and metoprolol).



Oral contraceptives and other steroidal agents: results of in vitro studies demonstrate that duloxetine
does not induce the catalytic activity of CYP3A. Specific in vivo drug interaction studies have not
been performed.

Anticoagulants and antiplatelet agents: Caution should be exercised when duloxetine is combined
with oral anticoagulants or antiplatelet agents due to a potential increased risk of bleeding attributable
to a pharmacodynamic interaction. Furthermore, increases in INR values have been reported when
duloxetine was co-administered to patients treated with warfarin. However, concomitant
administration of duloxetine with warfarin under steady state conditions, in healthy volunteers, as part
of a clinical pharmacology study, did not result in a clinically significant change in INR from baseline
or in the pharmacokinetics of R- or S-warfarin.

Effects of other medicinal products on duloxetine

Antacids and H2 antagonists: co-administration of duloxetine with aluminium- and magnesium-
containing antacids or duloxetine with famotidine had no significant effect on the rate or extent of
duloxetine absorption after administration of a 40 mg oral dose.

Inhibitors of CYP 1A2: because CYP1A2 is involved in duloxetine metabolism, concomitant use of
duloxetine with potent inhibitors of CYP1AZ2 is likely to result in higher concentrations of duloxetine.
Fluvoxamine (100 mg once daily), a potent inhibitor of CYP1A2, decreased the apparent plasma
clearance of duloxetine by about 77% and increased AUC,; 6-fold. Therefore CYMBALTA should
not be administered in combination with potent inhibitors of CYP1A2 like fluvoxamine (see section
4.3).

Inducers of CYP1A2: Population pharmacokinetic analyses have shown that smokers have almost 50%
lower plasma concentrations of duloxetine compared with non-smokers.

4.6 Pregnancy and lactation

Pregnancy

There are no adequate data on the use of duloxetine in pregnant women. Studies in animals have
shown reproductive toxicity at systemic exposure levels (AUC) of duloxetine lower than the maximum
clinical exposure (see section 5.3).

The potential risk for humans is unknown. As with other serotonergic medicinal products,
discontinuation symptoms may occur in the neonate after maternal duloxetine use near term.
CYMBALTA should be used in pregnancy only if the potential benefit justifies the potential risk to
the foetus. Women should be advised to notify their physician if they become pregnant, or intend to
become pregnant, during therapy.

Breast feeding

Duloxetine is very weakly excreted into human milk based on a study of 6 lactating patients, who did
not breast feed their children. The estimated daily infant dose on a mg/kg basis is approximately
0.14% of the maternal dose (see section 5.2). As the safety of duloxetine in infants is not known, the
use of CYMBALTA while breast-feeding is not recommended.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. CYMBALTA
may be associated with sedation and dizziness. Patients should be instructed that if they experience
sedation or dizziness they should avoid potentially hazardous tasks such as driving or operating
machinery.

4.8 Undesirable effects

Table 1 gives the adverse reactions observed from spontaneous reporting and in placebo-controlled
clinical trials (comprising a total of 6828 patients, 4199 on duloxetine and 2629 on placebo) in
depression, generalized anxiety disorder and diabetic neuropathic pain.
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The most commonly reported adverse reactions in patients treated with CYMBALTA were nausea,
headache, dry mouth, somnolence, and dizziness. However, the majority of common adverse reactions
were mild to moderate, they usually started early in therapy, and most tended to subside even as
therapy was continued.

Table 1: Adverse reactions
Frequency estimate: Very common (=1/10), common (=1/100 to <1/10), uncommon (=1/1,000 to
<1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot be estimated from the

available data).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Very common Common Uncommon Rare Very Rare Frequency
not known
Infections and infestations
| | Laryngitis |
Immune system disorders
Anaphylactic
reaction
Hyper-
sensitivity
disorder
Endocrine disorders
Hypo-
thyroidism
Metabolism and Nutrition Disorders
Decreased Hyperglycemi | Dehydration SIADH
Appetite a (reported Hyponatremia
especially in
diabetic
patients)
Psychiatric Disorders
Insomnia Sleep disorder | Mania Suicidal
Agitation Bruxism Hallucinations ideation
Libido Disorientation | Aggression Suicidal’
decreased Apathy and anger” behaviour
Anxiety
Orgasm
abnormal
Abnormal
dreams
Nervous System Disorders
Headache Tremor Myoclonus Convulsion' Serotonin
(14.3%) Paraesthesia Nervousness syndrome
Somnolence Disturbance in Extra-
(10.7%) attention pyramidal
Dizziness Lethargy symptoms
(10.2%) Dysgeusia Akathisia
Dyskinesia Psychomotor
Restless legs restlessness
syndrome
Poor quality
sleep




Very common Common Uncommon Rare Very Rare Frequency
not known
Eye Disorders
Blurred vision | Mydriasis Glaucoma
Visual
disturbance
Ear and Labyrinth Disorders
Tinnitus' Vertigo
Ear pain
Cardiac Disorders
Palpitations Tachycardia
Supra-
ventricular
arrhythmia,
mainly atrial
fibrillation
Vascular Disorders
Flushing Blood pressure Hypertension
increase Hypertensive
Peripheral crisis
coldness
Orthostatic
hypotension”
Syncope®
Respiratory, thoracic and mediastinal disorders
Yawning Throat
tightness
Epistaxis
Gastrointestinal Disorders
Nausea Constipation Gastroenteritis | Stomatitis Gastrointesti
(24.3%) Diarrhoea Eructation Breath odour nal
Dry mouth Vomiting Gastritis Haematochezi haemorrhage
(12.8%) Dyspepsia a
Flatulence
Hepato-biliary disorders
Elevated liver Jaundice
enzymes Hepatic
(ALT, AST, failure
alkaline
phosphatase)
Hepatitis®
Acute liver
injury
Skin and Subcutaneous Tissue Disorders
Sweating Night sweats Angio-
increased Urticaria neurotic
Rash Dermatitis oedema
contact Stevens-
Cold sweat Johnson
Photo- Syndrome
sensitivity
reactions

Increased




Very common

Common

Uncommon

Rare

Very Rare

Frequency
not known

tendency to
bruise

Muscoloskeletal

and connective ti

ssue disorders

Musculo-
skeletal pain
Muscle
tightness
Muscle spasm

Muscle
twitching

Trismus

Renal and Urinary Disorders

Urinary
Retention
Dysuria
Urinary
hesitation
Nocturia
Polyuria
Urine flow
decreased

Urine odour
abnormal

Reproductive Sy

stem and Breast Disorders

Erectile
dysfunction

Ejaculation
disorder
Ejaculation
delayed
Sexual
dysfunction
Gynaecologica
| haemorrhage

Menopausal
symptoms

General Disorders and Administration Site Conditions

Fatigue
Abdominal
pain

Feeling
abnormal
Feeling cold
Thirst

Chills
Malaise
Feeling hot
Gait
disturbance

Chest pain

Investigations

Weight
decrease

Weight
increase
Creatine
phosphokinase
increased

Blood
cholesterol
increased

" Cases of convulsion and cases of tinnitus have also been reported after treatment discontinuation.
? Cases of orthostatic hypotension and syncope have been reported especially at the initiation of

treatment.
3 See section 4.4

* Cases of aggression and anger have been reported particularly early in treatment of after treatment

discontinuation.




> Cases of suicidal ideation and suicidal behaviours have been reported during duloxetine therapy or
early after treatment discontinuation (see section 4.4)

Discontinuation of duloxetine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraesthesia), sleep disturbances (including insomnia and
intense dreams), fatigue, agitation or anxiety, nausea and/or vomiting, tremor, headache, irritability,
diarrhoea, hyperhydrosis and vertigo are the most commonly reported reactions.

Generally, for SSRIs and SNRIs, these events are mild to moderate and self-limiting, however, in
some patients they may be severe and/or prolonged. It is therefore advised that when duloxetine
treatment is no longer required, gradual discontinuation by dose tapering should be carried out (see
sections 4.2 and 4.4).

In the 12 week acute phase of three clinical trials of duloxetine in patients with diabetic neuropathic
pain, small but statistically significant increases in fasting blood glucose were observed in duloxetine-
treated patients. HbAlc was stable in both duloxetine-treated and placebo-treated patients. In the
extension phase of these studies, which lasted up to 52 weeks, there was an increase in HbAlc in both
the duloxetine and routine care groups, but the mean increase was 0.3% greater in the duloxetine-
treated group. There was also a small increase in fasting blood glucose and in total cholesterol in
duloxetine-treated patients while those laboratory tests showed a slight decrease in the routine care

group.

The heart rate-corrected QT interval in duloxetine-treated patients did not differ from that seen in
placebo-treated patients. No clinically significant differences were observed for QT, PR, QRS, or
QTcB measurements between duloxetine-treated and placebo-treated patients.

4.9 Overdose

Cases of overdoses, alone or in combination with other medicinal products, with duloxetine doses of
5400 mg were reported. Some fatalities have occurred, primarily with mixed overdoses, but also with
duloxetine alone at a dose of approximately 1000 mg. Signs and symptoms of overdose (duloxetine
alone or in combination with other medicinal products) included somnolence, coma, serotonin
syndrome, seizures, vomiting and tachycardia.

No specific antidote is known for duloxetine but if serotonin syndrome ensues, specific treatment
(such as with cyproheptadine and/or temperature control) may be considered. A free airway should be
established. Monitoring of cardiac and vital signs is recommended, along with appropriate
symptomatic and supportive measures. Gastric lavage may be indicated if performed soon after
ingestion or in symptomatic patients. Activated charcoal may be useful in limiting absorption.
Duloxetine has a large volume of distribution and forced diuresis, haemoperfusion, and exchange
perfusion are unlikely to be beneficial.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antidepressants. ATC code: NO6AX21.

Duloxetine is a combined serotonin (5-HT) and noradrenaline (NA) reuptake inhibitor. It weakly
inhibits dopamine reuptake with no significant affinity for histaminergic, dopaminergic, cholinergic
and adrenergic receptors. Duloxetine dose-dependently increases extracellular levels of serotonin and
noradrenaline in various brain areas of animals.

Duloxetine normalised pain thresholds in several preclinical models of neuropathic and inflammatory
pain and attenuated pain behaviour in a model of persistent pain. The pain inhibitory action of
duloxetine is believed to be a result of potentiation of descending inhibitory pain pathways within the
central nervous system.
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Major Depressive Episodes:

CYMBALTA was studied in a clinical programme involving 3,158 patients (1,285 patient-years of
exposure) meeting DSM-IV criteria for major depression. The efficacy of CYMBALTA at the
recommended dose of 60 mg once a day was demonstrated in three out of three randomised, double-
blind, placebo-controlled, fixed dose acute studies in adult outpatients with major depressive disorder.
Overall, CYMBALTA'’s efficacy has been demonstrated at daily doses between 60 and 120 mg in a
total of five out of seven randomised, double-blind, placebo-controlled, fixed dose acute studies in
adult outpatients with major depressive disorder.

CYMBALTA demonstrated statistical superiority over placebo as measured by improvement in the
17-item Hamilton Depression Rating Scale (HAM-D) total score (including both the emotional and
somatic symptoms of depression). Response and remission rates were also statistically significantly
higher with CYMBALTA compared with placebo. Only a small proportion of patients included in
pivotal clinical trials had severe depression (baseline HAM-D>25).

In a relapse prevention study, patients responding to 12-weeks of acute treatment with open-label
CYMBALTA 60 mg once daily were randomised to either CYMBALTA 60 mg once daily or placebo
for a further 6-months. CYMBALTA 60 mg once daily demonstrated a statistically significant
superiority compared to placebo (p=0.004) on the primary outcome measure, the prevention of
depressive relapse, as measured by time to relapse. The incidence of relapse during the 6-months
double-blind follow-up period was 17% and 29% for duloxetine and placebo, respectively.

The effect of CYMBALTA 60 mg once a day in elderly depressed patients (=65 years) was
specifically examined in a study that showed a statistically significative difference in the reduction of
the HAMDI17 score for duloxetine-treated patients compared to placebo. Tolerability of CYMBALTA
60 mg once day in elderly patients was comparable to that seen in the younger adults. However, data
on elderly patients exposed to the maximum dose (120mg per day) are limited and thus, caution is
recommended when treating this population.

Generalised Anxiety Disorder

CYMBALTA demonstrated statistically significant superiority over placebo in five out of five studies
including four randomised, double-blind, placebo-controlled acute studies and a relapse prevention
study in adult patients with generalised anxiety disorder.

CYMBALTA demonstrated statistically significant superiority over placebo as measured by
improvement in the Hamilton Anxiety Scale (HAM-A) total score and by the Sheehan Disability Scale
(SDS) global functional impairment score. Response and remission rates were also higher with
CYMBALTA compared to placebo. CYMBALTA showed comparable efficacy results to venlafaxine
in terms of improvements on the HAM-A total score.

In a relapse prevention study, patients responding to 6 months of acute treatment with open-label
CYMBALTA were randomised to either CYMBALTA or placebo for further 6-months. CYMBALTA
60 mg to 120 mg once daily demonstrated statistically significant superiority compared to placebo
(p<0.001) on the prevention of relapse, as measured by time to relapse. The incidence of relapse
during the 6-months double-blind follow-up period was 14% for CYMBALTA and 42% for placebo.

Diabetic Peripheral Neuropathic Pain:

The efficacy of CYMBALTA as a treatment for diabetic neuropathic pain was established in 2
randomised, 12-week, double-blind, placebo-controlled, fixed dose studies in adults (22 to 88 years)
having diabetic neuropathic pain for at least 6 months. Patients meeting diagnostic criteria for major
depressive disorder were excluded from these trials. The primary outcome measure was the weekly
mean of 24-hour average pain, which was collected in a daily diary by patients on an 11-point Likert
scale.

In both studies, CYMBALTA 60 mg once daily and 60 mg twice daily significantly reduced pain
compared with placebo. The effect in some patients was apparent in the first week of treatment. The
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difference in mean improvement between the two active treatment arms was not significant. At least
30% reported pain reduction was recorded in approximately 65% of duloxetine treated patients versus
40% for placebo. The corresponding figures for at least 50% pain reduction were 50% and 26%
respectively. Clinical response rates (50% or greater improvement in pain) were analysed according to
whether or not the patient experienced somnolence during treatment. For patients not experiencing
somnolence, clinical response was observed in 47% of patients receiving duloxetine and 27% patients
on placebo. Clinical response rates in patients experiencing somnolence were 60% on duloxetine and
30% on placebo. Patients not demonstrating a pain reduction of 30% within 60 days of treatment were
unlikely to reach this level during further treatment.

In an open label long-term uncontrolled study, the pain reduction in patients responding to 8-weeks of
acute treatment of CYMBALTA 60 mg once daily was maintained for a further 6-months as measured
by change on the Brief Pain Inventory (BPI) 24-hour average pain item.

5.2 Pharmacokinetic properties

Duloxetine is administered as a single enantiomer. Duloxetine is extensively metabolised by oxidative
enzymes (CYP1A2 and the polymorphic CYP2D6), followed by conjugation. The pharmacokinetics
of duloxetine demonstrate large intersubject variability (generally 50-60%), partly due to gender, age,
smoking status and CYP2D6 metaboliser status.

Absorption: Duloxetine is well absorbed after oral administration with a C,,,x occurring 6 hours post
dose. The absolute oral bioavailability of duloxetine ranged from 32% to 80% (mean of 50%). Food
delays the time to reach the peak concentration from 6 to 10 hours and it marginally decreases the
extent of absorption (approximately 11 %). These changes do not have any clinical significance.

Distribution: Duloxetine is approximately 96% bound to human plasma proteins. Duloxetine binds to
both albumin and alpha-1 acid glycoprotein. Protein binding is not affected by renal or hepatic
impairment.

Biotransformation: Duloxetine is extensively metabolised and the metabolites are excreted principally
in urine. Both cytochromes P450-2D6 and 1A2 catalyse the formation of the two major metabolites
glucuronide conjugate of 4-hydroxy duloxetine and sulphate conjugate of 5-hydroxy 6-methoxy
duloxetine. Based upon in vitro studies, the circulating metabolites of duloxetine are considered
pharmacologically inactive. The pharmacokinetics of duloxetine in patients who are poor metabolisers
with respect to CYP2D6 has not been specifically investigated. Limited data suggest that the plasma
levels of duloxetine are higher in these patients.

Elimination: The elimination half-life of duloxetine ranges from 8 to 17 hours (mean of 12 hours).
After an intravenous dose the plasma clearance of duloxetine ranges from 22 l/hr to 46 I/hr (mean of
36 I/hr). After an oral dose the apparent plasma clearance of duloxetine ranges from 33 to 261 I/hr
(mean 101 1/hr).

Special populations:

Gender: pharmacokinetic differences have been identified between males and females (apparent
plasma clearance is approximately 50% lower in females). Based upon the overlap in the range of
clearance, gender-based pharmacokinetic differences do not justify the recommendation for using a
lower dose for female patients.

Age: pharmacokinetic differences have been identified between younger and elderly females (=65
years) (AUC increases by about 25% and half-life is about 25% longer in the elderly), although the
magnitude of these changes is not sufficient to justify adjustments to the dose. As a general
recommendation, caution should be exercised when treating the elderly (see sections 4.2 and 4.4).

Renal impairment: end stage renal disease (ESRD) patients receiving dialysis had 2-fold higher
duloxetine Cy,.x and AUC values compared with healthy subjects. Pharmacokinetic data on duloxetine
is limited in patients with mild or moderate renal impairment.
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Hepatic impairment: moderate liver disease (Child Pugh Class B) affected the pharmacokinetics of
duloxetine. Compared with healthy subjects, the apparent plasma clearance of duloxetine was 79%
lower, the apparent terminal half-life was 2.3 times longer, and the AUC was 3.7 times higher in
patients with moderate liver disease. The pharmacokinetics of duloxetine and its metabolites have not
been studied in patients with mild or severe hepatic insufficiency.

Breast-feeding mothers: The disposition of duloxetine was studied in 6 lactating women who were at
least 12-weeks postpartum. Duloxetine is detected in breast milk, and steady-state concentrations in
breast milk are about one-fourth those in plasma. The amount of duloxetine in breast milk is
approximately 7 pg/day while on 40 mg twice daily dosing. Lactation did not influence duloxetine
pharmacokinetics.

5.3 Preclinical safety data

Duloxetine was not genotoxic in a standard battery of tests and was not carcinogenic in rats.
Multinucleated cells were seen in the liver in the absence of other histopathological changes in the rat
carcinogenicity study. The underlying mechanism and the clinical relevance are unknown. Female
mice receiving duloxetine for 2 years had an increased incidence of hepatocellular adenomas and
carcinomas at the high dose only (144 mg/kg/day), but these were considered to be secondary to
hepatic microsomal enzyme induction. The relevance of this mouse data to humans is unknown.
Female rats receiving duloxetine (45 mg/kg/day) before and during mating and early pregnancy had a
decrease in maternal food consumption and body weight, oestrous cycle disruption, decreased live
birth indices and progeny survival, and progeny growth retardation at systemic exposure levels
estimated to be at the most at maximum clinical exposure (AUC). In an embryotoxicity study in the
rabbit, a higher incidence of cardiovascular and skeletal malformations was observed at systemic
exposure levels below the maximum clinical exposure (AUC). No malformations were observed in
another study testing a higher dose of a different salt of duloxetine. In prenatal/postnatal toxicity
studies in the rat, duloxetine induced adverse behavioural effects in the offspring at exposures below
maximum clinical exposure (AUC).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:
Hypromellose.

Hypromellose acetate succinate
Sucrose

Sugar spheres

Talc

Titanium dioxide (E171)
Triethyl citrate.

Capsule shell:

30 mg:

Gelatin

Sodium lauryl sulfate
Titanium dioxide (E171)
Indigo carmine (E132)
Edible green ink

Edible green ink contains:

Black iron oxide-synthetic (E172)
Yellow iron oxide- synthetic (E172)
Propylene glycol

Shellac.
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6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Store in the original package in order to protect from moisture. Do not store above 30° C.
6.5 Nature and contents of container

Polyvinylchloride (PVC), polyethylene (PE), and polychlorotrifluoroethylene (PCTFE) blister sealed
with an aluminium foil.

CYMBALTA 30 mg is available in packs of 7, 28 and 98 capsules.
Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/296/001

EU/1/04/296/006

EU/1/04/296/009

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 17 December 2004

Date of latest renewal:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicine is available on the European Medicines Agency (EMEA) web
site: http://www.emea.europa.eu

15



1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 60 mg hard gastro-resistant capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains 60 mg of duloxetine (as hydrochloride).

Excipients: each capsule contains 17.2 mg sucrose.
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard gastro-resistant capsule.

Opaque green body, imprinted with ‘60 mg’ and an opaque blue cap, imprinted with ‘9542°,

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of major depressive episodes.
Treatment of diabetic peripheral neuropathic pain in adults.
Treatment of generalised anxiety disorder.

4.2 Posology and method of administration

Adults

Major depressive episodes:

The starting and recommended maintenance dose is 60 mg once daily with or without food. Dosages
above 60 mg once daily, up to a maximum dose of 120 mg per day have been evaluated from a safety
perspective in clinical trials. However, there is no clinical evidence suggesting that patients not
responding to the initial recommended dose may benefit from dose up-titrations.

Therapeutic response is usually seen after 2-4 weeks of treatment.
After consolidation of the antidepressive response, it is recommended to continue treatment for several
months, in order to avoid relapse.

Generalised anxiety disorder:

The recommended starting dose in patients with generalised anxiety disorder is 30 mg once daily with
or without food. In patients with insufficient response the dose should be increased to 60 mg, which is
the usual maintenance dose in most patients.

In patients with co-morbid major depressive episodes, the starting and maintenance dose is 60 mg
once daily (please see also dosing recommendation above).

Doses up to 120 mg per day have been shown to be efficacious and have been evaluated from a safety
perspective in clinical trials. In patients with insufficient response to 60 mg, escalation up to 90 mg or
120 mg may therefore be considered. Dose escalation should be based upon clinical response and
tolerability.

