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WAV o 1.5 BRXEEROEBEUHREORER

1.5 BREX IR OEBRUFEFEDOER
151 EEXIIRRDOEFE
T ana Xt F UEMBE (bF4 o (H)-(S)-N-Methyl-3-(1-naphthyloxy)-3-(2-thienyl)propylamine
monohydrochloride] (LAF, 7 = =& ) IZ, Serotonin Noradrenaline Reuptake Inhibitor (SNRI)
B ENDIEAWTH D, AHNE, o b= (5-HT) KO/ L7 FLF U v (NA) OFH
ViAZZIAE L, SHARISEDEOZEE (DAD ) M7 Fra ) ViR, 7R
Uk a MO BZAME, AF I HZAERE) LOREEMENGL) 3L LT, KEA —
TFA VU =tz Lo TEHEREINZ. T2, mA~ U RO 7Y A 2 KRR, RIEMIK
JRET L, O EMEKIR T T Ve EOIRFREKREBMET VICBWT, TaT =7
Ko OV T B ORI LERIER 2R L7 2 &0 6, MRREEMRES, hoiBiEk
Fa~OARED R S, SRARICKTT 2inEE L LTHE Sz, [HANTIE, 2010 4 1
HIZHD9F « 9 DIREEDZNEE « R THER I NI, 2012 4F 2 HITHERIFHEAREFEE 120 99K
i, 2015 4F 5 FICHEHERRRIE (Z0E O Y00, 2016 48 3 A ITIBPEIRAEIZF 5 KR DO ZhRE - 2hHR T
BN IS DA Z G L T,
TandbF AL, WMEOHFHED TITEmMmG R I U TR DK m s s 2B 59
% 5-HT e O'NA OB IAHZEZHET S Z LI L0, MTIMEERMGRZIE (b L, $mahE
ZHIbTEFEXLNTND.

1.5.2 EMMHREEEIZ DT

EIMEBIEIE X, BIFCE O - BEFE - AN AE T, TSRS 2B - E e
(21T 8 O SOGHERETE A 1 © BIRIERUAR OB MR TR B L BRI N TV D [1]. & DFJE L
MR, ks, IEGE, MER, EERRR EoeFER E, BEEiORLEES )FEHA R
L AED R ER 72 E, BEx RBERAES L WA ERTEARTH D, BRAEREEEDORER
X, PN IEBFE OB A DR TH D0, #ITT DI oNT, MR, #yYy, BIEEhR
DOHIR, ZReENROLND. FTHRFAL, BRMEREETEIC X 2HHEREE DR KO X T
HY, MHAOEITICRY, BT, BB, LBEREDO R FEAFRIENRE L KT 2HREE
ThdZENnb, TOTH - JRRICIRFER IRV ALAN A HND K D IZ7oT2 [2].

T BREE 6 D URHRIEIR, BPEACEBRIE L & OIEIEMIRE, Rk, KO
O OIREE T BRI AR WG EITITFIREN & 5. BIfE, ZIRMEREHE DT 280
Hil T X DEBINFAE LN &b, EWFIEITENN = v b e — I X0 R &R 3 5 159
NHLEZRY  BIZHERAT v A RUEFIRIESR (NSAIDs) 2MEH S T2 [3]. LAL, NSAIDs
T LEIEE, BEELOMEREEFEFOREMOBENH Y, MEELDEHNATHEND
il CHIFERDN S <, BRNRINC O 5 TREMEO @ WETEERETE ClE, £ OMHICER
EETL. T AR VAT uA ROBEIEAAl, T T ) 72y, AEFA RO
BREFUE S & 505, ERIRPE L, ERICEMHKRG TE 284132, 2o k)i, H
W COEFEBIRIE )T 2 PIa#IE, HolCmE TE 2 b0 TIH R, AL etto
P O RS L 7B RO B D [FEMZIER OBLRIT 2.5.1.2 Z ],



WAV o 1.5 BRXEEROEBEUHREORER

1.5.3 ERMHBEEEICR T SRR DER
EINF O TR EIE I X3 2 B O 2 X 1.53-1 (TR Uiz, 7238, AHFEICEEL, #r
72 72 FE W SR A 5 N ONFERG PR SR 1 520 L T U720,