After consolidation of the response, it is recommended to continue treatment for several months, in
order to avoid relapse.
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Diabetic peripheral neuropathic pain:

The starting and recommended maintenance dose is 60 mg daily with or without food. Dosages above
60 mg once daily, up to a maximum dose of 120 mg per day administered in evenly divided doses,
have been evaluated from a safety perspective in clinical trials. The plasma concentration of
duloxetine displays large inter-individual variability (see 5.2). Hence, some patients that respond
insufficiently to 60 mg may benefit from a higher dose.

Response to treatment should be evaluated after 2 months. In patients with inadequate initial response,
additional response after this time is unlikely.

The therapeutic benefit should be reassessed regularly (at least every three months) (see Section 5.1).

Method of administration
For oral use.

Elderly

No dosage adjustment is recommended for elderly patients solely on the basis of age. However, as
with any medicine, caution should be exercised when treating the elderly, especially with
CYMBALTA 120 mg per day for major depressive episodes, for which data are limited (see sections
4.4 and 5.2).

Children and adolescents
Duloxetine is not recommended for use in children and adolescents due to insufficient data on safety
and efficacy (see section 4.4).

Hepatic impairment
CYMBALTA must not be used in patients with liver disease resulting in hepatic impairment (see
sections 4.3 and 5.2).

Renal impairment

No dosage adjustment is necessary for patients with mild or moderate renal dysfunction (creatinine
clearance 30 to 80 ml/min). CYMBALTA must not be used in patients with severe renal impairment
(creatinine clearance <30 ml/min; see section 4.3).

Discontinuation of treatment

Abrupt discontinuation should be avoided. When stopping treatment with CYMBALTA the dose
should be gradually reduced over a period of at least one to two weeks in order to reduce the risk of
withdrawal reactions (see sections 4.4 and 4.8).If intolerable symptoms occur following a decrease in
the dose or upon discontinuation of treatment, then resuming the previously prescribed dose may be
considered. Subsequently, the physician may continue decreasing the dose, but at a more gradual rate.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.

Concomitant use of CYMBALTA with nonselective, irreversible Monoamine Oxidase Inhibitors
(MAOISs) is contraindicated (see section 4.5).

Liver disease resulting in hepatic impairment (see section 5.2).
CYMBALTA should not be used in combination with fluvoxamine, ciprofloxacin or enoxacine (i.e.
potent CYP1A2 inhibitors) since the combination results in elevated plasma concentrations of

duloxetine (see section 4.5).

Severe renal impairment (creatinine clearance <30 ml/min) (see section 4.4).
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The initiation of treatment with CYMBALTA is contraindicated in patients with uncontrolled
hypertension that could expose patients to a potential risk of hypertensive crisis (see sections 4.4 and
4.8).

4.4 Special warnings and precautions for use

Mania and seizures
CYMBALTA should be used with caution in patients with a history of mania or a diagnosis of bipolar
disorder, and/or seizures.

Mydriasis

Mydriasis has been reported in association with duloxetine, therefore, caution should be used when
prescribing CYMBALTA to patients with increased intraocular pressure, or those at risk of acute
narrow-angle glaucoma.

Blood pressure and heart rate

Duloxetine has been associated with an increase in blood pressure and clinically significant
hypertension in some patients. This may be due to the noradrenergic effect of duloxetine. Cases of
hypertensive crisis have been reported with duloxetine, especially in patients with pre-existing
hypertension. Therefore,in patients with known hypertension and/or other cardiac disease, blood
pressure monitoring is recommended, especially during the first month of treatment. Duloxetine
should be used with caution in patients whose conditions could be compromised by an increased heart
rate or by an increase in blood pressure. Caution should also be exercised when duloxetine is used
with medicinal products that may impair its metabolism (see section 4.5). For patients who experience
a sustained increase in blood pressure while receiving duloxetine either dose reduction or gradual
discontinuation should be considered (see section 4.8). In patients with uncontrolled hypertension
duloxetine should not be initiated (see section 4.3).

Renal impairment

Increased plasma concentrations of duloxetine occur in patients with severe renal impairment on
haemodialysis (creatinine clearance <30 ml/min). For patients with severe renal impairment, see
section 4.3. See section 4.2 for information on patients with mild or moderate renal dysfunction.

Use with antidepressants
Caution should be exercised when using CYMBALTA in combination with antidepressants. In
particular the combination with selective reversible MAOIs is not recommended.

St John’s wort
Adverse reactions may be more common during concomitant use of CYMBALTA and herbal
preparations containing St John’s wort (Hypericum perforatum).

Suicide

Major Depressive Episodes and Generalised Anxiety Disorder

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.

Other psychiatric conditions for which CYMBALTA 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 disorder. The same precautions observed when treating patients with major depressive
disorder 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
thoughts prior to commencement of treatment are known to be at greater risk of suicidal thoughts or
suicidal behaviour, and should receive careful monitoring during treatment. A meta-analysis of
placebo-controlled clinical trials of antidepressant medicinal products in psychiatric disorders showed
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an increased risk of suicidal behaviour with antidepressants compared to placebo in patients less than
25 years old.

Cases of suicidal thoughts and suicidal behaviours have been reported during duloxetine therapy or
early after treatment discontinuation (see section 4.8).

Close supervision of patients and in particular those at high risk should accompany medicinal product
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.
Diabetic Peripheral Neuropathic Pain

As with other medicinal products with similar pharmacological action (antidepressants), isolated cases
of suicidal ideation and suicidal behaviours have been reported during duloxetine therapy or early
after treatment discontinuation. Concerning risk factors for suicidality in depression, see above.
Physicians should encourage patients to report any distressing thoughts or feelings at any time.

Use in children and adolescents under 18 years of age

No clinical trials have been conducted with duloxetine in paediatric populations. CYMBALTA should
not be used in the treatment of children and adolescents under the age of 18 years. Suicide-related
behaviours (suicide attempts and suicidal thoughts), and hostility (predominantly aggression,
oppositional behaviour and anger), were more frequently observed in clinical trials among children
and adolescents treated with antidepressants compared to those treated with placebo. If, based on
clinical need, a decision to treat is nevertheless taken, the patient should be carefully monitored for the
appearance of suicidal symptoms. In addition, long-term safety data in children and adolescents
concerning growth, maturation and cognitive and behavioural development are lacking.

Haemorrhage

There have been reports of bleeding abnormalities, such as ecchymoses, purpura and gastrointestinal
haemorrhage with selective serotonin reuptake inhibitors (SSRIs) and serotonin/noradrenaline
reuptake inhibitors (SNRIs). Caution is advised in patients taking anticoagulants and/or medicinal
products known to affect platelet function, and in patients with known bleeding tendencies.

Hyponatraemia

Hyponatraemia has been reported rarely, predominantly in the elderly, when administering
CYMBALTA. Caution is required in patients at increased risk for hyponatraemia; such as elderly,
cirrhotic, or dehydrated patients or patients treated with diuretics. Hyponatraemia may be due to a
syndrome of inappropriate anti-diuretic hormone secretion (STADH).

Discontinuation of treatment

Withdrawal symptoms when treatment is discontinued are common, particularly if discontinuation is
abrupt (see section 4.8). In clinical trials adverse events seen on abrupt treatment discontinuation
occurred in approximately 45% of patients treated with CYMBALTA and 23% of patients taking
placebo.

The risk of withdrawal symptoms seen with SSRI’s and SNRI’s may be dependent on several factors
including the duration and dose of therapy and the rate of dose reduction. The most commonly
reported reactions are listed in section 4.8. Generally these symptoms are mild to moderate, however,
in some patients they may be severe in intensity. They usually occur within the first few days of
discontinuing treatment, but there have been very rare reports of such symptoms in patients who have
inadvertently missed a dose. Generally these symptoms are self-limiting and usually resolve within 2
weeks, though in some individuals they may be prolonged (2-3 months or more). It is therefore
advised that duloxetine should be gradually tapered when discontinuing treatment over a period of no
less than 2 weeks, according to the patient’s needs (see section 4.2).

Elderly

Data on the use of CYMBALTA 120mg in elderly patients with major depressive disorders are
limited. Therefore, caution should be exercised when treating the elderly with the maximum dosage
(see sections 4.2 and 5.2). Data on the use of CYMBALTA in elderly patients with generalised anxiety
disorder are limited.

Akathisia/psychomotor restlessness
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The use of duloxetine 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.

Medicinal products containing duloxetine

Duloxetine is used under different trademarks in several indications (treatment of diabetic neuropathic
pain, major depressive episodes, generalised anxiety disorder as well as stress urinary incontinence).
The use of more than one of these products concomitantly should be avoided.

Hepatitis/increased liver enzymes

Cases of liver injury, including Severe elevations of liver enzymes (>10 times upper limit of normal),
hepatitis and jaundice have been reported with duloxetine (see section 4.8). Most of them occurred
during the first months of treatment. The pattern of liver damage was predominantly hepatocellular.
Duloxetine should be used with caution in patients treated with other medicinal products associated
with hepatic injury.

Sucrose

CYMBALTA hard gastro-resistant capsules contain sucrose. Patients with rare hereditary problems of
fructose intolerance, glucose-galactose malabsorption or sucrose-isomaltase insufficiency should not
take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

CNS medicinal products: the risk of using duloxetine in combination with other CNS-active medicinal
products has not been systematically evaluated, except in the cases described in this section.
Consequently, caution is advised when CYMBALTA is taken in combination with other centrally
acting medicinal products and substances including alcohol and sedative medicinal products (e.g.
benzodiazepines, morphinomimetics, antipsychotics, phenobarbital, sedative antihistamines).

Monoamine Oxidase Inhibitors (MAOIS): due to the risk of serotonin syndrome, duloxetine should not
be used in combination with nonselective irreversible monoamine oxidase inhibitors (MAOIs), or
within at least 14 days of discontinuing treatment with an MAOI. Based on the half-life of duloxetine,
at least 5 days should be allowed after stopping CYMBALTA before starting an MAOI (see section
4.3).

For selective, reversible MAOIs, like moclobemide, the risk of serotonin syndrome is lower. However,
the concomitant use of CYMBALTA with selective, reversible MAOIs is not recommended (see
section 4.4).

Serotonin syndrome: in rare cases, serotonin syndrome has been reported in patients using SSRIs (e.g.
paroxetine, fluoxetine) concomitantly with serotonergic medicinal products. Caution is advisable if
CYMBALTA is used concomitantly with serotonergic antidepressants like SSRIs, tricyclics like
clomipramine or amitriptyline, St John’s wort (Hypericum perforatum), venlafaxine or triptans,
tramadol, pethidine and tryptophan.

Effect of duloxetine on other medicinal products

Medicinal products metabolised by CYP1A2: The pharmacokinetics of theophylline, a CYP1A2
substrate, were not significantly affected by co-administration with duloxetine (60 mg twice daily).
Medicinal products metabolised by CYP2D6: Duloxetine is a moderate inhibitor of CYP2D6. When
duloxetine was administered at a dose of 60 mg twice daily with a single dose of desipramine, a
CYP2D6 substrate, the AUC of desipramine increased 3-fold. The co-administration of duloxetine (40
mg twice daily) increases steady state AUC of tolterodine (2 mg twice daily) by 71 %, but does not
affect the pharmacokinetics of its active 5-hydroxyl metabolite and no dosage adjustment is
recommended. Caution is advised if CYMBALTA is co-administered with medicinal products that are
predominantly metabolised by CYP2D6 (risperidone, tricyclic antidepressants [TCAs] such as
nortriptyline, amitriptyline, and imipramine) particularly if they have a narrow therapeutic index (such
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as flecainide, propafenone and metoprolol).

Oral contraceptives and other steroidal agents: results of in vitro studies demonstrate that duloxetine
does not induce the catalytic activity of CYP3A. Specific in vivo drug interaction studies have not
been performed.

Anticoagulants and antiplatelet agents: Caution should be exercised when duloxetine is combined
with oral anticoagulants or antiplatelet agents due to a potential increased risk of bleeding attributable
to a pharmacodynamic interaction. Furthermore, increases in INR values have been reported when
duloxetine was co-administered to patients treated with warfarin. However, concomitant
administration of duloxetine with warfarin under steady state conditions, in healthy volunteers, as part
of a clinical pharmacology study, did not result in a clinically significant change in INR from baseline
or in the pharmacokinetics of R- or S-warfarin.

Effects of other medicinal products on duloxetine

Antacids and H2 antagonists: co-administration of duloxetine with aluminium- and magnesium-
containing antacids or duloxetine with famotidine had no significant effect on the rate or extent of
duloxetine absorption after administration of a 40 mg oral dose.

Inhibitors of CYP 1A2: because CYP1A2 is involved in duloxetine metabolism, concomitant use of
duloxetine with potent inhibitors of CYP1A2 is likely to result in higher concentrations of duloxetine.
Fluvoxamine (100 mg once daily), a potent inhibitor of CYP1A2, decreased the apparent plasma
clearance of duloxetine by about 77% and increased AUC, 6-fold. Therefore CYMBALTA should
not be administered in combination with potent inhibitors of CYP1A2 like fluvoxamine (see section
4.3).

Inducers of CYP1A2: Population pharmacokinetic analyses have shown that smokers have almost 50%
lower plasma concentrations of duloxetine compared with non-smokers.

4.6 Pregnancy and lactation

Pregnancy

There are no adequate data on the use of duloxetine in pregnant women. Studies in animals have
shown reproductive toxicity at systemic exposure levels (AUC) of duloxetine lower than the maximum
clinical exposure (see section 5.3).

The potential risk for humans is unknown. As with other serotonergic medicinal product,
discontinuation symptoms may occur in the neonate after maternal duloxetine use near term.
CYMBALTA should be used in pregnancy only if the potential benefit justifies the potential risk to
the foetus. Women should be advised to notify their physician if they become pregnant, or intend to
become pregnant, during therapy.

Breast feeding

Duloxetine is very weakly excreted into human milk based on a study of 6 lactating patients, who did
not breast feed their children . The estimated daily infant dose on a mg/kg basis is approximately
0.14% of the maternal dose (see section 5.2). As the safety of duloxetine in infants is not known, the
use of CYMBALTA while breast-feeding is not recommended.

4.7 Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed. CYMBALTA
may be associated with sedation and dizziness. Patients should be instructed that if they experience

sedation or dizziness they should avoid potentially hazardous tasks such as driving or operating
machinery.
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4.8

Undesirable effects

Table 1 gives the adverse reactions observed from spontaneous reporting and in placebo-controlled
clinical trials (comprising a total of 6828 patients, 4199 on duloxetine and 2629 on placebo) in

depression, generalized anxiety disorder and diabetic neuropathic pain.

The most commonly reported adverse reactions in patients treated with CYMBALTA were nausea,
headache, dry mouth, somnolence, and dizziness. However, the majority of common adverse reactions
were mild to moderate, they usually started early in therapy, and most tended to subside even as
therapy was continued.

Table 1: Adverse reactions
Frequency estimate: Very common (=1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to
<1/100), rare (=1/10,000 to <1/1,000), very rare (<1/10,000), not known (cannot be estimated from the

available data).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Very common Common Uncommon Rare Very Rare Frequency
not known
Infections and infestations
| | Laryngitis |
Immune system disorders
Anaphylactic
reaction
Hyper-
sensitivity
disorder
Endocrine disorders
Hypo-
thyroidism
Metabolism and Nutrition Disorders
Decreased Hyperglycemi | Dehydration SIADH
Appetite a (reported Hyponatremia
especially in
diabetic
patients)
Psychiatric Disorders
Insomnia Sleep disorder | Mania Suicidal
Agitation Bruxism Hallucinations ideation
Libido Disorientation | Aggression Suicidal’
decreased Apathy and anger’ behaviour
Anxiety
Orgasm
abnormal
Abnormal
dreams
Nervous System Disorders
Headache Tremor Myoclonus Convulsion' Serotonin
(14.3%) Paraesthesia Nervousness syndrome
Somnolence Disturbance in Extra-
(10.7%) attention pyramidal
Dizziness Lethargy symptoms
(10.2%) Dysgeusia Akathisia
Dyskinesia Psychomotor
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Very common Common Uncommon Rare Very Rare Frequency
not known
Restless legs restlessness
syndrome
Poor quality
sleep
Eye Disorders
Blurred vision | Mydriasis Glaucoma
Visual
disturbance
Ear and Labyrinth Disorders
Tinnitus' Vertigo
Ear pain
Cardiac Disorders
Palpitations Tachycardia
Supra-
ventricular
arrhythmia,
mainly atrial
fibrillation
Vascular Disorders
Flushing Blood pressure Hypertension
increase Hypertensive
Peripheral crisis
coldness
Orthostatic
hypotension”
Syncope®
Respiratory, thoracic and mediastinal disorders
Yawning Throat
tightness
Epistaxis
Gastrointestinal Disorders
Nausea Constipation Gastroenteritis | Stomatitis Gastrointesti
(24.3%) Diarrhoea Eructation Breath odour nal
Dry mouth Vomiting Gastritis Haematochezi haemorrhage
(12.8%) Dyspepsia a
Flatulence
Hepato-biliary disorders
Elevated liver Jaundice
enzymes Hepatic
(ALT, AST, failure
alkaline
phosphatase)
Hepatitis®
Acute liver
injury
Skin and Subcutaneous Tissue Disorders
Sweating Night sweats Angio-
increased Urticaria neurotic
Rash Dermatitis oedema
contact Stevens-
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Very common

Common

Uncommon

Rare

Very Rare

Frequency
not known

Cold sweat
Photo-
sensitivity
reactions
Increased
tendency to
bruise

Johnson
Syndrome

Muscoloskeletal

and connective ti

ssue disorders

Musculo-
skeletal pain
Muscle
tightness
Muscle spasm

Muscle
twitching

Trismus

Renal and Urinary Disorders

Urinary
Retention
Dysuria
Urinary
hesitation
Nocturia
Polyuria
Urine flow
decreased

Urine odour
abnormal

Reproductive Sy

stem and Breast Disorders

Erectile
dysfunction

Ejaculation
disorder
Ejaculation
delayed
Sexual
dysfunction
Gynaecologica
| haemorrhage

Menopausal
symptoms

General Disorders and Administration Site Conditions

Fatigue
Abdominal
pain

Feeling
abnormal
Feeling cold
Thirst

Chills
Malaise
Feeling hot
Gait
disturbance

Chest pain

Investigations

Weight
decrease

Weight
increase
Creatine
phosphokinase
increased

Blood
cholesterol
increased

" Cases of convulsion and cases of tinnitus have also been reported after treatment discontinuation.
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? Cases of orthostatic hypotension and syncope have been reported especially at the initiation of
treatment.

3 See section 4.4

* Cases of aggression and anger have been reported particularly early in treatment of after treatment
discontinuation.

> Cases of suicidal ideation and suicidal behaviours have been reported during duloxetine therapy or
early after treatment discontinuation (see section 4.4)

Discontinuation of duloxetine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraesthesia), sleep disturbances (including insomnia and
intense dreams), fatigue, agitation or anxiety, nausea and/or vomiting, tremor, headache, irritability,
diarrhoea, hyperhydrosis and vertigo are the most commonly reported reactions.

Generally, for SSRIs and SNRIs, these events are mild to moderate and self-limiting, however, in
some patients they may be severe and/or prolonged. It is therefore advised that when duloxetine
treatment is no longer required, gradual discontinuation by dose tapering should be carried out (see
sections 4.2 and 4.4).

In the 12 week acute phase of three clinical trials of duloxetine in patients with diabetic neuropathic
pain, small but statistically significant increases in fasting blood glucose were observed in duloxetine-
treated patients HbA 1c was stable in both duloxetine-treated and placebo-treated patients. In the
extension phase of these studies, which lasted up to 52 weeks, there was an increase in HbAlc in both
the duloxetine and routine care groups, but the mean increase was 0.3% greater in the duloxetine-
treated group. There was also a small increase in fasting blood glucose and in total cholesterol in
duloxetine-treated patients while those laboratory tests showed a slight decrease in the routine care

group.

The heart rate-corrected QT interval in duloxetine-treated patients did not differ from that seen in
placebo-treated patients. No clinically significant differences were observed for QT, PR, QRS, or
QTcB measurements between duloxetine-treated and placebo-treated patients.

4.9 Overdose

Cases of overdoses, alone or in combination with other medicinal products, with duloxetine doses of
5400 mg were reported. Some fatalities have occurred, primarily with mixed overdoses, but also with
duloxetine alone at a dose of approximately 1000 mg. Signs and symptoms of overdose (duloxetine
alone or in combination with other medicinal products) included somnolence, coma, serotonin
syndrome, seizures, vomiting and tachycardia.

No specific antidote is known for duloxetine but if serotonin syndrome ensues, specific treatment
(such as with cyproheptadine and/or temperature control) may be considered. A free airway should be
established. Monitoring of cardiac and vital signs is recommended, along with appropriate
symptomatic and supportive measures. Gastric lavage may be indicated if performed soon after
ingestion or in symptomatic patients. Activated charcoal may be useful in limiting absorption.
Duloxetine has a large volume of distribution and forced diuresis, haemoperfusion, and exchange
perfusion are unlikely to be beneficial.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other antidepressants. ATC code: NO6AX21.

Duloxetine is a combined serotonin (5-HT) and noradrenaline (NA) reuptake inhibitor. It weakly
inhibits dopamine reuptake with no significant affinity for histaminergic, dopaminergic, cholinergic

and adrenergic receptors. Duloxetine dose-dependently increases extracellular levels of serotonin and
noradrenaline in various brain areas of animals.
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Duloxetine normalised pain thresholds in several preclinical models of neuropathic and inflammatory
pain and attenuated pain behaviour in a model of persistent pain. The pain inhibitory action of
duloxetine is believed to be a result of potentiation of descending inhibitory pain pathways within the
central nervous system.

Major Depressive Episodes:

CYMBALTA was studied in a clinical programme involving 3,158 patients (1,285 patient-years of
exposure) meeting DSM-IV criteria for major depression. The efficacy of CYMBALTA at the
recommended dose of 60 mg once a day was demonstrated in three out of three randomised, double-
blind, placebo-controlled, fixed dose acute studies in adult outpatients with major depressive disorder.
Overall, CYMBALTA’s efficacy has been demonstrated at daily doses between 60 and 120 mg in a
total of five out of seven randomised, double-blind, placebo-controlled, fixed dose acute studies in
adult outpatients with major depressive disorder.