%] 1.5.3-1 [ENIOETAERIEE 2% 2 B3 Dk k&X]

AEBpEE | 06 | 07 '08 '09 0 | 11 "2 "3 "4 | 15 "6 | WATEERE
i

EW | v9731 10 m— [5.3.5.1-01]
V9732 || e— | [5352.01]
[5.3.5.2-02]

HMEP 12 m— () [5.3.5.1-02]

W5t | HMFG 2 — [5.3.5.1-03]
HMGL | 12— [5.3.5.1-04]

WL CIE, KEA—TF 4 U U —FHZ XY, 2006 4= 12 A 2> 5 M REEE BE 23812, 563
FBZ" T & ANk R 2 3R (HMEP, HMFG #lR) 2" FEhi S vz, TORR, TandtF o
BIMER ONZEWEDHER S, KEA—TF 4V U —thix, 20D OB S & OVE I i &
Fraxtg L LK HABE (HMEO, HMEN, HMGC, HMEN-Ex i&BR) OfEH [4,5,6,7] &b
W CRERMEIKSNF (Food and Drug Administration: FDA) ~7&GRHIFE L, 2010 4 11 A IZKEH
T BRI D (VG- HfE 1 B 1\ 60 mg) ZHEfS L7z [8]. £/, KEA—
FA4 YUY —tiE, KETORZERIC, NSAIDs TREAR 42 ETEEASERE 2RISR E L
7T R ARRER (HMGL 3Br) % Eifi L, NSAIDs Of FH B O H 30 K OV2 e 2 s L7z,
B, KEELFERORFE Sy 7 —U T, BINTIE, THEE ORISR O1EHR ] @%Eﬁfﬁk
HEE L7223, BRMEFK ST (Buropean Medicines Agency : EMA) 57 = 1 £ F L DR
74w MY AZIZEHEERRAMBENRH I [9], AR ERo7. BUE, T anXeF 3@k
ﬁ%ﬁ’%%’ﬁ?, & 2\ NI IE & OVETEMEBIEIE I L 5 @R A & LT 29 » ETARBINT

% (2016 4% 7 A 20 HEBIfE).

FRLOWMNERRROME R 2 E 2, ENTHEREREEE IS D RIS 2B AT 5
ZlEl, TaunXktTF 60 mg OEGHEREIERE 255 & U725 3 077 Ak e 1
AL, kR MR AR | MBRE i L. 7ds, Zh b ENERRRBRAIC D, 20

=5

£ 41 7 - 2 D 2o e 250300
L.

EN "7 &A% FEER ClE, EEFHIE B O EEMENT CTh 5 BPUEREIEE (FRIOFMA) O
4 BFFE LR (MMRM fi#HT) C, T 282 FEF > 60 mg QD HED 7 7 & RBEZ 39 2 A
BEES Nz, BRRBICE®ROH DL LW SNS BPI KR EIEE (CEHOFER) OilE
R (30%WFEE, 50%LER) T, TanFtEF > 60mg QD HELT 7 v ARREL L THE
Z@Eho T, £, RAMEICER TN REITERD bR i - 7. E Nk E 8535 Tl
TandtT 60 mg RS LIROREMICR TR MEITRO 5T, AT
BPI KR EIEE (CFHIORRA) OWENELICH Y Fikt LT-.

LU E DR EAE 2 AT, BTMERIEIE I 9 &R 2 200 - 2R E LT, ARAIDBEREK

-4-
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FOHIH A RUKRRHGE 21T O T & & LTe FEMZRA DR Ot ORILT 2.5.6 2 ).

1.5.4 BE3CHK

I.

b —EE T 0 L DI ALE ATPEBIEIE O L IRHR. 5 2 i RS 2012.
p- 6-10.

wH G RS AT A TEBEEORRE. 1R 2010 ; 44 (7) : 762-5.

W Jakk, OhE Fi, R &g, B i, &RE Ol ZRMEREEIEIC T 250
DOERTFRYIRIE. BONE 2013 ; 27 (1) : 63-70.

Skljarevski V, Ossanna M, Liu-Seifert H, et al. A double-blind, randomized trial of duloxetine
versus placebo in the management of chronic low back pain. Eur J Neurol 2009; 16 (9): 1041-8.
Skljarevski V, Desaiah D, Liu-Seifert H, et al. Efficacy and safety of duloxetine in patients with
chronic low back pain. Spine 2010; 35 (13): E578-85.

Skljarevski V, Zhang S, Desaiah D, et al. Duloxetine versus placebo in patients with chronic low
back pain: a 12-week, fixed-dose, randomized, double-blind trial. J Pain 2010; 11 (12): 1282-90.
Skljarevski V, Zhang S, Chappell AS, Walker DJ, Murray I, Backonja M. Maintenance of effect
of duloxetine in patients with chronic low back pain: a 41-week uncontrolled, dose-blinded study.
Pain Med 2010; 11(5): 648-57.

FDA CENTER FOR DRUG EVALUATION AND RESEARCH. SUMMARY REVIEW
(APPLICATION NUMBER: 022516s0rig1s000).

European Medicines Agency. Assessment report (Procedure No.EMEA/H/C/xxxx/WS/0076).
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1.6 SAEIZE + B FEARKRT
1.6.1 NETOERKR
TandeF Ak, BHEHEERE, &5 WITERAE K OV A BIEE 0 O 18R % ik
&L T2 »ETEBINTWD. 7o, BIEMERHIE MG, KO ORMEEE TIE 100 » [H,
ERPEARZREE TIL 92 o [H, FERISPERRRRBEEIZ AL 5 &8 Tl 96 » [H, BRMEMIRIETIX 37 »
[, REIEMEIRIGEETIL 35 » [ETHEFR I TVD (2016 4F 7 H 20 HIEFR).
HME T ORI AR 1.6-1 IR LTz,

< 1.6-1 K ETORGRI
R | kD o ﬁiﬁiﬁg g | SHAERE | R
TR b ﬁm%gj* PR b R s
TN YT 20074E7 H | 200747 A
T T 2011 4E 8 | 200542 H | 2005 4F 10 H | 2008 4 8 H | 2008 43 H
TILA=T 2006 4E2 F | 2006 42 A 2010 4E 4 H
TN 2006 4E1 H | 200742 A 2009 4 4 H
F—ZARFUT 2007 4E3 H | 200947 A 2009 4 7 H
F—ARNUT 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
TS Dy 2013 4E 5 | 2009 4F 11 A | 2009 4 11 H | 2013 4E 5 H | 2009 4F 11 A
PN 2006 4E 6 F | 2006 ££9 A 2009 4 4 H
AULF— 2004 4F 12 A 2004 4 8 1
RUe7r 2012429 F | 2012429 H | 2012469 F | 20124£9 F | 201249 A
RAVA R 200745 H | 2009 46 A
7TV 2009 4E 8 H | 2004 459 H | 2005 4E 10 H | 2009 47 H | 2009 457 H
TIRA XA T — b 20144E7 H | 201447 A 2014 47 H
il 2011 4E 4 | 2007 45 11 A | 2007 4E 11 H | 2009 4 6 H | 2009 452 H
FU 201241 H | 20054E 1 A | 20054 11 H | 2008 459 H | 2007 4 12 H
HE 2006 4£ 7 H 2012 47 H
apL E7 20054E4 F | 20064£2 A | 201042 H | 2007 410 A
aRE YK 2011 4E 5 | 20054E7 H | 2006 4£4 A | 2009 4£ 9 H | 2007 4E 11 H
rarFr 2004 4F 12 A | 2007 4F 9 H 2009 4E7 H | 200448 A
XaT— 2006 4E 5 F | 200749 A 2008 4E 12 A
A= 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
F = 2 FE 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
Fow—Y 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
R =AdfmE 201345 H | 2005452 H | 200548 H | 2009 43 H | 2007 4 8 H
=77 Kb 2011 4E 6 7 | 20054E5 H | 200642 7 | 2008 4 8 H | 2007 453 H
S 2009 4E 6 F | 2009 ££ 6 A 2009 4 6 H
TV LR RL 201143 | 20054E9 H | 2006 48 7 | 2009 4 6 H | 2008 45 H
T =7 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
PR 38 2004 4= 12 A | 200547 A 2008 4E 7 J | 2004 4E 8 A
T4 TFUR 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
75 R 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
KA 2004 4F 12 A | 2005 4 7 H 2008 4E7 H | 200448 A
FUT vy 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
TTTF~T 201143 | 20054E6 H | 200548 7 | 200943 H | 2008 451 H
Ao R 201145 | 200546 H | 200548 | 2009 4E 11 H | 2007 4 8 H
ik 2013 46 H | 2005411 H | 2007 45 A | 201346 A | 2009 4F 6 H
NHY — 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
TAAF R 2004 4F 12 A | 2005 4F 7 H 2008 4E7 H | 200448 A
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A RRUT 200548 | 2008 4 11 A 2014 49 A