CYMBALTA demonstrated statistical superiority over placebo as measured by improvement in the
17-item Hamilton Depression Rating Scale (HAM-D) total score (including both the emotional and
somatic symptoms of depression). Response and remission rates were also statistically significantly
higher with CYMBALTA compared with placebo. Only a small proportion of patients included in
pivotal clinical trials had severe depression (baseline HAM-D>25).

In a relapse prevention study, patients responding to 12-weeks of acute treatment with open-label
CYMBALTA 60 mg once daily were randomised to either CYMBALTA 60 mg once daily or placebo
for a further 6-months. CYMBALTA 60 mg once daily demonstrated a statistically significant
superiority compared to placebo (p=0.004) on the primary outcome measure, the prevention of
depressive relapse, as measured by time to relapse. The incidence of relapse during the 6-months
double-blind follow-up period was 17% and 29% for duloxetine and placebo, respectively.

The effect of CYMBALTA 60 mg once a day in elderly depressed patients (=65 years) was
specifically examined in a study that showed a statistically significative difference in the reduction of
the HAMD17 score for duloxetine-treated patients compared to placebo. Tolerability of CYMBALTA
60 mg once day in elderly patients was comparable to that seen in the younger adults. However, data
on elderly patients exposed to the maximum dose (120mg per day) are limited and thus, caution is
recommended when treating this population.

Generalised Anxiety Disorder

CYMBALTA demonstrated statistically significant superiority over placebo in five out of five studies
including four randomised, double-blind, placebo-controlled acute studies and a relapse prevention
study in adult patients with generalised anxiety disorder.

CYMBALTA demonstrated statistically significant superiority over placebo as measured by
improvement in the Hamilton Anxiety Scale (HAM-A) total score and by the Sheehan Disability Scale
(SDS) global functional impairment score. Response and remission rates were also higher with
CYMBALTA compared to placebo. CYMBALTA showed comparable efficacy results to venlafaxine
in terms of improvements on the HAM-A total score.

In a relapse prevention study, patients responding to 6 months of acute treatment with open-label
CYMBALTA were randomised to either CYMBALTA or placebo for further 6-months. CYMBALTA
60 mg to 120 mg once daily demonstrated statistically significant superiority compared to placebo
(p<0.001) on the prevention of relapse, as measured by time to relapse. The incidence of relapse
during the 6-months double-blind follow-up period was 14% for CYMBALTA and 42% for placebo.

Diabetic Peripheral Neuropathic Pain:

The efficacy of CYMBALTA as a treatment for diabetic neuropathic pain was established in 2
randomised, 12-week, double-blind, placebo-controlled, fixed dose studies in adults (22 to 88 years)
having diabetic neuropathic pain for at least 6 months. Patients meeting diagnostic criteria for major
depressive disorder were excluded from these trials. The primary outcome measure was the weekly
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mean of 24-hour average pain, which was collected in a daily diary by patients on an 11-point Likert
scale.

In both studies, CYMBALTA 60 mg once daily and 60 mg twice daily significantly reduced pain
compared with placebo. The effect in some patients was apparent in the first week of treatment. The
difference in mean improvement between the two active treatment arms was not significant. At least
30% reported pain reduction was recorded in approximately 65% of duloxetine treated patients versus
40% for placebo. The corresponding figures for at least 50% pain reduction were 50% and 26%
respectively. Clinical response rates (50% or greater improvement in pain) were analysed according to
whether or not the patient experienced somnolence during treatment. For patients not experiencing
somnolence, clinical response was observed in 47% of patients receiving duloxetine and 27% patients
on placebo. Clinical response rates in patients experiencing somnolence were 60% on duloxetine and
30% on placebo. Patients not demonstrating a pain reduction of 30% within 60 days of treatment were
unlikely to reach this level during further treatment.

In an open label long-term uncontrolled study, the pain reduction in patients responding to 8-weeks of
acute treatment of CYMBALTA 60 mg once daily was maintained for a further 6-months as measured
by change on the Brief Pain Inventory (BPI) 24-hour average pain item.

5.2 Pharmacokinetic properties

Duloxetine is administered as a single enantiomer. Duloxetine is extensively metabolised by oxidative
enzymes (CYP1A2 and the polymorphic CYP2D6), followed by conjugation. The pharmacokinetics
of duloxetine demonstrate large intersubject variability (generally 50-60%), partly due to gender, age,
smoking status and CYP2D6 metaboliser status.

Absorption: Duloxetine is well absorbed after oral administration with a Cy,,x occurring 6 hours post
dose. The absolute oral bioavailability of duloxetine ranged from 32% to 80% (mean of 50%). Food
delays the time to reach the peak concentration from 6 to 10 hours and it marginally decreases the
extent of absorption (approximately 11 %). These changes do not have any clinical significance.

Distribution: Duloxetine is approximately 96% bound to human plasma proteins. Duloxetine binds to
both albumin and alpha-1 acid glycoprotein. Protein binding is not affected by renal or hepatic
impairment.

Biotransformation: Duloxetine is extensively metabolised and the metabolites are excreted principally
in urine. Both cytochromes P450-2D6 and 1A2 catalyse the formation of the two major metabolites
glucuronide conjugate of 4-hydroxy duloxetine and sulphate conjugate of 5-hydroxy 6-methoxy
duloxetine. Based upon in vitro studies, the circulating metabolites of duloxetine are considered
pharmacologically inactive. The pharmacokinetics of duloxetine in patients who are poor metabolisers
with respect to CYP2D6 has not been specifically investigated. Limited data suggest that the plasma
levels of duloxetine are higher in these patients.

Elimination: The elimination half-life of duloxetine ranges from 8 to 17 hours (mean of 12 hours).
After an intravenous dose the plasma clearance of duloxetine ranges from 22 l/hr to 46 I/hr (mean of
36 I/hr). After an oral dose the apparent plasma clearance of duloxetine ranges from 33 to 261 I/hr
(mean 101 1/hr).

Special populations:

Gender: pharmacokinetic differences have been identified between males and females (apparent
plasma clearance is approximately 50% lower in females). Based upon the overlap in the range of
clearance, gender-based pharmacokinetic differences do not justify the recommendation for using a
lower dose for female patients.

Age: pharmacokinetic differences have been identified between younger and elderly females (=65
years) (AUC increases by about 25% and half-life is about 25% longer in the elderly), although the
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magnitude of these changes is not sufficient to justify adjustments to the dose. As a general
recommendation, caution should be exercised when treating the elderly (see sections 4.2 and 4.4).

Renal impairment: end stage renal disease (ESRD) patients receiving dialysis had 2-fold higher
duloxetine C,,,x and AUC values compared with healthy subjects. Pharmacokinetic data on duloxetine
is limited in patients with mild or moderate renal impairment.

Hepatic impairment: moderate liver disease (Child Pugh Class B) affected the pharmacokinetics of
duloxetine. Compared with healthy subjects, the apparent plasma clearance of duloxetine was 79%
lower, the apparent terminal half-life was 2.3 times longer, and the AUC was 3.7 times higher in
patients with moderate liver disease. The pharmacokinetics of duloxetine and its metabolites have not
been studied in patients with mild or severe hepatic insufficiency.

Breast-feeding mothers: The disposition of duloxetine was studied in 6 lactating women who were at
least 12-weeks postpartum. Duloxetine is detected in breast milk, and steady-state concentrations in
breast milk are about one-fourth those in plasma. The amount of duloxetine in breast milk is
approximately 7 pg/day while on 40 mg twice daily dosing. Lactation did not influence duloxetine
pharmacokinetics.

5.3  Preclinical safety data

Duloxetine was not genotoxic in a standard battery of tests and was not carcinogenic in rats.
Multinucleated cells were seen in the liver in the absence of other histopathological changes in the rat
carcinogenicity study. The underlying mechanism and the clinical relevance are unknown. Female
mice receiving duloxetine for 2 years had an increased incidence of hepatocellular adenomas and
carcinomas at the high dose only (144 mg/kg/day), but these were considered to be secondary to
hepatic microsomal enzyme induction. The relevance of this mouse data to humans is unknown.
Female rats receiving duloxetine (45 mg/kg/day) before and during mating and early pregnancy had a
decrease in maternal food consumption and body weight, oestrous cycle disruption, decreased live
birth indices and progeny survival, and progeny growth retardation at systemic exposure levels
estimated to be at the most at maximum clinical exposure (AUC). In an embryotoxicity study in the
rabbit, a higher incidence of cardiovascular and skeletal malformations was observed at systemic
exposure levels below the maximum clinical exposure (AUC). No malformations were observed in
another study testing a higher dose of a different salt of duloxetine. In prenatal/postnatal toxicity
studies in the rat, duloxetine induced adverse behavioural effects in the offspring at exposures below
maximum clinical exposure (AUC).

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:
Hypromellose.

Hypromellose acetate succinate
Sucrose

Sugar spheres

Talc

Titanium dioxide (E171)
Triethyl citrate.

Capsule shell:

60 mg:

Gelatin

Sodium lauryl sulfate
Titanium dioxide (E171)
Indigo carmine (E132)
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Yellow iron oxide (E172)
Edible white ink

Edible white ink contains:

Titanium dioxide (E171)

Propylene glycol

Shellac

Povidone.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage
Store in the original package in order to protect from moisture. Do not store above 30° C.

6.5 Nature and contents of container

Polyvinylchloride (PVC), polyethylene (PE), and polychlorotrifluoroethylene (PCTFE) blister sealed
with an aluminium foil.

CYMBALTA 60 mg is available in packs of 28, 56, 84, 98, 100 (Each pack contains 5 cartons of 20
capsules) and 500 capsules (Each pack contains 25 cartons of 20 capsules).

Not all pack sizes may be marketed.
6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA Houten, The Netherlands.

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/296/002
EU/1/04/296/003
EU/1/04/296/004
EU/1/04/296/005
EU/1/04/296/007
EU/1/04/296/008

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 17 December 2004
Date of latest renewal:
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicine is available on the European Medicines Agency (EMEA) web
site: http://www.emea.europa.cu
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ANNEX IT

A. MANUFACTURING AUTHORISATION HOLDER(S)
RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OF THE MARKETING AUTHORISATION
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A MANUFACTURING AUTHORISATION HOLDER(S) RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer(s) responsible for batch release

Lilly S.A.

Avda. de la Industria N° 30,
28108 Alcobendas

Madrid

Spain

B CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription

. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
o OTHER CONDITIONS

Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, as described in version 2.3 dated
September 2008 presented in Module 1.8.1. of the Marketing Authorisation Application, is in place
and functioning before and whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version 05 of the Risk Management Plan (RMP) presented in
Module 1.8.2. of the Marketing Authorisation Application and any subsequent updates of the RMP
agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, any
updated RMP should be submitted at the same time as the following Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted

o When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

. Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached

. At the request of the EMEA

PSURs
PSURs will have to be submitted with a 1-year frequency, until otherwise specified by the CHMP.
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ANNEX ITI

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTONS FOR 30 MG HARD GASTRO-RESISTANT CAPSULES

| 1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 30 mg, hard gastro-resistant capsules.
Duloxetine

[2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 30 mg of duloxetine as hydrochloride

| 3. LIST OF EXCIPIENTS

Contains sucrose
See leaflet for further information

| 4. PHARMACEUTICAL FORM AND CONTENTS

7 hard gastro-resistant capsules
28 hard gastro-resistant capsules
98 hard gastro-resistant capsules

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from moisture. Do not store above 30°C
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA, Houten, The Netherlands.

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/296/001
EU/1/04/296/006
EU/1/04/296/009

| 13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

[ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

CYMBALTA 30 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS
30 mg hard gastro-resistant capsules

| 1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 30 mg hard gastro-resistant capsules
Duloxetine

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTONS FOR 60 MG HARD GASTRO-RESISTANT CAPSULES

| 1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 60 mg hard gastro-resistant capsules.
Duloxetine

[2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each capsule contains 60 mg of duloxetine as hydrochloride

| 3. LIST OF EXCIPIENTS

Contains sucrose
See leaflet for further information

| 4. PHARMACEUTICAL FORM AND CONTENTS

28, hard gastro-resistant capsules

84, hard gastro-resistant capsules

98, hard gastro-resistant capsules

56, hard gastro-resistant capsules

500, hard gastro-resistant capsules (25 cartons of 20 capsules).
100, hard gastro-resistant capsules (5 cartons of 20 capsules)

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

| 9. SPECIAL STORAGE CONDITIONS

Store in the original package in order to protect from moisture. Do not store above 30°C
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Eli Lilly Nederland BV, Grootslag 1-5, NL-3991 RA, Houten, The Netherlands.

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/296/002 (28 capsules)
EU/1/04/296/003 (84 capsules)
EU/1/04/296/004 (98 capsules)
EU/1/04/296/005 (56 capsules)
EU/1/04/296/007 (500 capsules)
EU/1/04/296/008 (100 capsules)

| 13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

CYMBALTA 60 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS
60 mg hard gastro-resistant capsules

| 1. NAME OF THE MEDICINAL PRODUCT

CYMBALTA 60 mg hard gastro-resistant capsules
Duloxetine

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Lilly

| 3. EXPIRY DATE

EXP

| 4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER

CYMBALTA 30 mg hard gastro-resistant capsules
CYMBALTA 60 mg hard gastro-resistant capsules
Duloxetine (as hydrochloride)

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again

- If you have any further questions, ask your doctor or pharmacist

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist

In this leaflet:

1. What CYMBALTA is and what it is used for
2. Before you take CYMBALTA

3. How to take CYMBALTA

4, Possible side effects

5 How to store CYMBALTA

6. Further information

1. WHAT CYMBALTA IS AND WHAT IT IS USED FOR
CYMBALTA increases the levels of serotonin and noradrenaline in the nervous system.

CYMBALTA is used to treat:

. depression
J generalised anxiety disorder (chronic feeling of anxiety or nervousness)
. diabetic neuropathic pain (often described as burning, stabbing, stinging, shooting or aching or

like an electric shock. There may be loss of feeling in the affected area, or sensations such as
touch, heat, cold or pressure may cause pain)

Your doctor may continue to give you CYMBALTA when you are feeling better to prevent your
depression or anxiety from returning.

2. BEFORE YOU TAKE CYMBALTA

DO NOT take CYMBALTA if you:

- are allergic (hypersensitive) to duloxetine or any of the other ingredients of CYMBALTA

- have liver disease

- have severe kidney disease

- are taking or have recently taken within the last 14 days, another antidepressant medicine called a
monoamine oxidase inhibitor (MAOI) (see also below in section: ‘Taking other medicines’)

- are taking fluvoxamine which is usually used to treat depression, ciprofloxacin or enoxacine
which are used to treat some infections

- are taking other medicines containing duloxetine

Talk to your doctor if you have high blood pressure or heart disease. Your doctor will tell you if you

should be taking CYMBALTA.

Take special care with CYMBALTA

The following are reasons why CYMBALTA may not be suitable for you. Talk to your doctor before
you take the medicine if you:

- are taking other medicines to treat depression (see ‘Taking other medicines’)
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- are taking St. John’s Wort, a herbal treatment (Hypericum perforatum)

- have kidney disease

- have had seizures (fits)

- have had mania

- suffer from bipolar disorder

- have eye problems, such as certain kinds of glaucoma (increased pressure in the eye)
- have a history of bleeding disorders (tendency to develop bruises)

- are at risk of low sodium levels

- are currently being treated with another medicine which may cause liver damage

- are taking other medicines containing duloxetine

CYMBALTA may cause a sensation of restlessness or an inability to sit or stand still. You should tell
your doctor if this happens to you.

Thoughts of suicide and worsening of your depression or anxiety disorder

If you are depressed and/or have anxiety disorders you can sometimes have thoughts of harming or

killing yourself. These may be increased when first starting antidepressants, since these medicines all

take time to work, usually about two weeks but sometimes longer.

You may be more likely to think like this if you:

- have previously had thoughts about killing or harming yourself

- are a young adult. Information from clinical trials has shown an increased risk of suicidal
behaviour in adults aged less than 25 years with psychiatric conditions who were treated with an
antidepressant

If you have thoughts of harming or Kkilling yourself at any time, contact your doctor or go to a

hospital straight away.

You may find it helpful to tell a relative or close friend that you are depressed or have an anxiety

disorder, and ask them to read this leaflet. You might ask them to tell you if they think your depression

or anxiety is getting worse, or if they are worried about changes in your behaviour.

Use in children and adolescents under 18 years of age

CYMBALTA should normally not be used for children and adolescents under 18 years. Also, you
should know that patients under 18 have an increased risk of side-effects such as suicide attempt,
suicidal thoughts and hostility (predominantly aggression, oppositional behaviour and anger) when
they take this class of medicines. Despite this, your doctor may prescribe CYMBALTA for patients
under 18 because he/she decides that this is in their best interests. If your doctor has prescribed
CYMBALTA for a patient under 18 and you want to discuss this, please go back to your doctor. You
should inform your doctor if any of the symptoms listed above develop or worsen when patients under
18 are taking CYMBALTA. Also, the long-term safety effects concerning growth, maturation, and
cognitive and behavioural development of CYMBALTA in this age group have not yet been
demonstrated.

Taking other medicines
Please tell your doctor or pharmacist if you are taking or have recently taken any other medicines,
including medicines obtained without a prescription.
The main ingredient of CYMBALTA, duloxetine, is used in other medicines for other conditions:

e diabetic neuropathic pain, depression, anxiety and urinary incontinence
Using more than one of these medicines at the same time should be avoided. Check with your doctor if
you are already taking other medicines containing duloxetine.
Your doctor should decide whether you can take CYMBALTA with other medicines. Do not start or
stop taking any medicines, including those bought without a prescription and herbal remedies,
before checking with your doctor.

You should also tell your doctor if you are taking any of the following:

Monoamine Oxidase Inhibitors (MAOISs): You should not take CYMBALTA if you are taking, or
have recently taken within the last 14 days, another antidepressant medicine called a monoamine
oxidase inhibitor (MAOI). Taking a MAOI together with many prescription medicines, including
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CYMBALTA, can cause serious or even life-threatening side effects. You must wait at least 14 days
after you have stopped taking an MAOI before you can take CYMBALTA. Also, you need to wait at
least 5 days after you stop taking CYMBALTA before you take a MAOL.

Medicines that cause sleepiness: These include medicines prescribed by your doctor including
benzodiazepines, strong painkillers, antipsychotics, phenobarbital, antihistamines.

Medicines that increase the level of serotonin: triptans, tramadol, tryptophan, SSRIs (such as
paroxetine and fluoxetine), tricyclics (such as clomipramine, amitriptyline), pethidine, St John’s Wort
and venlafaxine. These medicines increase the risk of side effects; if you get any unusual symptom
taking any of these medicines together with CYMBALTA, you should see your doctor.

Oral anticoagulants: medicines which thin the blood. These medicines might increase the risk of
bleeding.

Taking CYMBALTA with food and drink
CYMBALTA may be taken with or without food. Care should be taken if you drink alcohol while you
are being treated with CYMBALTA.

Pregnancy and breast-feeding
Ask your doctor or pharmacist for advice before taking any medicine.
Tell your doctor if you
e become pregnant, or you are trying to become pregnant, while you are taking CYMBALTA.
You should use CYMBALTA only after discussing the potential benefits and any potential
risks to your unborn child with your doctor.
e are breast-feeding. The use of CYMBALTA while breastfeeding is not recommended. You
should ask your doctor or pharmacist for advice.

Driving and using machines
CYMBALTA may make you feel sleepy or dizzy. Do not drive or use any tools or machines until you
know how CYMBALTA affects you.

Important information about some of the ingredients of CYMBALTA
CYMBALTA contains sucrose. If you have been told by your doctor that you have an intolerance to
some sugars, contact your doctor before taking this medicinal product.

3. HOW TO TAKE CYMBALTA

Always take CYMBALTA exactly as your doctor has told you. You should check with your doctor or
pharmacist if you are not sure.

CYMBALTA starts to work in most people with depression or anxiety within two weeks of starting
treatment.
CYMBALTA starts to work in most people with diabetic neuropathic pain within 1 week of starting
treatment.

For depression and diabetic neuropathic pain:
The usual dose of CYMBALTA is one capsule (60 mg duloxetine) once a day, but your doctor will
prescribe the dose that is right for you.

For generalised anxiety disorder:

The usual starting dose of CYMBALTA is 30 mg once a day after which most patients will receive 60
mg once a day, but your doctor will prescribe the dose that is right for you. The dose may be adjusted
up to 120 mg a day based on your response to CYMBALTA.

CYMBALTA is for oral use. You should swallow your capsule whole with a drink of water.
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To help you remember to take CYMBALTA, you may find it easier to take it at the same times every
day.

Talk with your doctor about how long you should keep taking CYMBALTA. Do not stop taking
CYMBALTA without talking to your doctor.

If you take more CYMBALTA than you should

Call your doctor or pharmacist immediately if you take more than the amount of CYMBALTA
prescribed by your doctor. Symptoms of overdose include sleepiness, coma, fits, vomiting, fast heart
rate and serotonin syndrome (defined below in ‘Other possible side effects”).

If you forget to take CYMBALTA

If you miss a dose, take it as soon as you remember. However, if it is time for your next dose, skip the
missed dose and take only a single dose as usual. Do not take a double dose to make up for a forgotten
dose. Do not take more than the daily amount of CYMBALTA that has been prescribed for you in one
day.

If you stop taking CYMBALTA

DO NOT stop taking your capsules without the advice of your doctor even if you feel better. If your

doctor thinks that you no longer need CYMBALTA he or she will ask you to reduce your dose over at

least 2 weeks before stopping treatment altogether.

Some patients who stop taking CYMBALTA suddenly have had symptoms such as:

J dizziness, fatigue, tingling feelings like pins and needles, sleep disturbances (vivid dreams,
nightmares, inability to sleep), feeling restless or agitated, feeling anxious, feeling sick (nausea)
or being sick (vomiting), tremor (shakiness), headaches, feeling irritable, diarrhoea, excessive
sweating or vertigo.

These symptoms are usually not serious and disappear within a few days, but if you have symptoms

that are troublesome you should ask your doctor for advice.