A7 2011465 7 | 2011 4E5 A 2011 4£ 10 A

FTANLTL R 2004 412 A | 200547 A 2008 4E7 H | 200448 A

A AT TV 201146 11 H | 200543 A | 200543 7 | 2009 4£2 F | 2007 4212 A | 2005 43 H

AE2YT 2004 412 A | 200547 A 2008 4E7 H | 200448 A

Cy~Ah 2008 4£ 10 A | 2009 ££ 4 A 2009 4 4 H

A A (2016 423 A)| 201041 A | 201242 A | 201545 H

BN % 2007 4£9 F | 200749 A 2009 4 7 H

AT AR 2005 4E 10 7 | 2005 4£ 10 H | 2009 4E 8 H | 2009 49 A | 2006 4 4 H

=7 20054E8 H | 2010429 A 2010 49 H

[ 20124E12 A | 2007467 A | 200841 A | 2009 ££ 11 A | 2008 ££ 1 H

7 m— b 200546 F | 2006 £4£8 A 2009 42 H

ZhET 2004412 A | 200547 A 2008 4E7 H | 200448 A

AV 2011 4E3 | 2006 4E2 H | 2006 42 A | 2008 4E 12 H | 2008 4E 12 A

Uy rT =7 2004 412 A | 200547 A 2008 4E7 H | 200448 A

NI T Y 2004 £ 12 A 2004 4 8 A

~HA 20134 11 H | 2006 4E3 A | 2007 46 H | 2013 4E 11 A | 2011 4£ 8 A

~L—37 20054£9 F | 200549 A 2007 49 H

< VA 2004412 A | 200547 A 2008 4E7 H | 200448 A

F—U xR 2013 410 A

AF o 2008 4F 11 H | 2004 44 A | 200545 A | 2008 4 6 H | 2006 4F 10 A

e % 2014 4E 11 | 2014 4 11 A | 20144 11 F | 2014 4E 11 A

Fry o 200745 F | 2008 4£3 A 2011 %57 A

FIe7 2006 4E2 F | 2009 46 A

FI UK 2004412 A | 200547 A 2008 4E7 H | 200448 A

—a—Y—5 K 2007 4E12 A | 2011465 A 2011 465 A | 2006 4£3 A

=TT 2011 4E 11 H | 200545 H | 2005 4F 10 H | 2009 4E 12 A | 2007 4 10 A

I o 2004 412 A | 200547 A 2008 4E7 H | 200448 A

Fo—r 2007 4E2 F | 200742 A 2009 42 H

ES Y 2016 4E2 F | 2007429 A | 2007469 A | 2016 4£2 F | 2009 429 A

SR AFF 2006 4£ 8 F | 2006 £ 8 A 2011 45 8 A

NI 2011452 F | 2005 4E6 F | 2006 -4 A | 2009 4- 4 A | 2009 4 4 A

RS TTA 20124E 12 A | 2012412 A | 201246 12 A | 20124 12 A

~— 2011457 F | 2005 4E 4 F | 2006 -4 A | 2009 -4 A | 2008 £ 9 A
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R—F K 2004 412 A | 200547 A 2008 4E7 H | 200448 A
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1.6 SAEICHE T 5 FERARRE

1.6.2 NEDOFMNXE
RFEWIRBEREIE LT, KEORFOWRMNCGE (2015426 A 18 HILGET) OME A3 1.6-212,
RN DEGT DO WA SCE (2015 45 8 A 27 BHEkET) O3 A% 1.6-3 12 L=, £72, IRmTEEE
LT, ISCEDFESCETRAMA L.

# 1.6-2 KEORMNLTEOME (k)

=4 KIE (GETH 201546 H 18 A)

e d KEA —F 4V U —%k (Bl Lilly and Company)

W5E4 CYMBALTA

1. JdhG < K5 oftERRE
- DR R
o BEPRIRMEARRR IR L0 ©
- MHER IR E
- BV AR

2. IER UG | CYMBALTA Z 3.2 LR Zde. WA= D5 LT L., A7V EBWTEDONE
MEREMIZSD DT TE0, WIRIZIRETY L., ZReBBEa—7 4 > JICEET 5 A
3% 5. CYMBALTA B EOHFEIZ 0D LTIRMATEX %, CYMBALTA O =i/
BAEE, BOHLUERHCZOAEEZRAT 2 L. ROBRALIFEAEEDLRVEEE, ]
HAEEnlzEix e XL, RORAEZRM S0 ICHEET 5. RRHC 2 B0 HELZRA L72RW
zL.

2.1 X9 2tk | CYMBALTA I3, #AHE 40mgH 20mg#% 1 A 2[E#&5) ~60mg/H (60mg % 1 H 1 [8]1 XX

EEICRTHH | 30mg % 1 H2EES) TRE5T5.

% = 30mg % 1 A 18] 1 #BHE LT CYMBALTA [ZJIE)S &E7-%, 1 A 1860 mg (IZHET S 2

EREELWERLAELND. 120 mg ARARITH D Z EITRBO B, 60 mg/H %
HPHBTEILRIMENELND LWV I FAHUIE LN TWRW. 120 mg/HE B2 5 HEDL
BT ITRE S TW R, EFIICHETE LT, #GHEREO B ORIz L7 H
EEHWTAHZ L.

22 MR E
EECxd 5 H
% HE

A

%< DEHET, 60mg 1 A 1 BTHERGEAFBET L2, 30 mg 2 1 A 1 [\ 1 #EEELG LT
CYMBALTA \ZJIE)S S /7%, 1 H 1B 60 mg IZHET 2 Z ENEE LWEELADLRD. 120
mg/ ARENTHDHZ LIFEBO LN, 60 mgAZBI2HAETILRIPDENBTLND L
W FHILFE LGN TV, ZRTH 60mg H 2B x5 HEIZHET 588, 1 H 18 30mg
FTOWBETHZ L. 120 mg HE2B2 2 HREOZEMETH IR STy, EIMICH
M LT, BRI R OVERICE L AR TS 2 L.

i

60 mg D HEREBAZE TR0, 2EM 1 H 1A30 mg THREEBRGETS. 0%, 1H1
Al 60 mg LA FORHBTHREES. 60mgHEZBAAHEICHET 2%, 1 H 1R 30mg T
OWBTAZ L. AEINERKARITZ120mg/H TH A, 120 mg/ B 2B 2 5 HEOZ2MX
ARZANS T RSY (A GATAN AN

MR OEE (T~17 %)

60mg ® HIZAEZ BB 500, 28l 1 B 115 30mg TR 2MGT 5. HELEHEHHT
1 H1E30~60mg Th5. 60mg HLL EOHETHREGELEE LA BID. 60 mg/H A
ZHOMEITHET DB, 1 H1EI30mg TOHMET S &, i SN ToRAHEIT 120 mg/
HTHD. 120mg/HEBZ 5 HEDZEMETH/ITHET ST,

2.3 Bl SR 95 P Ap
R E AR D &
N S e R
- HE

1 H1E60mgZ#&57925. 60mg AEBADOHETILRDIAEREBIREDPELND &V IFE
WI7e <, mHEICT 2ARMEITH oML D, AEEEZBE LT E e b 20 EE 0%
A, BHE? D ORERGERFT5. FREIT UL UIEBRBOAOINEER LD 120, BEE
BEICOWNTE, KAENSEEZAL, Wi 2EE MG 5.
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1.6 SAEICHE T 5 FERARRE

2.4 R HE IR AE
RO A

=

==X

1 H1[E60mg %59 5. 1 H1E30mg% 1 AEFAEE LT CYMBALTA [ZJIE)G X E7-%#, 1
H1FE60 mg IZHWRETHZENEE LW, BFICL-TE, WIHHAETHRRAONS Z &
HdHD. 60mg/H THEDHELNLNBETH-TYH, 60mg/ A 2B HETE L8R
DIELND L0 I FEIUIAE ST, F72, AERINCEORIER ORBSEE 3Em < 72 5.