If you have further questions on the use of this product, ask your doctor or pharmacist.

4. POSSIBLE SIDE EFFECTS

Like all medicines, CYMBALTA can cause side effects, although not everybody gets them. These
effects are normally mild to moderate and often disappear after a few weeks.

Very common side effects ( affects more than 1 user in 10)
J feeling sick (nausea), headache, dry mouth feeling sleepy and dizziness.

Common side effects (affects 1 to 10 users in 100)

fatigue, anxiety, feeling agitated or having abnormal dreams

tremor or numbness, including numbness or tingling of the skin
diarrhoea, constipation, being sick (vomiting), heartburn, breaking wind, stomach pain
tinnitus (perception of sound in the ear when there is no external sound)
blurred eyesight

feeling the heart pumping in the chest, flushing, increased sweating
problems getting an erection, less sex driveand abnormal orgasm
(itchy) rash

muscle pain, muscle tightness, muscle spasm

increased yawning

lack of appetite, weight loss

Uncommon side effects (affects 1 to 10 users in 1,000)
. throat inflammation
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feeling disorientated, tiredness, trouble sleeping, feeling sleepy, lack of motivation

tasting things differently than usual, disturbance in attention, stiffness, spasms and involuntary
movements of the muscles, muscle twitching, abnormal manner of walking

restless legs syndrome

poor sleep quality

burping, indigestion, gastroenteritis

vertigo, ear pain

inflammation of the liver that may cause abdominal pain

large pupils (the dark centre of the eye), visual disturbance

fast or irregular heart beat

sexual problems, including changes in ejaculation

abnormal periods, including heavy or prolonged periods

increased tendency to bruise, blisters or sensitivity to sunlight

increase in blood pressure, feeling cold in your fingers and/or toes, feeling dizzy (particularly
when standing up too quickly), night sweats, cold sweats, shivering or fainting

an increased level of sugar in the blood

need to pass more urine than normal, need to pass urine during the night, difficulty or inability
to pass urine or having an urine flow decreased

grinding of teeth, feeling hot/cold, thirst, throat tightness, nose bleeds

weight gain

Rare side effects (affects 1 to 10 users in 10,000)

decreased thyroid gland activity

allergic reactions

dehydration

mania (over activity, racing thoughts and decrease need for sleep), experiencing aggression and
anger

bad breath

increased pressure in the eye (glaucoma)

menopausal symptoms

contraction of the jaw muscle

increased level of cholesterol in the blood, low levels of sodium in the blood (the symptoms are
feeling sick and unwell with weak muscles or confused),

serious allergic reaction which causes difficulty in breathing or dizziness or hives

fits

Other possible side effects (frequency cannot be estimated from the available data)

hallucinations, suicidal thoughts, behaviour

a sensation of restlessness or an inability to sit or stand still or “Serotonin syndrome” (a rare
reaction which may cause feelings of great happiness, drowsiness, clumsiness, restlessness,
feeling of being drunk, fever, sweating or rigid muscles)

passing bright red blood in your stools, vomiting blood, or black tarry stools (faeces)

having abnormal urine odour

syndrome of inadequate secretion of anti-diuretic hormone (SIADH)

chest pain

yellow colouration of the skin (jaundice), hepatic failure, Stevens-Johnson syndrome, sudden
swelling of skin or mucosa (angioedema)

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor.
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5. HOW TO STORE CYMBALTA
Keep out of the reach and sight of children
Do not use CYMBALTA after the expiry date which is stated on the carton.

Store in the original package to protect from moisture. Do not store above 30°C.

6. FURTHER INFORMATION

What CYMBALTA contains
The active substance is duloxetine.
Each capsule contains 30 or 60 mg of duloxetine (as hydrochloride)

The other ingredients are:

Capsule content: hypromellose, hypromellose acetate succinate, sucrose, sugar spheres, talc, titanium
dioxide (E171), triethyl citrate.

(See end of Section 2 for further information on sucrose)

Capsule shell: gelatin, sodium lauryl sulphate, titanium dioxide (E171), indigo carmine (E132), iron
oxide yellow (E172) (60 mg only) and edible green ink (30 mg) or edible white ink (60 mg).

Edible green ink: black iron oxide-synthetic (E172), yellow iron oxide- synthetic (E172), propylene
glycol, shellac.

Edible White Ink: titanium dioxide (E171), propylene glycol, shellac, povidone.

What CYMBALTA looks like and contents of the pack
CYMBALTA is a hard gastro-resistant capsule.Each capsule of CYMBALTA contains pellets of
duloxetine hydrochloride with a covering to protect them from stomach acid.

CYMBALTA is available in 2 strengths: 30 mg and 60 mg.
The 30 mg capsules are blue and white and are printed with ‘30 mg’ and the code ‘9543’.
The 60 mg capsules are blue and green and are printed with ‘60 mg’ and the code ‘9542’.

CYMBALTA 30 mg is available in packs of 7, 28 and 98 capsules.
CYMBALTA 60 mg is available in packs of 28, 56, 84, 98, 100 and 500 capsules.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder: Eli Lilly Nederland BV, Grootslag 1-5,NL-3991 RA Houten, The
Netherlands.

Manufacturer: Lilly S.A., Avda. De la Industria, 30,28108 Alcobendas, Madrid, Spain.

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:
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Belgié/Belgique/Belgien
S.C.S. Boehringer Ingelheim Comm.V.
Tél/Tel: +3227 73 33 11

Bbbarapus
TII "Enu Jlunu Henepnana" b.B. - bearapus
ten. + 359 2 491 41 40

Ceska republika
Boehringer Ingelheim spol. s r.o.
Tel.: +42 0234 6551 11

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland

Boehringer Ingelheim Pharma GmbH & Co. KG Tel:

+49 (0) 69 50 50 83 09

Eesti
Boehringer Ingelheim Pharma GmbH
Tel: +37 2 60 80 940

EAada
OAPMAXEPB-AIAAY A.E.B.E.
TnA: +30 210 629 4600

Espaiia
Dista S.A..
Tel: +34 91 623 17 32

France
Boehringer Ingelheim France S.A.S.
Tél: +33 326 50 45 33

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353-(0) 1 661 4377

island
Eli Lilly Danmark A/S, Utibu a Islandi
Tel: + 354 520 34 00

Italia
Eli Lilly Italia S.p.A.
Tel: +39- 055 42571

Kvbmpog
Phadisco Ltd
TnA: +357 22 715000

Latvija

Boehringer Ingelheim Pharma GmbH
Tel: 437 167 24 00 68
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Luxembourg/Luxemburg
S.C.S. Boehringer Ingelheim Comm.V.
Tel/Tel: +322 773 33 11

Magyarorszag
Boehringer Ingelheim Pharma
Tel.: +36 1 224 7120

Malta
Boehringer Ingelheim Ltd.
Tel: +356 25600 500

Nederland
Boehringer Ingelheim b.v.
Tel: +31 306 02 59 14

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim Austria GmbH Tel:
+43 1710 3739

Polska
Boehringer Ingelheim Sp.z o.0.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda
Tel: +351 21 313 53 00

Romania
Eli Lilly Roméania S.R.L.
Tel: +40 21 4023000

Slovenija
Boehringer Ingelheim Pharma
Tel.: +386 1 586 40 00

Slovenska republika
Boehringer Ingelheim Pharma
Tel.: +421 2 5341 8445

Suomi/Finland
Oy Eli Lilly Finland Ab
Puh/Tel: +358 9 8545 250

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 (0) 1256 315999



Lietuva
Boehringer Ingelheim Pharma Ges mbH
Tel.: +370 37 47 39 22

This leaflet was last approved in

Detailed information on this medicine is available on the European Medicines Agency (EMEA) web
site: http://www.emea.europa.eu.

49



CD-Z(. Duloxetine hydrochloride Core Data Sheet
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BEWV, KR EE <, | GRS, | RN VB, BRI
—— R, R, & EANE—o & |, WY, %
RTTTRER SR, PRI, |95, MR M, R,
WL SRS R, B RS, | BORbE, R0,
JER B TR, 1R
T, L19B, WG, MBI, (ISR, | s, IR,
iieae  |TERL L |(CRE, LNZ (R di |05
g, &
BRR
e T s, | E, B RN
B iR, iR
pu— BiE, MR, MUUE L LEMEARIR, %
HoR R, AT PR il
ALT (GPT) |7 -GTP E&, #E
JH Ak E&, AST|UILE > ER, Al-
GoT) kS|P EF, LDO EH
FRIERID, NE 2| St
i OE D, AT R
27Uy M
5 - R Was, HIL B, W R, mis
PR, PR RREE | R, 2R,
IR - W OCHREEE, S PSR IR
LR B, PR,
IR

3

YA LIS HTEILG)
FEEE | 5%LLE | 1~5%ki ki | R
| R0 70 E[EILAF O k[ ) A R RREL T,
W |V RER (R ROEEBE (b SANBINTS
L

eI, (KD, (K10, g,

oM N, CK (CPK) |FRuRES, Hajm,

R T, A

VI

ELERDS SONBEEICRKS e IETs I &,

X1 A OB THE SN TWSEIER O D EAH

5. SRMENDKRS
FHRE TR OWMEMELEL, MIEhEEN AT 2R2nN
HHOT, BEOKREZERLUANSEEICREG TSI &, [[3
YiERE) DOIHZH]
7z, BREFICBWT, K MUY AME, FIRRFIVE >R
AWEMRERE (SIADH) DERMIENE <22 I ENH DD TIER
T5Z &, [TERZEIWEH] OESH]

6. it ER RIAHBFAOKRE

(1) W SXO3IEIRE LU TW SRR D & 2 e NI, 1 L OB RN
faktEz BES SHEENHEICOAREGT DI &, [ERF
DHEGITET 2RI L TWRW, IEIRAKTIC SNRI,
SSRI Z# G S N7zt ADYHPE L 7= A RICHB N T, ABEHIED
MR, W), REXEZLEET S, BEBUER & FREORER
NHEERICOONEEOWMEND 5. BIKFTAE LT, T
WgsiH, F7 /) —t¥, W, JEOE, IRIERIEEIREE, mELkEE
MEht, {RMEE, AR, AT, RONTUE, ki, O
DX, BN, HEttomENHEINTYS V]

2) BAHROBANDOHZGITMT D ENLEEL WS, DL E/HRTIHR
59585103 A 2RI &, [Ty MAUE NTHM
FABITT 2 ZEpHmEINTNS,]

7. INREADES

() RHIAEEKENR, FrER, A, HEINRITHT 26808 KT
RN L T, RN, ]

(2) fDFT> DF ONOFtF HEBEANY) 1ITHBNWT, HTHE
M S 7z T~18 FRICHBIT B KD DiFtEREE DM-1VIT BT 545
) BEENRELLT TR ROERRBICB W TERIMED
MR TE RN DWMENDH 5,

32 : DSM-IV : American Psychiatric Association CKEHEMEE
#2%) ®Diagnostic and Statistical Manual of Mental
Disorders. 4th edition (DSM-IVISHUREBOZMT « it~ =
7))

8. BERS
BI%, REWK WS BNT, AKI3000me 2B A S (HAISUIAh
HE DR BERGNPMEIN TN S, BEHRGICI DB
ERITMEIR, SHE, O b EREE, JEE, B, SERTH
7%,

ME BRI HEANIA S N TWRW, HEIZRUT, KOEE

R, B, SRR GSEOMY)IEZITWY, LERKUNA

INTA DERET B & RANIDMBERPRENDT, Fhilil

FIR, IMHERR, ML E D ZRTIZRN,

9. BERLDEE

(1) ERIZATEF

1) PTP @l DIEANI PTP > — bSO L CTIRAT 2 K 5 fE T

52 &, (PTP > — N ORRAKICZL D, WA TR E R A~

AL, BRI U THRFRRAEOEEREIEEZ RS

5T ENMEINTNS,)

2) AFNIERSEE MBI TRET SEO5HFETSH I L,

(2) RAE : BEEI—FT 1 > 7 BLTVWE D, T TRIVONE
MERNZD, TODRLED LRBWTIRASESZ &, [JHE
NEEICAZETHY, HBTRET DI ENDH5,]
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gooogoo

YA NI TEIV(4)
10. Z0oFE

WA THRBE NZKD DFMEEEFOBMREZAT S
BEEZMRELE, FHlZEGOEROYD DRIOEN Y
F AR HRERR R B OBEHERICB W T, 24 U TOR
HTIE, HRASESHREROFEH D X7 HiHi 5 DA
BERTT I RBEEKRL TEro .

728, 25 A LDBFITHIT D HRCRES H BB DR
BoU 270 LFERDSNT, 65 LicBnTidE
DY R DAL,

(EMENRE]
1L SR
() RERA
1) BERS

fREERR A B (8 ) 12 10mg, 20mg, 40mg Z R H[ERE D

BGUEEE0MEHREREYBREN T A—F #X 1 -

£ 1ITRT,

Cmax K ONAUC IZ B OB HREVEER Lz, Tmax 8T,
(B) 1% 10~40mg DABHHETIFIF—ETHo7= 7.

(ng/mL)

60
—O— 10mg
—4&— 20mg
i —0o— 40mg
58 40¢ mean=S. D.
:EP T a0F b F
s ELTHER
I3
20
@ &
0 6 12 18 24 30 36 42 48 (hr)
FREfH]

B1 frfs Bl O 4% Gk 0 3 rp i
Kl BYBRENTA—F BEEA, REBEEEORS)

G R " Cmax Tmax AUCyg5 Ty (B)
(ng) (ng/mL) (hr) (ng « hr/mL) (hr)
10 12.08£10.09 | 7.8%+2.3 | 1555194, 64 |19, 7545, 88!
20 8118.31£10.89 | 7.5+1.4 | 259.33+141.84 | 15.34+5. 87
40 38.60£19.46 | 6.9£2.0 | 551.75+239.64 | 10.56+2. 86
7EL @ n=6

Cmax, AUCygs: 72 OFF VRS L THER
(mean=S.D.)
2) Rig#EE

fERERR A B (& 6 6 1 20mg P, 40mg P, 60mg Y& 1 H
L[EI 7 HIE, ABRERO#EG LS EOMmEEhiRExOEE
MEREINT A—F &2 2 - K 2ITRT,
MmAEFEEHBIIRKERGICEZD EFALTHEIZBITS
Cmax, AUC ISFIEF%GRE & ERTH AR LD, &5 THHD
HERIZEFIRRBITEL TW,

L
(ng/nL) —o— 20mg/day
100 - —o— 40mg/day
—a— 60mg/day
80T mean=S. D.
il F 0 Ot F
560 ELTHRR
‘?é
= K
e 40 l
20 { i
% -3 o \

0 2448 72 96 120 144 168 192 216 240 264 (hr)
fief Pl

2 R SRR O 5% 5 O i 4 R R

@

X2 BB/ A5 (BN, BERRERDRS)

BEE Cmax Tmax AUCy-4 Ty (B)
(mg) (ng/mL) (hr) (ng - hr/mL) (hr)
var| PO 6o | mossxarao | 153
20 |6 — —
raaE| 1530 | 6oxo0 | w5 s | B0
raE| Bl ersny ses=sL | BT
0 |6 — —
T MO8 | ssery |4 o655 | LG
vaA| M2 [sssne | os191ena | 1540
60 |6 — —
taE| S| srees | sensezus | 1R
Cmax, AUCos; @ 72 OF L F > M IEE LT EoR
(mean=S.D.)

3) REOEE
fREER A B (7)) 12 20mg % Z2 @R 2 WITREICH[E
ROZGL, BREOFEEMGL/IZE EOEMBEL/NT A —
& e OEEHRITHE R 2R 3 1TR T, BE&EEG O (nax 13728
FRZHEREWEZRL, BEENROONZHDD, Tnax,
AUC, Typ (B), Ae (RHHEME) IHEBERBEILERI RN

> 9,
RS EYBHE/NT A—F (EEEKRAN, BFEOZEHR)
#hH & . Cmax Tmax AUCpis  |Tin (B) Aeg s
(mg) (ng/mL) (hr) (ng + hr/mL) | (hr) (g
- 8.53 5.7 116. 33 9.01 11. 36
” ZE R Sl | o | =i | el |+
° i 10. 97 6.0 133. 82 9.27 11.93
+6. 17 +0.0 +66. 72 +0.79 +6. 06
D il 0.0422* 0. 2856 0. 1427 0. 7171 0. 9499
(max, AUCoy: T aOFF U E L TER
Aegoys RAPHEIE) @ FaoFbF Ui s U TER

p:HEME, T AEREDD (p<0.05)
(mean+3S.D.)

4) REOXERUVEEBBOXE GMEAICKSET—%)
fREERR AL (12 f) 2RI, A0ng Az I8N, ST,
HDVIEERERE (28 IcTn TN HERDES L, /A%
DB O G H O EZRE U2 & EO3EYEhEE/X T A
— & R OHEHRITRE R 2 2% 4 1TRT,
Cmax, AUC|ZEAEMILS LHZEERk G & DM THEZEITR
WHNBMND T, FREERE O Tnax S 2R 512 X
EEL, AREENPRD SN, HEEBKEEIIB T 5 mEEHE
EOWMISEEER (Az) 1 3ZERICHNKRELS, FEEN
RO 5N,
KL ER (Z208) %50 Cmax, AUC |82 B8 RERE 512 LE R
<, Tmax lFEEL, TNENHERENRED SN,

A EMTREINT A—5 (BRFOFE, HGRHOZE)

- 5| AUC™ | AUC™ | 5 1
SEYBRE | Cmax™ | Tmax™ (ng 0 Khr/ (ng “.‘T]r/ Az Tiss
)N A—4 | (ng/mlL) (hr) ) L) (hr™ (hr)

97.5 6.0 4481 | 464.3 | 0.038 | 119
BTEE | EEY 0010.0| £130.7 | £ 1459 | +0.013| 6 2-17.5)
Wl g | 2.9 6.0 440.0 | 456.7 | 0.061 | 1L.3
Ik 19.4 |(1.0-10.0)| £181.7 | £185.5 | £0.013| (S.0-14.9)
, 24,1 10,0 | 384.6 | 4023 | 0.070 | 9.8
R | 114 [6.0-16.1)| +161.7 | =164.5 | +0.018| 6.9-14. 1)
Zombenis | 19.6 | 10.0 | 364.2 | 3817 | 0.064 | 10.8
(Z£08) +6.8 [(4.0-16.0)| £152.1 | =154.4 | £0.011| . 1-16.3)
e
ve. 8lE% | 0.405 | <0.001* | - 0.060 | 0.004* | -
p fi
| Ze g
ve. BREERE | <0.001%| <0.001* | - 0.005* | 0.368 -
p il

7L 12egiELEIH, 2EEOTF—% Z2HE

2 FanFbF RS UTERR

TS Pl (G MiE -5k fiE)

T4 RREY eI ME - oK fiE)

D AEHEE CAEESD (0<0.05)

(mean=S.D., n=12)
(2) EinE

fREmE i B S REIEEmm B (% 6 #1) SORT 10mg £
HHER O GROEY TR A L L7z & &, minEicBn
TIIEEIHE TR THEREREZIZD SN 72H D0,
Cmax V39 1.3 £%, AUCIEHKI 1. 6 f3lc#nFnAL, Tiuid
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(4

a

¢
1

2

a
1

2

)

)

)

)
)

~

)
)

-~

gboobobo

KL6RBEkHEmERLE ",

FlEEEE MBEAICKEZT—%)
PEEQEAZET 2H% (Child-Pugh BIzsr4H) (6 41
(GBS B, Lotk 1 BD) SR A (6 61 (BE5 1, &2

TE1BD) & ORIT 20mg ZE gL RIRE 1 $5% 585 O S B ik
U7z & &, mEEOFHL 26T 2 BETB W TId R
A E AT Cnax ICIXEEBRERZED 5NN 720,

AUC IR 5 f5ICBER L, T3 3 FICEEL, ThEhA

BN s Y,

BEEERE GMBEAICKZT—%)

mEOBREESRE (1246 (B 106, k26D 2717
FZ2 U7 T2 Al 30nL/min Aw) S EEEER A (12 6
B0 6, k26 27 LT7Foo 20T T2 AMEMR
75mL/min LA _E) & DORIT 60mg Z2 8 I B [BI5% 4% 51 D 34
FieE g Uz & &, mIEOBREREITB W TR
EHANRT T LA ERETED S NN 20, Cnax KT

AUCIINTNHK 2 FITHEARL, TNTNHEEENZD SN
=P

Xl

it#B1T GAEAICELET—2)

fRE L (641 (i 12 387%)) 1T, A% 40mg 2 1 H 2 [a]
RV AR BBKEROES L, #5 4 HESR5%O
I3 P R LY E iR 2 e U 72 kSR, AV P A ORBIT R
B 5N, AHHEEO AUC TP IRIED AUC OF) 1/4 TH
o, AROF210FvF 2 | HEREZHEE L &R B
KZFTugTHD, BAEOHESE B0mg) D 10000 53D 1
Thot 0,

RIEADEIT (&)

BRIRBAT

FEE12HEDS Y b (i=3~4) -T2 0FtvF >
YT 45mg/kg ZRE %5 U7z & E DO ETRED B BT RIZ
BERED0.02% L FTHo7= 1,

BRIBREEBEBENDOBIT

FREEISHEDS v b (=) IKMC-E#%T 2 0F v F i
B 45mg/kg 2RO 5 L7z & &, JRIR B MR O AE
DRATNRD 5NTh, #5% 24 R TR T £
TIEFLAE 2,

R Gn viro BERRUOHEANICKZTF—4)

b MFF N O—=AL%Z W in vitro il GEH CYP T
WA RNEEANC L ZHE) OfREY, E MNFFF RO
—ATIREIZAMKTS ALOKBIEDEZ 0, O RUSIZIE
CYPIA2 % TX CYP2D6 3B G- L Twb &EZ NS Y,
FaaFtFroEREWL, -t ROFS FaoFwTF
> N raFA KT, ics-EROFY 6-AFFY Fa
OFftF> HI)I7z—"h, 5, 6-PRoFy FaoFt
F> Zirara R, -t RoFs 5-AMFT FaoF
tF 2 ZrarA RBEDLN, WIhbFaoFtF
CUhBLEINLE, WEEZIEREmTHo= W,

it HBEAICKZT—%)
BHRPRPICT 2 0FF UIRIFEAEHEERT, 58
D72 0% E UTRPICHRE SN, 18, 5% 133z
P hze 7.