2.5 18 M i H ks
@Az kT 5 H
% RE

1 H1E60mg #4595, 1 H 1[A30 mg% 1 BEEHE LT CYBALTA IZJEG S /721, 1
H1E60mgllHmdT 25 ENEE LV, 60mg/ A THROALNRNEETH-TH, 60 mg/
A2 2 HBETELRIBENMELND LWV I FHUNIE STV, £, AERINCeE
VEWEHORBBHE ITH e D.

2.6 BEEREMIC
BIs#&5E

HriEE
BHEFFRESUIATE L 2 AT 2 BETIIMER 2T 5 2 &

EE DR
EEOBREERE, GFR30 mL/min AR OBEIIMHZBET D L.

2.7 CYMBALTA
5ok

CYMBALTA D2 X AIMns) Zetp ik t%, ZEikd E vy, 885, Hl, TR, $H585, S
M, NEM, RERSE, K722, SIHE, ROYES R EORWERANRESN TS, TEHRY, %
R 20 T3, HREZWETHZ ENEE LW,

2.8 KRR A

KRR BRI O MAOL O H 1k 75 CYMBALTA O ¥ HEBfAE Tlzidd e &b 14 HRE A &

FEHOE /73 | <Z &, #iZ, CYMBALTA H L) BFEEEIREH O MAOI Blds £ Tiziddb e &6 5 A R
U LEEERE | AEC L.

. (MAOI) ~0D

Uz, XX

MAOI 7> 5 DY)

UE= 3

29 U YU K| tu b= JEEHO Y 27 RNBINT 5725, V32U RUTFHEATF L7 —ZHL TV
AT L VT | BEE~CYMBALTA D E 5 ZtA L T/ 6720, BRI OB RIS VLI & SN 5 BE

=D X ) e
@  MAOI &
CYMBALTA Of#
i

T, ABESofho k2 EETS.

CYMBALTA Z# 5 L CVWHEETU XYY FUUIFFEA T L TN —ORERENMEZ
RHZELHDLINL LNV U R U RXUTFEATF LT —ORBFRENFIHTE 20
AL, VRV U RXITFHEAT LU T A—DIRFRICE D27 4 v PR YEAEETOR R
=USEBERED U A7 % kBB S LA, CYMBALTA % BiEEIZHIEL, VRV U FX
TFHEATF L TN —%BE5LTHRW. 5 A, 20TV XYV RUIFHEATFT LT
N—DEHEBEGE% 24 BHIOEE L RNWEFE T, Br b= U EBEROERBBZEICH TR
WVBET L. VRV U RXEEFHEATFT LT —ORKEREND 24 FFE#ZIC
CYMBALTA O#5-#BRMET 5 Z LB TE L.

FrEClI VR (B2 3R D 8ESC BT 5 XU | mgkg A FOFHEIZE DA T LT —
L CYMBALTA & O Y 2 71%, BHOEMNTIZARW. LL, BIREIZZ0 X5 R EHIc LY
o b = IEBRBEOIER SR AET D HEMEICRZ DT R TR 6 720,

i
i
gl

E T VB bEESEESE (MAOD)

CYMBALTA & it EIEHE H O MAOI O ffH X i% CYMBALTA {1k 5 B LN O FE% R
BRI O MAOL 1%, tuo b= JEGERO U A 7O 02 THD. £, KRR
TBIEH O MAOL DIl 14 H LA CYMBALTA OEH 25 Th 5.

YRV Y ROHEAF LT —D X 5 7afthod MAOL ] LT\ 5 EE~D CYMBALTA
DOBEG, o F= EBEREO ) 27 HEINO- 0B ETHD.