EYHEEER GABEAICKZT—%)

ARIDNZ (T BEE

TIVRFHI

fREERR A B (14 61 12, &K (60mg HEREO#HE) &7
JVARFH > (100mg/ H KGR D#%G) Z2RRE L, &4
DY E M L7z, TIVRFTI D OMHICKD, KHK
@ Cmax, AUCIZZNZEN 2. 41 4%, 5.60 50K, T.138
SEDIER, M7 )T 52 A3 T1% OO HALN, W
nyEEENBOSNE Y,

NogFtF >

feRERR A3 (12 B1) 12, &A1 (A0mg/H 1 B IERE %5
EnxoFtFr (Qmg/H | EKEROERS) 250,
AENDOEMBEETE L /-, NOFEF > OpHICKD, &
FlD Cmax, AUCIZZFNFN 160 4%, 1.59{FDHEK, T,k
126 fEDMER, M7 V7 5 > 213 37% DDA SN,
WFhbEEENRo = 7,

3) IyEFT, WM

®

)

(3)

YA NI E KTV (5)

fREERRA B Q460 12, AF (A0mg HAZE g RS LA 4 1%

5) EU7yEFP 2 Ang (FAZEREREHEIRR O 5, TR
FEMERIEHI & LT 508 $IZe R BmE O 5) 22 hEh

PERIFRG L, ARFNOEMBNREZ 1M L 7z AFIOBRIU KIF

TIT7EF I OEBINIhotz, BIEROPEHICKD,

AHFID Cmax, AUCIEZNZIN 68% KR 65%ICHE T L, T)pnid

0.91 fFICE <72, WIFnbEEENHD SN Y,

R RIE TR

FEIT1)

femERk N BYE (10 #1) i, AF (60mg/H 2 BIKERE %S

EFF T4V (TR 7749 2ELT250mg @ 30 53R A

WEIRNIRS) ZHHRIRS L, T4 7 1 U > OEYEhRE 231

fliL7z. T4 7 1 U CEYEREICHE BRI AH SN -5

7—: HJ)o

HEICRIFTRE

[BEAHAVAN

fREERR A (B 8 B, M8 Hl) 12, AKl (60mg/H 2 [AK

HERO%E) to5t/8A Queg/H 2 BEROESE) %208

G U, HHEICKIZTZEZTML /2. EYERRICHEE

MiEHsnmmhok 2,

ERREE

TR AN 22Xt B & Uiz Blal Kk K 3% 5 BRICB T 5 ex

vivo DIMTERAFE SR ZRE LR, 97~99% Th o7z,

WEARIIMEF T 2 0F v F D IEEIKRETT, KEZRSIC

Ks8Iz s h o= P,

(& PR EHE]

HKRIFIZ BT DR OB EII LT O LBV THh o .
1

ZEEHRIITREM LB BR
SO DDREDEBREFEEWNRELT, &% (FaoFtF
> & LT 40mg i 60mg), 7RI/ OF T R
KRR ONOFtF > ELT20~40ng) % 6 ERHRS L
ToAEE, FEIMIEETH D NIV b 2D DRI R E
(HAM-D17) SEMFROEMRIIERI DEBOTHD, AKHAl
(40mg % OX 60mg PEAEE) DT T RITH T BEBmMEATRS
N7z, £/, AF40ng B & 60mg £ THEGBERIZED 5
Nnism-o7 2,
5 HAW-DITEFHER R UNR—Z T 1 2 in 6 DR LR

HAM-D17 &&F3FAL 2t
mER | oa ~on | o ,\;/_ﬁ\x;@/r 7’5tn‘i§a@mw’”
R AT L
wmsre 73| 200 1SN | U5 | oy |0008°
gﬁo"‘gﬁ | N4 8 | 26l (—3._315,70(.)05> 0. 0440
e L I e A B o B R LY
5] 2] 54| B | it [ o
LB (TR — R TR

2

CREREEEOR, M ORRE, BGATIA-DITE R, BBk
ME R 2L RIR & LIIRERIRET IV

p:HEME, *HEEEDD (0<0.05)

(mean=S. D.)

2. RERSHER
DD« DDRBOBFEEHRELT, A4l GFaoFtF
> &L T 40mg X1 60mg) ZFHAK 52 MR E LR, &
HIRNCH 72 0 HL D DR RS N 2,
#6 HAM-DITEFHEM KR UN—=Z T > 6 D L&
RSl n HAM-D17 & T AL (A
N—=RAF71 > 215 20.9£5.1 -
6 M kE 187 12.5£5.3 -8.3£5.2
12 ERE 182 10. 1£5.2 -10.6£5. 6
24 FKF 172 8.4£5.3 -12.6£6.5
52 EKF 146 5.0E£4.8 -15.6£6. 1
(mean=£8S.D.)
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YA NIIEHhTEIVEE) ooooooo

€35 E=515))| 98) KEPNEERE (+ ¢ o v e e e e e Y (e o v v )
1. EEAER 29) REPNEERE (+ 0 o o e e e e e e e Y (oo v v )

() 5 MK BI BT EB B 2R S g7 2, -

@) 5 v OEEEESRERUE L P, X N ‘m[yﬁhﬁ*ﬁg; e

2 (KR FTE NS OHANERHC D E X L TH FRBICZFE RS a0,
1) v MK FH® 5 DIMAOED k= > % K FHO /L7 k

7 2 g A S ES S A —
LFU>OMDAHEIIZHELE 2 (in vitro, ex vivo KW in B RBEMASAL RAhrHL >y

T541-0045 KPR XEEET 3 TH 1 &85

vjvo) I . . ) N . EEE0120-956-734
(2) 7 b l\HU»E%&’ﬂkiobi)éﬁﬂ@ﬂ'bD N RO IIVT RLFU > FAX 06-6209-1541
REZEIZEmMEEL Y. (n vivo) http://www. shionogi. co. jp/med/

3) BHEMRIZEYEZHMITH T HHEAHBEEERTE /7 2 VB
EBERHEEAL, O N2 KO IVT RUFU CHODABHERE
PIZ RIS 7= P (in vitro)

 e®e®o——
(B3R (CBET S E{EFERIER] BEARSETT
—MkEEFR . FanduF UM JAN) = =z P
Duloxetine Hydrochloride im;?%%%**ﬁﬁ*i
b4 - (+)-(8) -N-Methy1-3- (1-naphthyloxy) -3- (2-thienyl) T 541-0045 KR RXEEE 3 TE 1 &8 &
propylamine monohydrochloride
Vs Cy5H;gNOS - HCI e o
~ $ T g o N — 11— »
P 333 88 B /‘/\)1/9 O Cymbal ta® 1%, KEA—F1U 1
‘ TR NN —DBEREEETT,
{b2ErgE
H ,0
S _CH; *HCI
v p
PEIR HEADHMAEXIIITH %,

AE ) =IVIZP AF IV AN RF L BIZETFSTL, T
57—V (99.5) ITRRETRT <, KITRRBETFIZS
W,

Rl 165°C

(B3]
BA 2NV F1 7 )L 20mg KK 500 1 IV
PTP100 73 7L (10 1 7&)L X10),
PTP500 73 7))V (10 J1 7))L X50)
BA 2NV E F1 7L 30mg KK 500 1 7L
PTP100 73 7). (10 1 7))L X 10)

(EZE ]
Ok SR =)

1) Chambers, C.D. et al. : N.Engl. J. Med., 2006, 354,579 (+ « « « - )
2) AL E A ¢ ERRRASEEE, 2009,12, 1411 (- -+ e - - )
3) mfRHALLE E A ¢ BRI HPEEE, 2009,12, 1439 (- » ¢ - - )
4) FEREHIEETEIED  ERRRERREREE, 2009, 12, 1455 ([« - - - )
5) mfREALLE E A ¢ BRI HIEEEE, 2009,12, 1483 (- -+ ¢ - - )
6) FRREALLEE A ¢ BRI HIEEEE, 2009,12, 1427 (- -+ ¢ - - )
T) EfEIALLE E A ¢ BRI, 2009,12, 1499 (- - - - - )
Q) HPNEHRE (v v v e e e e e Y (o v oo )
0) ZENEERE (+ ¢ 0 v e e e e e e e Y (o0 v v )
10) HPEEE (« « « 0 v o v e e e Y (o v oo - )
1) HNEEE (« « « 0 v o e e e e e Y [ v o o )
12) ZENEEEE (+ 0 o v 0 o e e e e Y (oo v e )
13) Hﬁl*]ié*‘/l’ ( ............ ) [ ..... ]
14) #NBR (+ 0 v v o v e e e Y (oo v o e )
15) #EPNBERE (¢« v v o o o v v e e e Y (o e e o e )
16) #EPNERE (+ v o o o o v v e e e Y [+ e oo )
17) #EPEEE (¢« v v o o o v v e e e Y (o v oo e )
18) MRl (+ ¢ v v o v v v e e Y (o v e oo )
19) ZEPNBEEE (o v o 0 0 o 0 v e e e Y (v oo oo )
20) ZEPIEERE (+ o 0 v e e e e e e e Y [ oo oo )
) HEPNEEE (+ o v v e e e e e e e Y (o oo o )
22) HEOMEEIZD ¢ EEARAE SR, 2009, 12, 1613 (-« - - - )
23) BEIVEEES © HEPRRS SRR, 2009, 12, 1579 (-« -« - - )
24) FEPNEEEE (+ o v v e e e e e e e Y (oo oo e )
25) HENBEF (o ¢ o v e e e e e e Y (o v oo ]
96) HEPNERF (+ « ¢ e e e e e e e e Y (o v o o )
OT) ZENEEEE (+ ¢ o v o e e e e e Y [+ e v e )

CYM 1 DA (6)


s10129
テキストボックス
添付文書（案）


YA /N JLA S TEIL 20mg, [F 30mg

5 1 4B

(8) HRIXE (F) DERERN

BHEERERAIHL



1.8 IRAI3CE () OREMRIL

1.8 BX

L8 Il (B) ot 1.8-3
181 ZHEE « WL OEDRREIRIL. ..o 1.8-3
L8 1. L I - R 1.8-3
1.8.1.2 ZWHE « B DRREARIL. . ... 1.8-3
1.8.2 FE - HEEKOZOREMRIL. . ..o 1.8-10
L8, 2. 1 T U T o 1.8-10
8. 2. 1.1 BRGIEIE «o 1.8-10
1.8, 2. 1. 2 BRGAE 1.8-11
L.8.2.2 BT DU N T ot 1.8-12
1.8, 2. 2. 1 B 1.8-12
1.8.2.2. 2 M B 1.8-16
1.8.3 fEMH EoWEE () KOEOBEMRM ..o 1.8-18

1.8-2



1.8 BIXE (%)
1.8.1 ZheE - MR RV E DERERR
1.8.1.1 e - R

9O« D DIREE

1.8.1.2 ZhEE - IR DHRERHL

(1) EMEER

[ENTIX, DSM-IV 28T 5K 5 DfpkREE -

1.8 IRAI3CE () OREMRIL

H—x 'y — RUTKR D FitEEE - )8

PEEBMWrsniz 15065« 50k OBRFEEZHRLEL, TandtF 2 40~60 mg & M &
HPH & 97D Mo AR 2 BUBR K ONERT ISR 2 SUBR Ot 4 7l £ 2 L 72

(A) BRI
(a) EHMERER [R{TER 5.3.5.1-17]
DO - 9 OIRFEDHBE At G & LT, HAM-D17 235 E0FERERT L v & T £ T
v, 3725 HAM-D17 G itil O b B % FEFMEIE L L7272k F > Smg A
KT 5T 2 v ¥t F 2 40 mg BE& Y60 mg FEOEE BN 2 fit U, &G BIfR 2 H#EE LTz,
708, 60 mg AEIIAIMIHEZLZ 40mg & L C1HBEEE L, 0% 60mg DEEHELE L7-.
T ORR, K 1.8.1-1 1R T LB Y, BRI REM FAS (281 £ F2FHEFE R HAM-D17
ARtFER OB ETIT 40 mg B, 60 mg FEILIZ Smg it & OICHEBZR A Lo 7.

# 1.8.1-1 HEEMRER O HAM-D17 & 5FRES D02 L& (FAS)

AT R 2 i p il
57 5 mg i 40 mg 60 mg Hf 40 mg BExF 60 mg FEXF
JE % 144 147 145 5 mg B 5 mg B
ER -142+78 | -15.0+82 | -132£93 0.4338 0.2294

a) WOHOIT, AR M, W, BG-BAAAT HAM-D17 GFFRFR, RiITRRE O A 1,
TRIR 52 fi [ e B

ZOBHIZOWTERLIMAERIT, UTDEEY ThD.
o 40mgH¥, 60 mg HEILIZ, HONTAFEFROL ITRENITFETH Y, ZoMET
RIS R E RRBIT o T b OO, BHBIEHE | BERMOAEHEZ PG, 40
mg B 5.9% (9/152 f51]), 60 mg & 9.3% (14/150 Bi)) TH Y, I b 5 mg & 2.0% (3/149
By LI L TE0 o7, ZAUE 40 mg BEK TN 60 mg #EDOWIHIH & 40 mg A FEi o7
ZENREREHER S, FORERE LT, 40 mg BEM Y60 mg BEDOLE I3 FE
HInsuns, EPILICESTIEFIORIGR®m< 2D, T 0T & A5 E 72 AR
KRS T REDO—>EE 2 bivT.
o WTNOREREZREW TS, RGBT 1 HH O HAM-D17 GEFREROZE L&
ZOHOYRNTIERTRE Dol ZORKE LT, I8 L VIR —T ¢ % —

H =73

2
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L8 IRAI3CE () OREMRIL

WBERIETLTbo LRI,

F T, FERMTE LT, RE5MEE | BROAESESTIGIORELRE, 77883
FOFBLARERIR Y BRW 2SR T T 40 mg & 60 mg DHENEEHRT 5 2 &2 B,
HAM-D17 G #teEm o 5-50 061 1 82 B THRICR T 2B (b EZ E L7z, £ OFE R, 40 mg
BEE SmgBEL OB THEENA LN (p=0.0250). £7-, 60 mg#EL 5 mg #E L DT,
HEEITIHA GNP b DD, BEGRMAIZN—AT A & Lica & Rie 0, ffxiE s
LTIE60mg#BED TN SmghEL W KREho7z.

FFRE Y, ARRBROMERIT 40 mg KT 60 mg OARMEETET D H O TR LRI L,
WHBRT A 2T RTDHZLICEST40mg & 60 mg DAMMEEZRIEST D Z LIFA[REL & 2
7-.

(b) LEEEAERR [R{FTEHM 5.3.5.1-02]

IO ) OREOBEFEEZRGRE L, T 20X EF 2 40 mg L 60 mg DOFEREE (LLT,
TanXtF UOFER) O, 7T BRI D EEE K OV e 2T 20~40 mg BRI
FTBHIELPEICHONT, EIfFE 6 £ TO HAM-D17 Atil a0 b &2 TEHEEE & LT
fREt L7z,

AGRBRClE, SeDEERER [TRAER 5.3.5.1-17] OFREREBE 2T, TRROBRT VA
N ) ROy

o AEFRSLEBUCID2BEGVHOPILBE 2D T 5720, TandtF oy

HE%20mg &3 5.
o BWHUMOT T vRBRER 2D, FTEARY — KA %D HAM-D17 GEtFEA%
BasRTRE A & T 5.

ZORERE, £18.121TRT LBV, FEMHTRIREM FAS O EZMATIZ W T, FEFHMh
R CTdH 5 HAM-D17 Gitetm o2 b & CFIEHEERZ) IO\ T, TanxteF o HE
BE (-10246.1) DT T BREE (-8.3+£5.8) (T DB REE S U7z (p=0.0051).

—Ji, "axtF RO HAM-D17 GEteFa o2 i CFHEAEER ) 13-9.4£6.9 TH
, TaaxXF U FERER e F ULV EECES W, £, TaudkTr
FAREE "X F U RELE ORIOZ(LEDAE CFHEOZEHFEEERZE) KT 95%EHIXHI,
-0.65+0.68 J TN (-1.99, 0.70) Th 7. FEXMH O LR 0.70 233EFHMHE~—T 0 2.5 LW /S
Mol=zZ tnh, TanXbF e I e F VR LT, £ 0WEMEE L

7o,
* HAM-D17 ARl OB LBV T, Nax v F Uit L 77 v Rl L OMICERENA LT, T =
R X T UFEREO S 0 X F ORISR D IELMERELII 0 e TR 2 A L TR T
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RIRAEAT & LC, BB HAM-D17 GRteFm OB EARET LIERER, TanxtF
VOFEREE 7T AR L O TCHRERME 2 MUBEOT X TOBIEE THEENRA L.
F£72, HAM-D5 GElFEROZ R, FOGE, THEL D CCL-BEHEE DB BEROWTIZIB W
Th, TaaxdeF U AL 7T B RBEE OMICAEBENR A L. BT, LM RE
ThHVASD6HHDHY B, [HHF] KO THRRO TWHHICHAZA LIZRE#] o 2 I
HIZBWTY, TaoXeTF UG E 7 78R L ORICARENA L.

7 2 m ¥ F 40 mg FEM N 60 mg REDOLLEL T, HAM-D17 AEHFROLLE CEAf#+
R ) 122V T, 40 mg Bf (-10.545.7) & TF60 mg #f (-10.0£6.4) OWTHOREE, 7T
YRR T DB RFE S L. (%5 4 p=0.0103, p=0.0440). F£7-, Zh bOHERREIC

BRI LNRPST2b D00, F 2t F o 40 mg BEDS 60 mg BEIC Al & LT
TREL, BIWREGHETEIE Cod 5 S, CGI-EEE OUER K O VAS OHEHE Z L o2& LI
BT, 40 mg FED 60 mg FEIZ L _R\EWAIMEZ R LTz, 7238, BIREHmHERS C & 5 HAM-DS
AR OB LR, AR E O CGI-UGEE DEHUERIZEB VT, 60 mg FEAS 40 mg B & L
L CmW ARz R LT,

T, BEMIZOWT, AEFRGOBIARIT = 12X F > 40 mg #f 87.9% (80/91 1), 60
mg #F 86.9% (73/84 i), /311 & F L BE 87.2% (143/164 i), 7T & RRE 78.2% (122/156 #il) T
bolz. TanrXtF 40 mg BHELD 60 mg HEOAFEFLBRBRIIFRETHY, WTho
HL 77 BRI L TR bDDOREEITALNT, NueXxtF UL IRFERET
bole. AEFROITZEAEPREIFEHEETHY, BIFHITE A EREETIRRTH -
el D, BR BRI RE 2BEIZ VWb D LB X bz,

# 1.8.1-2 [#GEABR O HAM-D17 & &3S 02L& (FAS)

SR e 75 p 1 O (BERIZED 95% 2 X 1)
e Bt DLX DLX DLX | PBO#E | PARBE | DLX DLX DLX DLX DLX
40 mg Bf | 60 mg B¥ | BFARE 40 mg ¥ | 60 mg B | 60 mg B¢ | OFAHE | DR
5 PBO B[ PBO ##| %I DLX [x PBO Bf|% PAR #¥
40 mg Bf
SiE 515 73 74 147 145 148 — — — — —
E A — -10.246.1 | -8.3£5.8 | -9.4+£6.9 — — — p=0.0051
fENT| ST (-3.28, | (-1.99,
-0.58) 0.70)
BIlVK | 42458 [ -10.5+5.7 [ -10.0+6.4 — — — p=0.0103 | p=0.0440 | p=0.6256 — —
gt | 4347 (-3.83, | (-3.35, | (-1.43,
-0.52) -0.05) 2.38)
B — — -10.246.1 | -8.3£5.8 | -9.4+6.9 — — — p=0.0007
B (-3.02, | (-1.38,
EFL -0.81) 0.83)

DLX : 7=nr¥¥kF, PBO: /71K, PAR: SuFtF
a) WO I D VIFIREIHRT T/ IES B L
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(B) IEXTEREKER
(@) A—TUINILHER [[FITEH 5.3.5.2-01]
IO D ODREDEFE LML L LT, FIHHEDT 20X vF 1 40 mg & 1~2 HH&EE
L, Z£0O%I% 60 mg OEEMEE L CEMIEGR G5 18] 4 8H) 2B 560K OEE
PR Lz, B, 61K THICKRE 48 (FE28) &5 1L, EURGKE G518k
O 2 8, I 52 ) TORMIER L2 E BRI L.

ZORER, R1813IRTERY, AREICET 2 EEFFMIEIEDO HAM-D17 A #taF 80
BAvE (PR 1%, 618 EHRGS) Tii-8.8+6.9, 1 M LE 2 HaAbET-
2 (BEM&E) TiE-11.0£7.8 TH Y, 5 1 HILOE 2 kT 28 7RO HAM-D17 &5t
%Ei WTH%%IW&QWEQ@LTﬁi_ﬁQLK(mmmm £, BEERNZAH
Th, # 1 HRGRETE R THBIEBEICB O TAEICHD L (p<0.0001), EHMIZH=0 5
2 ORNIR DR S LTz

#£ 1813 A—72T7 VLR D HAM-D17 & 5taE SO

BgART | 10 | 208 | 33 | 43 | 8 | 160 | 2838 | 403 | 523 f&ﬁ
JE B3 50 50 41 11 39 35 29 23 19 16 50
HAM-D17 19.5 15.6 12.0 11.4 9.1 7.6 6.9 49 4.8 6.3 8.5
BEEEAY | #41 +6.1 +6.1 £5.1 +5.8 +5.7 4.5 +4.1 +3.6 5.2 +7.7
BlaRT & O 3.9 -8.0 9.9 -11.0 | -122 | -128 | -15.0 | -157 | -13.9 | -11.0
=9 +5.1 +4.7 £5.5 +5.3 £5.0 +4.7 £3.9 +3.6 +4.1 £7.8
pfE® — <.0001 | <.0001 | 0.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <0001 | <.0001 | <.0001

a) R HE R 2= b) MDD H D t iE

ZEMEICBWTE, B 18 ERY), B1HEE 2 irAbe el (BEkE) 12
BIFAAERGORBRT, TEI 90.0% (45/50 B1), 96.0% (48/50 i) TH-7=. %1
IZEWT 10%LL BB L= FERSE, B, IR, 0¥, E, mEXOER T, 52 #
THCRB LA EFROECRE L, 55 1 kL TR I b0EAbNR
Mol o, AEFSLORIWERAOIZE A EPBREIHEE T, IHRHITE A ENEE
XTI TH Y, BEHHENR Lo THRBRNE L R2MAIEA 5T, BRK LRI
BV EEZ BT,

(b) REIRESHER [ATER 5.3.5.2-02

DOP + I ORREDBE ZRIG L L, 1R E U TRAK 52 G Lz, 40 mg #HIX41HH
20 mg & 1 EBEEG L, ZTO%IT40 mg OFEEHEE L TEF6 R G Lz, 60 mg #ElX
P E 20 mg &2 1 R, 51&HEX40mg 2 1 MBS L, TO%ITZ60mg DETEHELE L
TRt 6 WG Lz, Z0#%IE, ML bICHE - HERTE! %o% 40 mg XI% 60 mg M
MEBTEEEEETE L, Gt 2 MG T 528 & Lz, B, iy (1 3% 2 @) <
%, 20 mg/i T OE LT,
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1.8 IRI3CE () DR TERH

40 mg BE M OV 60 mg REDPEAREIC I 1T D HAM-D17 & atit o 5Bt 5238 (LOCF) @
v CEPYEHERERZE) X, -12.6£28.4 TH Y, HAM-D17 &t allIBithar & ik L CH
B L7e (9<0.0001). 72, WTFHOBIZEIZE W TH HAM-D17 & iFaFRIEHE5-Hah

ANZ N THEICHEAD L (p<0.0001), EHIFICOIE D H1) DR DBHERF Sz (R 1814
).

#F 1.8.1-4 EMEHHAERD HAM-D17 AR OHER (40 mg #f & 60 mg FEOTFA)

IV . . . . . . . . 6 W | KETRE
i ] ] ] ] | | 1] 1] 1|
BRAGRI| 1A 2 3 6 i 8 i 168 | 28 | 40 | 5218 (LOCF) (LOCF)

JE B 215 209 198 192 187 182 176 170 155 146 215 215

HAM-D17 & | 209+ | 18.6+ | 162+ | 14.6+ | 12.5+ | 11.3x | 9.2+ 7.9+ 6.6+ 5.5+ || 13.5+ | 8.2+
HEEEY 5.1 5.7 5.8 53 53 5.6 53 53 5.0 4.8 6.3 7.8

BA 4G B 22+ | 45| 6.1+ | 83| 9.5+ | -11.8+| -13.0£]| -14.4%| -15.6| -7.4+ | -12.6%
L DFEY 3.5 42 47 5.2 5.4 5.8 6.3 6.0 6.1 | 59 8.4
p i <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001 | <.0001

a)iﬂﬁﬂﬁﬁﬁ% b) XHEDH % t 1HE

F7, BEEHEICHE SN &R E5HIG% 6 I TO HAM-D17 G EtFEA O L& CFAE:
FEYERR72) (22U T, 40 mg BEM OY 60 mg BEDEREZ Lhl U 7= FE 58, 40 mg BE (-7.0£6.0) KO
60 mg Bf (-7.9+5.7) OEICHEZ TR LN - T,

FEBLAT 52 B E TOREMEICOWT, AEFELRIBIRIL 97.7% (210215 ) TH Y, 3
BN 0% EOFEER T, SHgESK, B, @R, 8w, 1\, FF, V7V keTA
NHESIN, (ER, ARERD, CKIMER O EIER Ch -7z, BHRGT52 L2k, FIEL
TAHERROMECREICHLT RE LOIEALNT, BERNEL R DEEITA LA
Motz o, AEEROIFZLEAEPREIHEETH Y, BIFHITE A EDEIE 3%
RThHoT=Z LD, HREFFICHERZNEE X BTz,

(2) =\HEAER

KO JEIEREEDBE A% L L, HAM-D17 AFEES 02 &% F e & L,
T2 X tF L 40~120 mg OF 2 T T R PREEGRBR .S 2 5Bk, 55 37 7 B ARG L
iRy 6 AR I < A7z,

ZDOFESR, Proof of concept & L CHLEDIT725 2 #8777 A% HERAER-1a, 1b [IFAHEE
5.3.5.1-03 %11 5.3.5.1-04] TlE, 2R ABLICT 2 0% F o D7 T vRITHT 2 EBMEITIR S
Nxhote. Lonl, BI3HT T BARREEGR TIE, £ 181512537 LKY, HAM-D17
ARFER OB EIZOWNT, 6 RBR [T EFRF 5.3.5.1-05~53.5.1-10] ® 55 4 &Ex, 3720
H20mg 1 H 2 &G K 40 mg 1 H 2 Bl 507 F & R % BEER-2b [ & EF 5.3.5.1-06],
60 mg 1 A 1 [E#% 5077 & AR5 EEER-3a, 3b [IRAEEF5.3.5.1-07 2 105.3.5.1-08], 40 mg 1
H 2[5 K 0N60 mg 1 H 2 [H#50 77 &R RRABR-4a [IRAEE5.3.5.1-09] (28T,
T anXtF DT T vRITHT DEEVENGEA S .
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# 1.8.1-5 WIVE 2 MR O3 M7 T ARG R ELEERBR 12 381 D5 HAM-D17 &3m0 {bED
REMILLIE (G- 40~120 mg)

<4y #ﬁﬁiéﬂ%% e DLX Bt L 7T RBEE D
[RBAIS A ] W R S (p fiE)

. 5.3.5.1-03 DLX20~60 m

B2 47 5 R R 1) RoE 0.146
5.3.5.1-04 DLX20~60 mg
[HEA 7 5t Ak B AR - 1b] 1 H 2 0963

3 535105 (DLX20mg 1 F 2l | 0222
[iEsh 7 & ARt R BR-2a) | DLX40mg1 H 2 [A] 0.138
5.3.5.1-06 _DLX20mg L H2M | 0022% ]
(oL 7" 7 2 ANk HEEER-2b] | DLX40mg 1 H 2 [H] 0.003*
5.3.5.1-07
[551 5 & R AP -3a] DLX60 mg 1 H 1 [A] <0.001*
5.3.5.1-08
{551 5+ xS ER-3b] DLX60 mg 1 H 1 [A] 0.048%*
5.3.5.1-09 _DLX40mg 1 H2[ | 0.007* ]
LSt~ 7 2 A xR BR-4a] | DLX60mg 1 H 2 [A] <0.001*
53.5.1-10 _DLX40mg 1 F 2@l | 0253 |
st~ 2 AR xR BR-4b] | DLX60mg1 H 2 [H] 0.054

*HEEDBY (p<0.05) DLX: T apFtFr
a) 5.3.5.1-03 K& 1} 5.3.5.1-04 1% Qualified Patients £ 351F D MERE R (p fE), 5.3.5.1-05~5.3.5.1-10 i%
R—=R T A D ERERE TOVREROBERICE SN RER L (p E) 2R7.

2, TanXtF UrOREE LVIRKS RET 72012, KO ORMIEFREZ S L LR
IRFBR & FEhs S 7.

72, TanXbF U ORMEE LVIRA RET7201L, SSRITH L/ \mnFkF r kUx
A BAuT T LRI E LT, KO DRMEEZ xR e U RRERD i S 7.
FaunXxtFr60mgl H 1 EEGD R 0xtvF 2 20mg 1 B 1 EFGI5T5 IEL MR
NEfE S, EHME~Y—T % 2.2, HAM-D17 At O 2 b &% FERHMEfEIE L LT, 7 =
aXtFroaXtF AT ISR I N [IRAERS3.5.1-11]. TauXtF o
60mg 1 H 1 EEGEOTZATZarZ A10mg 1 H 1 EEEGIZT 5 IEL MR FHE S i,
B GBbA 2 MO RREE L FEFHMIEE L LT, TandtF Loz Ao eI AL
kT DIEBEN RSN [IRMTEEE5.3.5.1-12.1 KTV 5.3.5.1-12.2].

8B, KEIZBTAT 20xtF o ORMCEOHE - HEIZLLTOEEY THY, 2009
5 A 31 BBUE, KHO>OFMEELZEIESE LT »ETERINTWS.

___________________________________________________________________________________________________________________

FEo (1), ) okLBY, EANTIE, [526 « 5RHE] OEFZx5 & LIZEKRR
HEMELTRER, TauXtF L 40~60mg D7 T BARBHIH T HEBER Y, SanxtT
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> 20~40 mg FEIRIT DL D RWAEMEIN RSN, Bl ERFICHBEITA N o7, F
7o, REIMKEGT 52 LT, AFFRRORBEMENEIMUIZY, Hic IR ERRNIE
BLEDT5Z 8137, REMICOZD T aaXxteF o oh ) SRR Ins. —75,
WA THT 2amX BT U ORE LD ORPREN, ZL<OELX TERRBINLTND.

L7eBoT, TarndteFr OoFAERHERSNZ O LWL, 2hhe - 2hR% 9 2% -
JOdREE] & LT, BUENGEARERET S & L LT
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1.8.2 FiE - BERUZOHERHL

WE, KA H 1 EEAER, FaudbtFr b L T40mg ZROBET 5.

¥, #EIE1H 20 mg LB L, 2RATSREEITIE, 1 H 60 mglZHEETLHZ L
MTE S, #EIT EEU EOMEEH T T AAREL LT20mg o175 2 L.

1.8.21 F%IZDWNT
TauaXtFUrOMEELT, 1 H 1 EHEBREENZL THLEEXT-. TICZEDELE
BT o7,

1.8.2.1.1 &E5E%K

RN 25t G & U781 MIRE R 538 [IRFHEEF 5.3.3.1-03 T 5.3.3.1-04] 1T,
7T a1 FEF 40 mg V60 mg DOZENEIRE 7 A [ S A $ 5-I¢ DVH AR OTE I E, 4 4 17.26
KN 13.18 [l & LRI R CTH Y, 1 B 1 [BIEG O RTREMED RIE S 7.

PeEGERER [IRTE R 5.3.5.1-02] TiE, 1 B 1 EFIE#ZE 52T, HAM-D17 AitiE o2 ki
ZEERHMEEIE L LCT 2% 8T 40 mg L 60 mg OFFEHRE (LT, TanxtF U tds
B OF 7 uRBCRT A2 EEERREES Nz, E2, TanXdeF Ue I et
20~40 mg FEL VEMETEH-TEY, T 21X EF L 40~60 mg FED /1 ¥t F > 20~40 mg
BT 28 LR WEMEN RS LT,

—J7, WS TIE, 7T B AR R R ER-3a L O 3b [IRAHE R 5.3.5.1-07 K 1Y 5.3.5.1-08], FFA
TS % ME LI BERRBR [RIATEEF5.3.51-16] I2BWTC, TavXxEF i3 60mgd 1 H 1A
BhHE L TCHEINTZ. ZnbORERTIE, %4%HAM-D17 ARt R & {bE, FRTL5ETo
B2 TEFHMlEE L LS, Wb T anXd v F o7 7 B RICH T 28BN RENTE
v, TanXtFrol B 1ERGOEENHR S L.

PLEOFER LY, TauaxtF o5 ELTIHIRBIRZYTHD EEZ L.
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1.8.21.2 &E&H
IS TN S VBRI THE, T e m Xt T ok | B 1 EHIRRICE L. BRI
CRFOWESNT, UTICERLE.

(¢ G- 0D F2E)

OMEBEEER N 2ot 25 8212, 7 = v v F U 40 mg A 22D S VI EELER (Z21E) 1
HERR O &G Lz & &, G485 TR 52 Tmax 1234, Cmax & O AUC., 1Z& F L7
iﬁi%%@%&@&ﬁﬁ%ﬁ(?@)&5&@%?%%%%%%@@&@%%#&’ X IRE
W BN o T [IRAEE5.3.1.1-02]. 2D Z &0 5, RV KT TG RR 0 B2 3]
ST EAURIB I LT,

—ﬁ,%EA@%WA%&%%&:?JD%ﬁ%ymng%1Hz@ﬁ%&@&@bk&%

, EFIRIEBICBIT D R O 5% DIEMBNRE R T A — X Z I LIfER, TandtF v
&Uﬁﬁ%@cmmfwwfi%&@k&&ﬁ@ﬁfﬁ%ﬁﬂ 13D BT 73, Cmax O Gy
DL (TG D 90%EHEX I 0.70~1.43 OHFPHIZ, AUC,.. DR DI (% 5/
i) D 90%EHEX 1 0.80~1.25 DFPHIZFNZENA - Tz [IRAHEE5.3.3.1-06]. =D
FERELY, TanXeF UV RERGICE T 2EYHRBICKIETRERHROEEIIRE DT
T neEZ bz,

(BFDRE)

EINEER IR 5.3.1.1-01] OFERTIE, BHREFEEGOT 2 v %t F 2 Cmax (FZZERFIZE
NREVEZRL, REDOHKE, AEENEDONEA, Tmax, AUCusw ta) KBRS
PRl BT AR R BEFEOFEIIRO o T,

WESNRER [IRATEEF 5.3.1.1-02] DFEHE T, %S5 0O Tmax (ZZEERCHAIER LA EHE
RO LA, BHRKE O Cmax MY AUC., IZZEER 5 E- L ORICABERZITREO b
Mo Tz, MOMENRER [MTEE 5.3.1.2-09] TiX, FARERTHFEG & 22 ERE 5 & O O3
BIRELLHE 21T\, FOFEE, TR EFT S O Tmax X2 E R G IR L7228, Cmax K&
O AUCy.., DFIRERTH G- & § 22 R G- 0O S O 721 351 22 JE 5 5 D L D+20% LN T
HoT-.

INHDOFERND, TauXd®FrORLFT A T T I RIETEEORBORE L
INENT EDURIB X L.

LirL, 22« 9 DREBOEE LR E LEEENORERRO 4 R TIE, WInbilg
BERGLMTON T RN Eb, AL LTHRBERGOREZRITLZ L L L.
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1.8.22 AHEIZDWL\T
1.8.22.1 B@EHE
7 21 X F 2 40~60 mg O M EHIPH TORARRER W& EE5.3.5.1-17,5.3.5.1-02, 5.3.5.2-01
&TN53.52-02] IZBWT, TanX BT ORGMER LN HEGE TE Ll L-Z &)
B, UTICZEDELEEITST=.

(1) 30mgUTORE

TarXxtF 30 mg LFTOHEEZHWZERNOERRE LT, 1I773Iy, X7
PREUVVERNT Y RUARREEE U, REEBROCGER IS < g x T HEFMIEE, S
Pe— 0 % 10%ICRE LT 3RBRA2 I Lz, TORE, TEMITGRERICBNTA I
TV [IRAEE 53.54-01] KON T v v [WSAHEEF 5.3.54-02] (ST HT andkEF
DIELMITFEA ST, TV Ny [IMTEEF 5.3.54-03] 12k 2IELVEICOWTIE, FEMRE
PRI RAEHT FAS TIEREM S A2 D3 EIRIRHT X G4 H] PPS TIXRER] Sz 7z,

T, PIERGFEZOFEZMTE LT, Zb 3 REBEOFERICOWT, SR & Rk
HAM-D17 & #taF 02 b a FEFMEE S LT, T 2 u X F 0% RIKICK 3 5 IEH M
ERaf LTz, ELM~—2 12 oW T, ICH-EI0 A RT7A > TlIxBEE 7T R E D%
DREIZEASWTHEET DI ERBINTODLN, ENTEAITII L, 3708V,
7Y RroWTRb 7 78R EDHBMREBRNERINTE LT, TORNRELT2aF
TF U EDOECHL IR EN TR -T2, LER-T, Wil TERINZT 2%t
FrDAITT I L ORI [IRIEE 5.3.54-01] IZBWT, 477 IVOEHE
(50 mg) 7T AR LA L, HAM-DI17 GEteF R OZEIZOWVWTA 277 I D 100 mg &
U150 mg & DFAEZ B L ET LTz, ZORER, ZOEEXHO FRNOIFEHE~Y—T % 3 LR
EL, FAEEKREEZ 0025 & Licex, FEHHITRIN o7, X708V, FIYFR
VRSB E U R BRI BN T, ZOHEE~—V R 3ICRELZEZA, T
2% F T IS IANK LT TR L IES R R S LR o 7.

T, WA TIEIT 218 % 8T 20~30mg & 7T R & OB [IRAEE5.3.5.4-13]
JOY5, 10, 20mg D 3 FEE 7T AR & DR HEER [T E R 5.3.5.4-14]) BEfish-. £
DOFER, HBEDORBRICE TS 10 mg BEO BT T B ARBE6HT BB R S22 (p=0.038),
ZOMDOEFERETIINTN G 77 BRIk 2B RS2 hoTc. kXS, 72
B&tEF L 30 mg LFOHETIRLE LIEAIERHEGR TE o7,

Lo T, ERNEOMBAOFEENS, 30 mg LLFOHAETIXAMEEA 5 THD Lk
L7-.

(2) 40~60mg DAE
(PET &8k [INfI&E5.3.4.1-01]]
fERER AN Zxt5 e LC, BT idtWEiRki (PET) 2LV, Tar$tEF L 5~60 mg H[a|
BHEICB TR b= b U AR—=F—EGR LT, HAF) 2mifllc. Z0/8E, 72
rEEF O EARIT 43.6~81.8%DHIPH T, MELOMITPRE LIMTEMLE. SR,
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40 mg LA EDHBICE N T, HEEAIRE B X HDHK 80% P ICBIET 2 WTREME S @ <, R
IRDBIIFFTE D b0 &b,

(Phigalln (A& RE5.3.5.1-02])

2 Jiiax e [m] — S AR ] HL B IO - I OREDEF ARG L LT anXxt
F 2 40 mg &Y 60 mg @{#/g}ﬁ}i@ﬁyﬁ \Z2W T, HAM-D17 GEteF RO Z v &4 L ERH TS
L LT, 77 vRBECxT DR OVn X F 2 20~40 mg BEC KT 2 IEEPEEMRFEL
7.

EN OB G T VA 0%, T audvF 2 40 mg BETIIOIHHE 20 mg, 138 LIEIE 40 mg
DOEEHEIZ, £/, 72X 8T 60 mg BHIMWIHE 20 mg, 1 H%IZ 40 mg, 2 BHEZLAFE
1% 60 mg O EEHEIZ L.

ZORER, FEFENTHRER FAS (2317 5 FEATICIW T, FEFMFE CTdh 2B L

VIR 544 TRFE T HAM-D17 GEREA O & CEIMEHEERZ) 1%, TarXtF
VO RE-10246.1, 7T EAREE-83£5.8 TH Y, T aunX v F UG HEOT T B ARRHIXT 518
EMEDSBREE Z 472 (p=0.0051).

F7o, \m v F URED HAM-D17 Gitet o2 b & CFIEHRERZ) 13-9.446.9 TH Y,
TandtF UGN X F UREL D BUE TE - Tz, BB OIS BT ET L

S T aunxeF U e T UL OMOZ(LEDZE (FHHE O ELAEHERFE)
LN OS%IEFEIX L, -0.65£0.68 K O® (-1.99, 0.70) ThH-7-. [EFEKXME D LR 0.70 & FHEHM:
= THD 25 LV/WEholzZ e, TauaxtF USRI\ e TF ORI L

G SRR R LT
* HAM-D17 & ﬁﬂﬁﬁﬁmiuowf/mm%ﬁ%/ﬁ&77tfﬁ&®ﬁ CHBENALNT, T =
X T UOFAHEO N v F UBICKT D IELERGEIT T R oTEE R A L TR o 7.

B, ORI RERICBN T, I’J%@F%?M%M’Lt

RIRARMT & LT, Blg2H0]00 HAM-D17 Gt OZEEA MG LICRER, TandtF o
DFEREE T 7 B ARRE L O THRG-BlIAH 2 U O T R COBIEE THEEN A L. £z,
HAM-D5 O&EGFHFEROELE, FIGE, THERK D CGI-IEEOYGEROWTNIZENTY,
TanXtF UFEREE T AR OMICHEENA L. BIC, EIFHMERE TH 5 VAS
D6HEHEDH L, [H] KO TERRD TWARHICHAZA L2 © 2 HEIZBWTY,
FanXbFUHARL 7T ERREE ORICEEENA L.

T a2 XET 40 mg K60 mg DLLEETIE, HAM-D17 &RFaER O b E CEXEHEYER
) 122V, 40 mg BF (-10.5£5.7) KTV 60 mg BE (-10.0£6.4) OWTHOREL, 77 BHREEC
R D ERAE S RRGE S U2 (% % p=0.0103, p=0.0440). F7=, WREFICAHEZIIA LN -
T2 DD, 40 mg FED S 60 mg BEIZHL, fiktfE s L CTETRE L, TLOmIREHmfEELS
BWTH, 40mg BFEDOHH 60 mg BEIZHE_EWAERIMEEZ R LT,

o BUSETIL, 40 mg BE (57.5%) & 7T BREE (38.6%) & DREICHBEZAENI LN,

1.8-13



L8 IRAI3CE () OREMRIL

60 mg BE (51.4%) & 7T v REEL ORICITAEEENS SR D> T-.

o CGI-AEEOKERTIE, 40 mg#E (69.9%) KN 60 mg B (64.9%) ODWTHORED,
7T AR (51.0%) & ORICHEZENALIVZH, 40 mg #FEO I8 60 mg #f L 0 Uik
TN T-.

e VAS OIHHIZ L OZELETIE, 6 HAD YL [N edmA, TEakE], [
AT LD BEATE~OXRE], THRRO TWALMICHAZH LIZRER] © 4 THET
0mgfEL 7T ERBELE OMICAEEN AL, L22L, 60mg#EL 7T BAREEE D
A BEENALIZHEBIX 2o 7.