5. it

51 /R K OHE
HOBEKRFEE L
178

RSB O K S SfF S (MDD) O BE TIE, 19 DFEEE2Z 1T T D008 5 0T
DO 5T, 9 OROEALK OV U A ZSE - BAITE (ARER) &5 WX T 0 R 7221k
ERODIENRDHD, ZOLIR VAT ITHALDREMRERHEOND ETHL XD, B
139 IR KOS RO OREHE B TIZEEADO Y X7 ThH Y, 2 b OEEBIZHB W CIIESRE
ERELBROEHBZROFHETTHS. LI LARRE, Hi 5 H3iTZ o500V T—Ho
BETHIOHRBEAOFRELOERMEEORBICEES L TWAAREERSH 5 L REBRSENT
W5,

PL o DI (SSRI K ZE D) (DWW TITo 7Bl 7 7 B RRHRRB O fEITIc LD L, 2
NEDOHLH DIITK H DFMEREE (MDD) K& UM IR BATRD S 5/ NE B, ARG S
FROEFENBE (18~245%) ICBWTHEASE L OBEATE (ARZEER) OV 27 &K
SETo. BT, 7 EARICHB L TH D DI LD BEETIO U R 7 OEERIE 24 5%
BB DN TIERO N hoT. £, 65 MU EORATIIT 7R ICHEELTH S>>
HIZELDERMERDO Y A7 PN Uiz,




WAV o 1.6 SAEICHE T 5 FERARRE

MDD, RZEE (OCD), XIiI* OMoKEEERE AT o/NERELOEFENEEEZRISHE L
7277 B R R O DA MATIZIE, 4400 61588 % 2 B 38102, 9 FEEOHT 5 2z oW
TEM L7z 24 O0FESHBRAE ENTVWSD. MDD XiTF OOk HEEZET HEANE
®HE U277 v R BB O OFAMEATIZIE, 77000 %28 2 5 BF & 51502, 11 FEEOHH
OHIZOWTHEM L72A5 295 MR GBI OPRSET2 » A) BEENL TS, 3K
AW O BEAEB DV A7 (21303720 OXT %035 508, il & 3 L 721 ZIE AN oW T
FHEDOBFEIZB O THBRERB OV A7 BEINT 28D STz, BRER Okt Y 2 71X
WINEIZ L D 5720, MDD BB Tl b @ WRBBLENEO HiLiz. LM LARR L, FIEARIC
X5 ARRMER O U 27 OMEE, EIEIC) D BT, FRENOEREIC IV T Egii)—
FELTWz., BEMEEO Y 27 OfME 35 L7283 1000 #1247= 0 o B B m OEHIERICE
FHIBBER L SR L D) AF LI L.

1
S TR ST 1000 BB H7- 0 IZHBL L 7= B ZAHm)
B DIEFIBOIEHIE L 7 TR LD
<18 14 JE B O FEANZ B U 7= 580
18-24 5 EB OFEAZ B L 7= #50
25-64 1 S DIEFN 2 BEE U 7= k)
>65 6 JiEB OFEAZ B U 7= 8

INREBE Z RGBT LR CIIE BRI SR o 72 A B b1 LBl A #%
MNED BT, KD BRI RIT TR O W TR T A IS IREFIE 42 TidZe .
BAMEMO U 2703, BEichb 283 eb by A2 B2 2 HICE TRENEIITON
TEHAHTHS. LoLaRs, I 2FORAIEIT 5772 R BOHERFRBROREEMN S,
PLO OB RIL D DHOFREESED & O+ RfHBFET 5.

B9 DR G OLBEITHONTIE, WThOBEIETH- Th, HERIEN, BRHEm, b5
WIATEN D BE e B LD F IO T LSBIEL, MUNCERT2X&THD. FFliZ, &5
BRLAIE L D¥H AT, &2 WIHEE I EEZ T - A EA TR I8 E21To 2 &

T OO NS AR B R OIEREMIR ) & RO DfMEREDMREIG T, 5 o542 %1)
TR OVNEBEICB W TIRO &9 RIERNHE S TnW5D. T72b b, R4, i, <=
7 3ME, RURE, SRk, mOE, KM, &E, 7T U7 (FEEIARER), (e, BR
ThHD. TOXIRIEROIIL L S DREAL K OV i B AES) & ORERERITHER ST
RV, DL D RAEIRD B RAEAIEBL ORI TH D ATREE L G I NS,

I OBENEALZFIT TV D, BRMEE AL TV D, L) DR E(L L AR E R ORIk &
BN AEREFRBL L TWHBEFIZBWT, FFICEDERNEE TH D, BRRHT D, HD
WEZ D X ) IR BEAF O R BUEIRITIZ A BN oAy, BP0 it L&
b, REFIEOERZREd 52 L.