7B, TR LB, TarXxETF L 60 mg#EH 40 mg BE & G U CTERWARMEL R L7-EI
WRHIEFEER & 2 BTz,

o HAM-D5 OHFHFEROE(LE CEIMEHERERZE) T, 40 mg #f (-4.3+£2.6) £ 7T &
REE (-3.6£2.7) ORICHEZEITA SN NS08, 60 mg BE (-4.4+2.9) & 7T vREE
DORICHEEN A L.

o EMRERTIE, 40mg BE 32.9%) & 7T EAREE (22.1%) OEICHEEIZA LRSI
2%, 60mg BE (35.1%) & 7T B ARBEOMICHBEENA LN,

o CGI-AEEDOEWLFERTIL, 40 mg B (26.0%) & 77 vREE (22.8%) ORICAE=E
AR SNRoT72D, 60mg BE (36.5%) & 7T B RREORICHEZENA L.

B, BEMIZONWT, HEFRLORBRETT 2 aXtF 2 40 mg #f 87.9% (80/91 f4), 60 mg
T 86.9% (73/84 il), /311 & F L BE 87.2% (143/164 5), 7 T v REE 78.2% (122/156 #i)) T -
7. TandxtFr 40mg BEN 60 mg REICBIT 2 A EFSRERIIFABRETHY, 2, »
PTHOBEL 7T EREICKH L TEP T2 bOOAEEEITILLNT, NodtF UL RRET
bol. ABEFRROFTLAEPREIFTEETHY, HFHITEAEPEER IR TH -
72 Enn, BR BRI RE REIZRVWE D LB X bz,

(=T T ~LRER [USHEE} 5.3.5.2-01])
T anrFdEF L 60mg & 52 HEEG LR, REIM#EE T2 2 & CHEFLOFBEHEN
L0, FRRAFEERFENEILI-0 352 L1370<, U0 SRR HERF ST,

(RHI&GRER [IRTEE 5.3.5.2-02]]

7 amFtF 40 mg XIE 60 mg & 52 WK G Lok R, REUIMKEG S22 & THEFRD
FBUEENEM U, BRSAEFERRI LD 752 L1377k, U2 2R BHERFF S
7.

£/, F£182-1 DL KBV, 40 mg BETHEL) (CGI-ehFEEN EESKFE] LLTF) THo72, 6
i HLIBEIZ 60 mg (2 ET 5 Z & T, REBIERFICHR) (COI-UGEEN THEEwE) L) &
72 S TIERNE 58.3% (21/36 i) Tdh-o7-. LI=d-> T, —HOMEBRAE TV T 40 mg 7> 5 60 mg
SO BR IR DR S .
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# 1.82-1 EHIHEGHERIZHIT 5 40 mg 225 60 mg ~DH EZHIE

. | 40mg— 60mg ~DHE | . o | BEEERO | 95% [SIEIXH
% N ISy n%E‘ % )
VWIRE ) fy s - spugy | RRBROUERT | T T
40 mg 36 21 58.3 40.8 74.5
a) HEG] FEEM 0 JEWE) ;40 mg — 60 mg ~DOFIEIDOHEM T CGI- YN T#EHE] UTT
B o T2 IEB

b) FASBIERRF OS] - RG] (R S OO b, RMAEIERFO CGI-LEEN T IS
Sk ThEEEE g Td > I iER
o) U TRMBIERFOUGER]) 25 HEEE] (EHER : IEdEE)) ([ChH5EE

EOFER IV, ik [IRAEE 5.3.5.1-02] 1238V T, HAM-D17 ARt b &4 5
FHMEERE L LCT 2 r %t TF 2 40~60 mg BED 7 7 v ARBEC T D EHUESREES . £z,
TandtT L 40~60 mg FHI e Xt T 2 20~40 mg BEL W EIE CTHE-> TRV, Taudt
F 2 40~60 mg FED /N1 & F L 20~40 mg BEICKT T DL LRWASMER RSN, athic
BOTHEFICHEN WD BRI N, IS, A= 0 7~LilliR [IRTERE5.3.5.2-01] &
O EBHE B [ISAEE5.3.5.2-02] I2BWT, T a3t TF 2 40~60 mg DOHL D DNEIHE
Fran, ZEMEICBOTHRICHEBERWZ EARENT=. 2p, Wk CKE) 12k Th, T =
2XtEF L1 H40~60mg i HEE L TARINATWD

Bz, LR %H%ﬂswLM]VEVTTJD#ﬁ%y«mgﬁ&Uamgﬁ%w@
L7ofER, EEFMEZEO HAM-D17 SRRSO ZELEIZOWVT, WINOREL 77 B REHC
R DERIESREE S LT (%5 % p=0.0103, p=0.0440). L72>L, 40 mg BEM Y 60 mg B diHER]
WCHBZITA DN o T2, W BN IIMR CTE ", 40 mg #£7% 60 mg #EIZ i
SEE LTETRE NPT, Fio, MOBIKGHEFEEOR R D & 40 mg #E72Y 60 mg FEIZ A~
TEWAMEEZ R L2, 7B, ZEeMIZoVTIE, 40 mg BEL 60 mg REDO A EFHL BRI
BETHT-. LEX->T, TaaXeFrO@FHEZ 40 mg t T2 03R48 LEEILN
7.

L UL7Zen 5, HelGRER [IAEEF5.3.5.1-02] (I2BWT, TauX T2 60 mg FEH 40 mg
LV EWAIMEZ R LIHEE b A O, RHERGRER [IRMTEEF 5.3.5.2-02] 128V T, 40 mg
25 60 mg ~OMEBEHRITIENEONTBE L —HALNT. Lo T, filx DBFE THA

ﬁf%ﬁmrﬂﬂﬁéy®*&%@£ﬁék amgﬁmgﬁ%é%%ék%it

INHORERXY, BEHEZ 40mg & LT, JERIZE U T60mg 2B &ER & L, #bl72H
BEBRRLTEETHIZENEELEZ X0, b, WEICEL T ,OOﬁ 9 DIRRED B
ARG E LIZENOFHERERO 4 RBMORBRT VA o 2EE L, 1HMU EOMBEEH T T 1
HHEE L T20mg 7279 2 & & L7z,

1.8-15



L8 IRAI3CE () OREMRIL

18222 FHEAE
55 3 AR OB [IRATEEF5.3.5.1-17] T, 92« 9 DIREBOBEEZHR L LTz,
721X F 1 40 mg KON 60 mg BED 5 mg BEISKHT A EBIMEO R 21T - 72 (B 8
). 72385, 60 mg BEO TR &L, DA+ —7 2 T~V B [IHEEF 5.3.5.2-01] & [RIERIC,
40 mg (1) & L7z, ZoOfER, FEIMEEE HAM-D17 A 3taa 02 & CEHEAEHER
F£) 12OV, 40 mg BE (-15.0£8.2), 60 mg #f (-13.249.3) Wb 5 mg B (-14.2+7.8) & D
THEENA LR T.
ZDOEDIZ, 40 mg FEK 60 mg BED 5 mg BEICKIT HEEME N R E N o B A, LT
IZELE LT,
e 40mgH¥, 60 mg BEILIT L AN TIHIER FAFHC K& 2MBIT R0 72 b DD, FEHIO
HEFRGPIEFNL, 40mg B, 60 mg HEOWNTN LN Smg L I L TS o7, Zh
1%, 40 mg BEM N 60 mg BED ISR 40 mg @ -7-Z EWNRK EHER Sz, £
R L LT, 40 mg BER TR 60 mg BEOZNED FCRIE S NAHRIC, #EHFIEICE ST
FEFIOESNE LD, 202 LN IEAREIA e AR h - B —o L 25
.

Z 2 TG [IRMTEE 53.5.1-02] BT AT auXt T o RGO E (%551
% 1R 1%, el I L BB o I & (40mg) KVIRS 52 LT, KEWH (&
HEIA% 1) ISR A2 AEFEFGHIEENMES 2D B X, 20mg IZFRE LTz, ZOREER, £
1822 D&Y, &EHME | HFICE T2 AFFRICL DT IERIT, EEERER CTIIakT
8.3% (25/303 f51]) [40 mg #E 6.6% (10/152 f51]), 60 mg BE 9.9% (15/151 )] TdH->7=73, il
TIERIRT 1.1% (2/175 1)) [40 mg BE 1.1% (1/91 f51)), 60 mg A 1.2% (1/84 f5i))] LKL a7z,
L723>C, PIIHES 40 mg 705 20 mg IZIK< 975 2 & C, &55MH%E 1 @RICHIT 2 8%
MREL< 2ot

72k, FEFHMEfEAE HAM-D17 A3t R 0Z (b CEUMEMERERZE) I2OW\WT, TanXxtk
F 2 40 mg BE S V60 mg BEDPELRE (-10.246.1) D7 T BREE (-8.3+5.8) (Z%4 2 BB HFE
Itz (p=0.0051). F£72, TavaXtvF AL e T URE (9.4£6.9) L0 HKfETE -
TEBY, TaaFvF L 40~60 mg BED /1 1 F 2 20~40 mg BT 5 5 R WELIMEN
=Y W

# 1.82-2 RN L OHEGRBRIZ I T D & 5B 1 1 o %2 et

; AT B - . o | FEAMRF 5 P 5B 1 R

| e PRGBS R e e kg | A RS

Pl R | 5.3.5.1-17 PR B 40 mg | 40 mg (1W) 152 10 (6.6%) 124 (81.6%)

AR 60mg | 40mg (IW) | 151 15 (9.9%) 127 (84.1%)

it 303 25 (8.3%) 251 (82.8%)

5.3.5.1-02 P e 40 mg | 20 mg (1W) 91 1(1.1%) 49 (53.8%)

60 mg | 20 mg (IW) 84 1.(1.2%) 35 (41.7%)

il 175 2 (1.1%) 84 (48.0%)

a) A5 U= B B REC 5 < B
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WIS, I RS 40 mg & 54 —7 0 T~ ikl [UsAHERE5.3.5.2-01] LW &% 20 mg
& T D BWIE G ER IRATEER5.3.52-02] O GBAA% 1 M ORERZ ik L2, £ 1.8.2-312,
B GBIA% 1 EMICB T 2 AEFEFRICE2HIEE, HFEFZORBIRELRT.

ZORER, B 5-5ME% 1 MR OFEFEGIC L 5 IERT, 4—7 0 7 LR TlE 12.0% (6/50
i) Thoth, EHEGRBRTIX 40 mg #EL T 60 mg BEOEFHT 4.2% (9/215 f]) [40 mg
6.5% (7/108 f3), 60 mg #f 1.9% (2/107 f5)] &< 7eo7=. L7en > T, #IHIHEL 40 mg 725
20 mg IZIE< 925 2 & T, HEGRBR [IRMEERF5.3.5.1-02] & IAEEID, BEBIMEE 1 BREICBT
DEBMERE L R DOERVBGE LN,

#£ 1.823 A—7 2 T VLR LK ORI GRERIC I D B 5-BMA% 1 EEOZ et

N AT R o . o | APeSR 5 BA% 1 IR
PR ey PURREL | BSRE | SUWNE | e s e | Ak e B
R | 53.52-01 | A =72 F~UL| 60mg |40 mg (1W) 50 6 (12.0%) 43 (86.0%)
5.3.52-02 | R kR 40 mg | 20 mg (1W) 108 7 (6.5%) 69 (63.9%)
60 mg | 20 mg (1W) 107 2 (1.9%) 57 (53.3%)
# 215 9 (4.2%) 126 (58.6%)

a) A L7 GRHCIES < il

UEORERIY, MIIHEE L TC20mg 2 1 WD Z ERZYTHDL EEXT-.

ZE R -

1) Meyer JH, Wilson AA, Ginovart N, Goulding V, Hussey D, Hood K, et al. Occupancy of
serotonin transporters by paroxetine and citalopram during treatment of depression: a
[''C]DASB PET imaging study. Am J Psychiatry 2001; 158: 1843-9.

2) Meyer JH, Wilson AA, Sagrati S, Hussey D, Carella A, Potter WZ, et al. Serotonin transporter
occupancy of five selective serotonin reuptake inhibitors at different doses: an [''C]DASB
positron emission tomography study. Am J Psychiatry 2004; 161: 826-35.

3) Fava M. Management of nonresponse and intolerance: switching strategies. J Clin Psychiary
2000; 61 (Suppl2): 10-2

4) Nemeroff CB, FEEF], JF AR, EATEE, HEMH 8. 5195 SIENTEO R LR
PREVEH]. BRARE #HEEEE 2005; 8: 2119-39.

5) Thase ME, Blomgren SL, Birkett MA, Apter JT, Tepner RG. Fluoxetine treatment of patients
with major depressive disorder who failed initial treatment with sertraline. J Clin Psychiatry
1997; 58: 16-21.

6) Joffe RT, Levitte AJ, Sokolof STH, Young LT. Response to an open trial of a second SSRI in
major depression. J Clin Psychiatry 1996; 57: 114-5.
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1.83 FALDIE () RUZDRERML

1.8 IS0 () ORERIL

AHNOMEH EOEE (F) 1% TERHEELIRA SCEOFHEEHEIC OV T CEFREHF 606 5,
IR 59 5, WAL 94 A 25 BHAD) RONTEFRHEEGOMH EoEEFLEEHEIC OV T G
607 7, L9 4 H 25 BA) ICHEIL L, AHI D IERGIR M OFRIRBRBR G IC LD &, fhod
AR CHLEr b= VAT LU R AARBLESR, #IREa b=
IALPAEIR (LU, FAEFRZHE L 05T OENICEIT 2 EOEBEOFR#EHEEZSBITHE LT

EH EOESE (8) ORHNE BRI
(22 (ROBHICFBESLENIE)]
1. AEIORD - LABEOREROHZEE 1, 2
2. B/ T IUBEER (A0 MEFZRERHINE | AFOCETET — & v — Mok x
BEIbE 2 ARLUNOERE (THEER] OBES | RELE.
ic) 3, 4

. BEOHEZENHLBE (HFESISIBLTLSIZEN
Hd. Tz, HRFRBEHMNERL, FFOMAREHN
ERTLH52ENHS. (EMBRE] OESH)]

4 SEOBEEZEDOHSEBE (FHOOPRENLERT
5 ENHBH. TEYBE) DESHR)]

5. AV FA—ILFROAERAKZAEDESE FERN
BlIBZENHS. ]

HR S5 FEE D JHE 28 BB C i A Y 2 2
NELRY AUC N RTHZ &, £
7o, mE OB EE B T Cmax, AUC 28
HRTDZ LD, REAIOIEGE ST
EZHESEHELT.

5 ARAFNOFEEIER D HIERPE(LT 5 =
ENB DT, KAIOIMNEGAT SCEIC
HEOEXREL.

<HEEX (I RICEET HERLDFE>

PLo SR O®EIZL Y, 24 FORE T, HEAE,
HAEREKO Y A7 3T 25 & OWRERDH D=0, KA
DOEEIZHIZ>TE, VAZ EX_XRT 4 NEEETDH
ZE (T EE] OESR)

AHNDAEZEPT — % v — MO,
Rz, RAIOHEFAT SCGE K ONFRFER L)
HOMEM LOEEEZZEITHRE L.

<R% - REICEET SERLDIE>
AAOEEGRBIIBHER/NRE DL D, BH T LICHE
CBRE LR LT 2 L.

L.
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1.8 IRAI3CE () OREMRIL

(EALEDEE]

1. BEERE ROBHEICITEEREICERET DI E)

(1) AZARIERIESHERNEEDO H HBFE [/ VT KL
U U EBOARBLEERIC L 0 iER A E L5 2 L8
H5. ]

Q) BIE AT EEDOH 2 BFE LOdEdEm, i+ -
H, @iEs7 )V —En"bobhdZ bbb, |
(3) FENBESUIIRNETCHED & 25 B3 DERNEL T2

ZEnbs. ]

(4) BENGHEEDIEEDH 5 BE JFEENEL
THZERDD., Fiz, HWRPEBHINIERE L, &K
OMFEENEHTZEnH 5. ((Ep@hig o
HZ ) ]

5) WEOT NV a— VEBEE FEENE(T 5 al6ek
Nb. ]

(6) BENGHEEOBREEDH L EBE [AAIOIMm IR
ENREHFTHZERH D]

(7) BERGEXTIABRCEHOBEDH 5 HBE, HEE
OHLHBEE [AFRSE, AR Z L
N 5D, ]

(8) BEH oS [BE, ARGHALOLbND Z LN
H5.]

(9) M D7 E R E T A RIIE DO FEK O & 5 BF
DR DT 5 2 &35 5. ]

(10) TEEWEDS @RS 2 A3 2 B DR 251
WYL 00305. ]

(11) TAPAZEORKBEMEREBE TN G OBEEREDO H
LEBE [(ERER-TZE0nb5D.

(12) HfPER B OBEERE X X ER R O & 5 B3 [H
MR IERT D Z ERb 5. ]

(13) =il [Elma ~o% b, [3EpERe] OES ]

(14) /MR [UNREA~OE S ) OESM]

(1) RANOIELIIEH ) DIER N BT D
ZERH DT, FFERZHE DM H
LOREEESBIHRE L.

2), 5

AHNOEFEFET — % > — MMTHES

XIRE L.

(7, (8), (11), (14)

AHNOEENET — 2 v — MNIES

X, F7z, [FAMEFRZEOMEH Lo

BESEBIERE L.

Fp A5 Y oD A 28 R G A O

AR 20 AUCERT D Z L,

F7-, ERRERIC I CIFSREER R

MEERELZHNBDOLNLTND

ZEMLRRE L.

= O R R E S T Cmax, AUC 23

WMRITDHZLEMNLERELT.

(9) $1 9 DHFEFEORBPRIEIZTB T H—
BOEEHRETHDL Z L0 n, R
RO H FOrEE S & 10
E L.

(10) AFNOHNEIZE T HHEELOF
BRI ZEIE L, [FIFERZhEE DM H
LOEEESEBICRE L.

(12) ARHI D EERAF SCE K ONE FE [H %0
HOFEHLEOFEEEZSZBITHEL
7.

(13) M=l CIEFE OEIDEIE L, 1
FHREN EET2BZ0NH S
T-ORE LT,

€)

“4)

(6)

1.8-19




1.8 IRAI3CE () OREMRIL

2. EELGERMEE

(1) SOEREETIEELEFESELSHY, BREK

DEEFNDHBHDT, ZD L5 RHBEEITHRERBLR

HINP N G- B % 8 T D BRICILEBE OIRE K O

OB ERBERBIET DL L.

Rz, Bl BE, = 7 %E AR, SR,

MOE, SO, g, 7o LY T RS EE) R,

R, BURSENH SIS I ERHEINTND.

F 72, REBRIZA S TRV, 2 OER -

TEN A Sk LTIEBNIC B W T, R B OB T H

g, AR, thETAPRESIN TS, A

FORRELOREOELZEERSBIET I LD

2, T OEROHENEZE I NS EIE, )k

WEAHESET, RaIldl&L, P57 L)

IRAEEITH T L.

AR B COWmBRAZE 2D, BEMERPFRD

LD BEITAT T H5E121%, 1 Bl 00T HE%E

BNRIZEEDDZ L.

FIREICARSESC AKX, e, B, Sl

WM OITEIO L R OEFER BN S bbb

U R7ZIZOWTHoRAEITY, ER & BB IE

WERVAES XHITRETHZ L.

5) FEEEREEN H LN D Z ERH D DT, W EITH
BEMIA (AST (GOT), ALT (GPT), y-GTP RUMAE
UVE U] 2179 L L big, BEDIERZ 71
BEL, BENROONLEHAIE, BE, KEX
b o e iE A T 2 k. [ THER,
MERERSE ) KO TERREIER)] OESH]

(6) DMBEEM, Mt EH, &mimEZ YV —Endboil
LZENBHDHOT, WEHIMESZHE L, BENR
D HNTAITIE, BE, KREIH LT 57 CE
Y7 E 24T 2 k.

(7) IRX, HFWENRERZDHZERHDHDT, KA S
HOBEIZIE, BEEDEREBREZE S #HDIE
FEIRESE WIS EETDHZ L.

(8) #hHHIE (BEROHIL) (2L, Rz, Eig, HiE,
FEIED F 0, SHEGR, WA OELEN D bbb
LT ENRFEINTWD., BEE2FHIET H5HEC
%, ZEROFIEEBES, BEOREZBE LN D
WaIZWET D L.

@)

€)

4)

M, (D, ®)
AFNDEFEPET —# > — MMIESD
&, £z, AMRZEOMEMH Lok

BEBBITHRE L.

(2) AHNIOHENZIBIT L2 HEFEFRDOIKEL
WiEEZE L, REREDOHEH L
DIEFBEBBITHRE L.

(3) [RFEFRZFHLDOHEH EOEFESEIC

WEL.

4) ARlOEFEPET -2 — b, £,
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4.2 R
4.2.1 SKPREBR
4.2.1.1 2h & ET 553050

Y Ak BE e ssooesn U mng foe
VPR CE R T won)

Inhibition of serotonin and
norepinephrine uptake by compound

— ¥ J— DA ey
4.2.1.1-01 210980, primary amine of L.LY248686 1’£E.ﬂ S AP R
(NonclinPharm16)
LY248686 0 in vitro (235135 DA N
1.2.1.1-02 FEIRDAZ B (EA AR T e maws
(LY248686-B-047-N) -
1.Y248686, its racemate (227942)
4.2.1.1-03 and the (-)-isomer (264452) as t L Hidh o SPAfEEH

inhibitors of serotonin uptake in
human platelets (NonclinPharm14)

Effect of duloxetine (LY248686
hydrochloride) on the

4.2.1.1-04 norepinephrine, serotonin, and
dopamine transporter binding site
(NonclinPharm55)

2 A~ 5 _ = s
213 i - 51 S

The effect of duloxetine and its
putative metabolites on binding to
4.2.1.1-05 serotonin, norepinephrine, and
dopamine human transporters
(NonclinPharm30)

2 ~ 5 _ S A
s M oz AR

Effects of the glucuronide conjugate
of 5—methoxy—6—-hydroxy duloxetine
4.2.1.1-06 (LY248686) at the cloned human
serotonin, norepinephrine and
dopamine transporters (PM21)

2 A~ 3 _ S
s | iz AR

Affinities of LY248686, its racemate
(227942) and the (-)-isomer

4.2.1.1-07 (264452) for the serotonin uptake
site in cortical membranes of rat
brain (NonclinPharm28)

G L WS —  amEE

Inhibition of serotonin and
norepinephrine uptake ex vivo by
4.2.1.1-08 LY248686 hydrochloride and its
primary amine, compound 210980
(NonclinPharm17)

1 H~ M _ S R
t BB st ARt

2 H~ iﬁ.%]?’ii‘gﬁ*% ST A VR
AR ST e s

~ e B =52 11 SEKC
F mw BITRIRR — HEEE
I~ R .
! 21@ A~ A% El — IR

L.Y248686 @ in vitro (233154 FE
4.2.1.1-09 ZFIRICHT T D5 BRI
(LY248686-B-045-N)

W“W““ F ¥TH

LY248686 DT> MMIF1 ‘é PCA $
4.2.1.1-10 HERIZHE-S 5-HT & 81K Fioxt
FAEHVER (1 Y248686 B-046-N)

Inhibitory effects of LY248686 on the
reuptake of brain monoamines in rats

4.2.1.1-11 - investigation using in vivo
microdialysis method — (LY248686—
B-039-N)
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Effects of LY248686.HCI (duloxetine ]

., hydrochloride) in the forced swim 2 H~ ; o =

4.2.1.1-12 model of behavioral despair in 2‘3)% i AR
Sprague Dawley rats (CNS645)
Improving effects of .Y248686 on o b 2 SR

4.2.1.1-13 learned helplessness in rats éamﬂ %%ﬁi%ﬁk [EN — FEAR &
(LY248686-B-040-N) s
Effects of duloxetine, an
antidepressant drug candidate, on 'J”}?har Exp

4.2.1.1-14 concentrations of monoamines and F — — sk 265'?32—136 BB
their metabolites in rats and mice 1994 ’
(NonclinPharm 19)
LY248686 @ 5-HT FL O NE (Zx

4.2.1.1-15 @‘éﬁ&@]&%‘ﬁﬂ%{/ﬁﬁﬁ@*ﬁﬁﬂ'_ llfld 1 A~ ﬁ§%£ﬁ£$ﬁi W . %%‘@){L’»

B vivo microdialysis &2 AHT— 1y e ==

(1LY248686-B-010-N)

_ LY248686 D HHXFEIR(EH DO RFT 1 A~ M B sk o S
4211716 (1 o 48686-B-003-N) 2 A A&t gig BEL
4.2.1.2 BIKAYSEHEARR

e ; BRIl
BRI Sab G RBCKEN SN R ek FR5E
EEOR

Effects of duloxetine hydrochloride in
4.2.1.2-01 the formalin test of persistent pain in
the rat (NonclinPharm 03)

1 ~ 3 _ SR
5 BB 2 A

Effects of duloxetine hydrochloride in
acute pain tests, the carrageenan
test, and the capsaicin test in mice
and rats (NonclinPharm 01)

4.2.1.2-02

1 ~ 3 . BNl
b M 2 AR

[
s LIy . LZ

1 A~ P _ S AT
b BB it ekt

Update on effects of duloxetine.HCI
(LY246916) in the partial sciatic
nerve ligation and L.5/L.6 spinal
nerve ligation models of neuropathic
pain in Sprague Dawley rats
(CNS465)

4.2.1.2-03

Effects of duloxetine hydrochloride in
the partial sciatic nerve ligation
model of neuropathic pain (Seltzer

4.2.1.2-04 model) and the L5/L6 spinal nerve
ligation model of neuropathic pain
(Chung model) in rats (NonclinPharm
04)

Effects on food intake, body weight,
brain levels of monoamines and
metabolites and beta—adrenergic

4.2.1.2-05 receptor after chronic administration
of duloxetine (LY248686)
hydrochloride in rats (NonclinPharm
20)

}13§ - s — AR

L b L
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Suppression of alcohol intake and
food intake by LY248686 (a new
inhibitor of serotonin and
norepinephrine uptake), fluoxetine
and nisoxetine in high—alcohol—-
drinking rats (NonclinPharm 42)

4.2.1.2-06

[ ]
}Iﬂﬂw. mh —  sEEH

4.2.1.3 L2 BPREBR

mice (GenPharma02)

EDRHE 5 s AT e s T man fak
The acute behavioral profile of -

I LY248686 hydrochloride when 1 A~ o =

4.2.1.3-01 administered orally to male CD-1 liqﬂ ' S AR

The behavioral profile of duloxetine
hydrochloride (L.Y248686

4.2.1.3-02 hydrochloride) following multiple (5—
day) oral administration in male CD-
1 mice (GenPharma03)

1 A~ 5 _ S (0 0
B it P fze At

An acute study of aortic and
pulmonary arterial pressure effects of

4.2.1.3-03 LY248686 hydrochloride
administered orally and intravenously
in conscious mongrel dogs (Tox19)

st — At

Acute effects of orally administered
1.Y248686 hydrochloride upon

4.2.1.3-04 charcoal meal transit in the
gastrointestinal tract of the male
CD-1 mouse (GenPharma01)

s — VAT

A renal pharmacology study in female
Fisher 344 rats given a single gavage

4.2.1.3-05 dose of duloxetine hydrochloride
(LY248686 hydrochloride )
(GenPharma04)

W — IR

Cardiovascular effects of L.Y248686
maleate administered intravenously in
anesthetized beagle dogs
(GenPharmal5)

4.2.1.3-06 Iz — BB

mm
e
l
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Cardiovascular effects of L.Y248686
4.2.1.3-07 maleate in male Sprague—Dawley rats
(GenPharmal4)

1 H~ N _ R
HHH;:I t BB iz BEEH

—
}13)@” h Wi —  sEE
| ]

In vitro studies of .Y248686 maleate
in the smooth and cardiac muscle of
Sprague Dawley rats and Hartley
albino guinea pigs (GenPharmal6)

4.2.1.3-08

Human cardiac ion channel blocking
4.2.1.3-09 profile of duloxetine (LY248686
hydrochloride) (Tox45)

A study of the immune response in
4.2.1.3-10 CD-1 mice treated orally with
LY248686 maleate (GenPharmal8)

4.2.1.4 377 a 38 A1 R

BB L
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4.2 R
4.2.2 FEhRER R
4.2.2.1 3HrER ON) T — g s E

‘ 5 . i . | R
TRRE AL CEH4 TR AR S f 11 ] AR I S T 5 EHHEE EBh5E
) > EEOR
The synthesis of (S) = (+) -N-methyl-y
- (naphthalenyloxy) —2-
thiophenepropanamine—[1—]4C] (Z)-2-
butenedioate (1:1) (LY248686- . 5
4.2.2.1-01 [""CJmaleate) and its conversion to (S) - liqﬂ HEst — STAmE B
(+) -N-methyl- y — (naphthalenyloxy) -
2-thiophenepropanamine-[1- C]
hydrochloride (LY248686-[**C] HCI)
(ADMEO1)
] Synthesis of ["*CJ-labelled L.Y248686 1 A~ MG Rk s
4.2.2.1-02 . — 7 3
(LY248686-B-019-N) 1 A Ratt Ele A R
An asymmetric synthesis of duloxetine
B hydrochloride, a mixed uptake inhibitor 1 H~ 5 o = VR
4.2.2.1-03 of serotonin and norepinephrine, and its liqﬂ e AP
C-14 labeled isotopomers (ADMES9)
Method of determination of .Y248686
4.9.9.1-04 in plasma by high performance liquid 1 H~ HEs — FRAM R
e chromatography with fluorescence 1 H " -
detection (ADME02)

e LY248686007 MinYE P ARZ i E & I ~ SRR R _ S e
4221705 4 i (1Y248686-B-031-N) 1 A X Ele RHAEORE
4.2.2.2 WY

\ 5 ; A | ST
BB 5 ANV g ey AR e ] BRBR IR B#EE 5%
CEFL-TE) # s
ZRLD R
Plasma pharmacokinetics of
radioactivity and LY248686 in rats
4.2.2.9-01 following intravenous administration of 5 sk — P& BF
mg/kg (base weight)of "C-LY248686
maleate (ADME(7)
Pharmacokinetics of radioactivity and
B LY248686 in dogs given a single 5 N o S
4.2.2.2-02 mg/kg (base weight) intravenous dose of s R A
MC-1Y248686 maleate (ADME16)
Comparison of radioactivity and
L.Y248686 plasma concentrations in rats
administered a single 5 mg/kg (base . S s
4.2.22703 | ieht) oral dose of 'C-1.Y248686 A o AP
maleate or 'C-1.Y248686
hydrochloride (ADME09)
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Comparison of radioactivity and
1.Y248686 plasma concentrations in

1.9.9.9-01 dogs administered a single 5 mg/kg
e (base weight) oral dose of C~

LY248686 maleate or '*C-1Y248686
hydrochloride (ADME18)

Plasma pharmacokinetics of
radioactivity and LY248686 in mice

4.2.2.2-05 following oral administration of 5 mg/kg
(base weight) of 'C-1.Y248686 maleate
(ADMEO03)

W — AR

1 H~
1 H

1l ~ Y _ SV
||

Plasma pharmacokinetics of
radioactivity and LY248686 in fasted
male Fischer —344 rats following a
single oral 5 mg/kg (base weight) dose
of "'C-LY248686 hydrochloride
(ADME39)

4.2.2.2-06 s — Rafilces

1 H~
1 H

Plasma pharmacokinetics of
radioactivity and 1.Y248686 in
nonfasted female Fischer344 rats
following a single oral 5mg/kg (base
weight) dose of MC-1.v248686
hydrochloride (ADME38)

4.2.2.2-07 o — FEAM R

1 A~
1 H

Whole blood concentrations of
radioactivity in Fischer 344 rats after a
4.2.2.2-08 single 5, 10 or 20 mg/kg (base weight)
oral dose of ''C-LY248686
hydrochloride (ADME32)

W — AR

1 A~
1 A

AL~ R
it C LENEwST

2 A~
2 A

LY248686 DT~ MIFiFHHL A 5.4

DI EE (LY248686-B-036-N) 2 o R ERE

4.2.2.2-09

Concentrations of radioactivity in blood
and plasma from male Fischer 344 rats
4.2.2.2-10 administered multiple oral doses of 5
mg/kg '*C—duloxetine as the
hydrochloride salt (015R06)

W — s

Intestinal absorption site of Me-
4.2.2.2-11 duloxetine hydrochloride in rats
(ADME34)

s — AT

1 H~
1 H

Plasma pharmacokinetics of
radioactivity and 1.Y248686 in rats

4.2.9.9-12 following oral administration of 5 mg/kg
(base weight) of "'C-1.Y248686 maleate
(ADMEO05)

W — sEuH

1 A~
1 H

-
1 H~
1 A

Plasma pharmacokinetics of
radioactivity and LY248686 in mongrel

4.2.2.9-13 dogs following oral administration of 5
mg/kg (base weight) of "*C-1Y248686
maleate (ADME14)

s — LB Gk
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4.2.2.3 734

A . S
T EH SN SET . ~- RFE
BTG HAMIV e Tl PRI BB AT T HHEE FERE =
CEE 4 R 5 e
wpagp | ROV HRER AR SRS 0 et —
o (LY248686-B-020-N) ! A At B
499300 LY248686 DT HARIRE [ £ R0 42 |G~ EERRORR _ SEAEE

HARG (LY248686-B-021-N) A st
Quantitative whole—body
autoradiographic disposition of
radioactivity associated with ["*C]-

4.2.2.3-03  duloxetine in male Fischer 344 rats

after multiple oral 5 mg/kg doses

administered as the hydrochloride salt
(7608227)

2 ~ 3 o S 4
Al AR

Placental transfer of radiocarbon
following the administration of a single

4.2.2.3-04  oral dose of "C—duloxetine (LY248686
hydrochloride) to pregnant CD rats
(Tox29)

2 — Pt

1 A~
1 A

Whole-body autoradiographic tissue
distribution and placental transfer of
radiocarbon following the administration

4.2.2.3-05 of a single oral 45 mg/kg dose of "'C-
duloxetine (LY248686) as the
hydrochloride salt to pregnant CD rats
on gestation day 18 (ADME54)

W —  EHEAR

1 A~
1 H
[ ]

Correlation of the inhibition of
serotonin uptake in cerebral cortex
homogenates with plasma and cortex

4.2.2.3-06 concentrations of LY248686 and
radioactivity after a single 20 mg/kg
(base weight) oral dose *C-LY248686
maleate to rats (ADMEZ20)

o — e

1 A~
1 A

L L BR.

4.2.2.4 Gt

VR 5 AL B oo swesm U5 s R-58
s (4 m) TR T o

Identification of metabolites in plasma,
urine, and feces from mice following a

4.2.2.4-01 single oral dose of 10 mg/kg 'C-
duloxetine as the hydrochloride salt
(ADMET1)

W — e

1 H~
2 H

I
]
2 A~ 3 . SRR
s B : 4t iRt
F

Excretion of radioactivity and
identification of metabolites in plasma,
urine, bile, and feces from male Fischer
344 rats administered a single oral dose
of 10 mg/kg YC~duloxetine as the
hydrochloride salt (007R06)

4.2.2.4-02

Identification of metabolites in plasma,
urine, and feces from female Fischer
4.2.2.4-03 344 rats administered a single oral dose
of 10 mg/kg "*C-duloxetine as the
hydrochloride salt (ADMEG0)

W — R
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Identification of metabolites in plasma,
urine, and feces from female dogs

4.2.2.4-04 administered a single oral dose of 5
mg/kg "C-duloxetine as the HCI salt
(ADMES61)

2 — APt

1 A~
2 A

Disposition of radioactivity and
identification of metabolites in plasma,
urine, and feces from female

4.2.2.4-05 cynomolgus monkeys following a single
nasogastric dose of 5 mg/kg M-
duloxetine as the hydrochloride salt
(ADMET5)

Determination of the biliary excretion
and metabolism of duloxetine in female
4.2.2.4-06 fischer 344 rats following a single oral
dose of 10 mg/kg ""C~duloxetine as the
hydrochloride salt (ADME76)

W — IR

.
2 H~ 3 _ S A5
s B o E st ek
.
[

Determination of the biliary excretion
and metabolism of duloxetine in male
4.2.2.4-07 beagle dogs following a single oral dose
of 5 mg/kg 14C—duloxetine as the
hydrochloride salt (ADME74)

2 — APt 2

Plasma exposure of F344 rats to
duloxetine following daily doses of

4.2.2.4-08 0.01%, 0.02%, 0.05%, or 0.08% of the
diet as duloxetine for at least 13 weeks
(ADMET8)

s — LB Gk

2 H~
2 A

mn
-—
l

4.2.2.5 it

VR 5 AL B oo ssm U5 s R-58
s (4 E) TR S " o

Comparison of elimination of
radioactivity in rats administered a
4.2.2.5-01 single 5 mg/kg (base weight) oral dose
of "'C-1.Y248686 maleate or "'C-
LY248686 hydrochloride (ADME10)

W — iR

Elimination of radioactivity by nonfasted
female F-344 rats following a single oral
dose of 5 mg/kg (base weight) of '*C—
LY248686 hydrochloride (ADME37)

4.2.2.5-02 s — FEAM R

Elimination of radioactivity in rats after
intravenous administration of 5 mg/kg
(base weight) of "'C-1.Y248686 maleate
(ADMEO08)

4.2.2.5-03 T2 — FRAM R
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Comparison of elimination of
radioactivity in dogs administered a
single 5 mg/kg (base weight) oral dose
of "'C-L.Y248686 maleate or '*C-
LY248686 hydrochloride (ADME19)

4.2.2.5-04

Elimination of radioactivity by dogs

following intravenous administration of 5
mg/kg (base weight) of "*C-1.Y248686

4.2.2.5-05
maleate (ADME17)

Excretion of radioactivity from male

Fischer 344 rats administered multiple

4.2.2.5-06
the hydrochloride salt (008R06)

Enterohepatic elimination and
reabsorption of radioactivity in rats
administered "C-1.Y248686
hydrochloride (ADME33)

4.2.2.5-07

Milk excretion of radiocarbon in
lactating rats following a single oral 5
mg/kg dose of ['*Clduloxetine
(["CILY248686) administered as the
hydrochloride salt (ADME53)

4.2.2.5-08

Elimination of radioactivity by rats

following oral administration of 5 mg/kg
(base weight) of "'C-1Y248686 maleate

4.2.2.5-09
(ADME06)

Elimination of radioactivity by mongrel

14.9.9.5-10 dogs following oral administration of 5

maleate (ADME15)

oral doses of 5 mg/kg "C-duloxetine as

mg/kg (base weight) of "'C-LY248686

sk

1 H~
1 H

1 A~ .
M st
I
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% i | 27 AEfivE
EORHR 5 spt Grrsem ek PPCES B apn pess
%) BERHOR
The acute toxicity of LY248686
., hydrochloride (compound 246916) 1 H~ . _ S (0 0
4.2.3.1-01 administered orally to Fischer 344 rats 1 H HESH AP
(Tox 21) '
[
The acute toxicity of LY248686 1 A~
4.2.3.1-02 hydrochloride administered orally to ligﬂ g — FEALE B
beagle dogs (Tox 22)
[
The acute toxicity of LY248686 maleate 1 H~
4.2.3.1-03 administered orally to Fischer 344 rats 113 H s — BELEER
(Tox 06)
The acute toxicity of LY248686 maleate l'ﬁflﬂ -
4.2.3.1-04 administered orally to beagle dogs t & 4N — BEER
(Tox 09)
4.2.3.2 R G- aERER
% i | a7 AEfivE
EORHR 5 spt Grrsem ek PPCES B e pess
&) = “EoR|
A 1-month subchronic toxicity study in -
_, Fischer 344 rats given diets containing 1 H~ 5 o = R
4.2.3.2°01 1.Y248686 hydrochloride (compound 113)@ I AP
246916) (Tox 14)
A chronic toxicity study and blood level
study in Fischer 344 rats given diets 1 H~
4.2.3.2-02 containing duloxetine hydrochloride 113)3 HES — PG R
(L.Y248686 hydrochloride) for 6 months
(Tox 31) -
A 1-month subchronic toxicity study of -
_ns LY248686 hydrochloride (compound | 1A ~ e _ S
4.2.3.2°03 246916) administered orally to beagle it G ) 1t APAIEERE
dogs (Tox 15)
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A chronic toxicity study of duloxetine -
4.2.3.2-04 hydrochloride administered orally to l }g;‘;'.)f HESh o AL
beagle dogs for 6 months (Tox 32) '
[
A chronic toxicity study with duloxetine 1 r A~
4.2.3.2-05 hydrochloride administered orally to li% HES — AT A
beagle dogs for 1 year (Tox 33) ]
2-week intravenous toxicity study with 9 o~
4.2.3.2-06 duloxetine (LY248686) hydrochloride in 2’% H WS+ — FEA R
rats (Tox 46)
2-week intravenous toxicity study with oAl ~
4.2.3.2-07 duloxetine (LY248686) hydrochloride in Zmaﬁ 4N — S E
dogs (Tox 48) n
A subchronic toxicity study and blood
. N level study in Fischer 344 rats given 1 H~ 3 o B
4.2.3.2-08 diets containing 1.Y248686 maleate for lim St SRR
three months (Tox 05)
I
A subchronic toxicity study in beagle 1 H~
4.2.3.2-09 dogs given daily oral doses of .Y248686 1!3 I 1ok — ZEGE
maleate for three months (Tox 12)
I
4.2.3.3 Binm R
¥ D AEfii g
B sptn GiEsem st PP B s pess
&) = EEOHI
The effect of LY248686 hydrochloride -
on the induction of reverse mutations in 1 H~
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Escherichia coli using the Ames test
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o on the in vitro induction of chromosome 1 ~ . o S
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FEscherichia coli using the Ames test
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Oncogenic and blood level studies in
_~y CD-1 mice given duloxetine 1 H~ e o oy s
4.2.3.4-01 hydrochloride in the diet for their life liﬂﬁ i AP
span (Tox 43)
[ ]
A chronic/oncogenic study in Fischer | H~
4.2.3.4-02 344 rats given duloxetine hydrochloride liaﬂ A — FEALE B
in the diet for 2 years (Tox 44)
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A 14-week male fertility study of
4.2.3.5-01 LY248686 hydrochloride administered
by oral gavage to CD rats (Tox 25)

A 10-week female basic fertility study
of LY248686 hydrochloride
administered by oral gavage to female
CD rats (Tox28)

4.2.3.5-02

A developmental toxicity study of
4.2.3.5-03 1.Y248686 hydrochloride administered
orally to CD rats (Tox26)

A developmental toxicity study of
1.Y248686 hydrochloride administered
orally to New Zealand White rabbits
(Tox 27)

4.2.3.5-04

Plasma exposure of duloxetine
(LY248686) and metabolites in pregnant
New Zealand White rabbits following
multiple oral doses of 2, 10, or 45 mg
duloxetin/kg/day as the hydrochloride
salt on gestation day 7 through
gestation day 19 (ADME92)

A fertility and developmental toxicity
study of duloxetine hydrochloride
(LY248686 hydrochloride) administered
orally to female CD rats (Tox 35)

4.2.3.5-05

A 14-week male fertility study in CD
4.2.3.5-06 rats given diets containing 1.Y248686
maleate (Tox10)
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A developmental toxicity study of 1 H~
4.2.3.5-07 1.Y248686 maleate administered orally 113 I — BELEFR
to CD rats (Tox17)
A developmental toxicity study of 1 H~
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(LY248686-F-005-L, PRL-109A )
A comparison of the acute toxicity of
1.Y248686 hydrochloride with
4.2.3.7-04 compounds 334451 and 329626 (two st — BELR}
related substances)when administered
orally to CD—-1 mice (Tox 38)
A pilot toxicity study in Fischer 344
rats given compound 334451 (lactose
5 adduct of duloxetine hydrochloride) or - o S
4.2.3.7-05 compound 329626 (succinamide of HESH SHTH
duloxetine hydrochloride) orally by
gavage for 2 weeks (Tox 39)
The effect of compound 329626 on the
induction of reverse mutations in 1 H~
4.2.3.7-06 Salmonella typhimurium and 119}4 T4 — ZEE R}
Escherichia coli using the Ames test
(Tox 37)
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