G IEAE L2354, AEEZWR L CHIET & Th5. HILITFTREARR Y BAaITiT 9~
EXTHDHN, PILIIHLFEOIERZ X =T AREMERH D Z EAFEH I TV 5.

KD ORMEREE X IZ OMOBIG AR ER L OIERAER) TH O 2o 5251 T
5 BB OFIHR L ORI LT, BREMOREIUN %, Bk, ZrtE, 780 RE A
2k, RO EIRO L9 e OMOTEROFIZEH L TRELZENL, 20 X5 EREFEHIC
EREFHICRET OIMNERNS D LICHEET 5. 20 X5 REFICIIFHRLONERIZ LS
BHOBELEEND. CYMBALTA OALS X, BAF/BREEHENCX D/ NED T 7V
e LW, BERGOY AT BRT 5.

WHEfEERE DA 7 ) —= o J—

RO OFMERET LY — RIPBEREO YRR CTH L MR HDH. 2O LI ez’ —
RIZxt LCHLD D3RO B A GT 5 &, BIBMEREDO U 27 B30 b5 BFIZB WO THREH
/BRT Y — ROSFEREANMEE SN D AFEERSH D & GHRILEGR TR S Tz
) —HRIZBEZ N TS, EIROWTHOIERNED X 5 B b E R LTS ONIARIT
HDH. LoL, Hi) SEEEBARINS, 5 SFERBALNDBEE ATV —=2T L,
BEVIUBERRED U 2 7 BV _RETHD. TOL I RA7 V—=2 70203, A%,
PREPEREE, 5 ORICBT 2 FERE R L, s R 2S5 Z & CYMBALTA (WA
P9 DIFIRIEICH L U3AERGR S QWA Z L IZHEE T 5.
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5.2 JIFEE CYMBALTA %5 &7 BE OFICIITFRAE, & BN RIFREE2RELTLZ 03
5. INHOREFNIIER, FFIER, KOE®EERMED 20EULEO N F AT I —FY 7%
PEAFRLE LTERIN TS, 20O T AT I F—Fo LRI, BEHH 5 W as
DFEEZ L DEIEZ LD Bl b b2 Wil s o 7o, B 5 2 WM OFERAYICRIRE & 722 2 T
HEREE 2388l L7254, CYMBALTA O# 5% H 1T _RETH Y, MOFEHLFES FL7eOER
DG EFEBTRE TIERY. F T RT I F—BEO LT ERAE LS B 5 o i sE
OELERD SN, NI AT IF—E, ALy, ROTA DU ERAT 7 Z—FD 7T,
BMEATRESUIITHEDREICK Z 5 Z &2, thofREREICL VY REN TN D.

B BB D R RBRICHV VT, CYMBALTA (ZMLiE R 5 v A7 I F—F I LHOY 27 %14
KEEE. MW T A7 I 7 —F EROEZ®, CYMBALTA #5380 0.3% (92/34756 ) 3
BEEHIE Lz, 2< DBET, T AT IF—F EARRO NS F TOHRE O FPRAEIT
2 AHThoTlz., BEEDRARRDO T TR IRER T, RERBALEATO ALT 2N 1EH# X
FRFEOBRE ExIG L Lizigs, EF ERED 3 528125 ALT E5A1X, CYMBALTA #
5B T 1.25% (144/11496 i), 77w AR5 BE TiX 0.45% (39/8716 fil) 3&8L L7-. EEH
BFWA DN ED T 5 R RRER TlE, ER LRMED 3 282 % ALT EHES
a2 5 AST EHICITABKREERNRD ST,

CYMBALTA & 7V 2 —//VITHEIZVER U TFEE 2 EL, XX CYMBALTA (3BEAF OIFEE A
L ST B AEEMENN S B 720, CYMBALTA (ZKED T /Lo — UABERUBRE B MR B
BFINTNSG T RETIEAR.

5.3 E AR ML | BRI & CYMBALTA 2 X DS KIE, 858K RN HRE SN T 5. Kpp L itk
JE, SRR OUA | KA 3% 555 1 BRI RBLT AN H 523, CYMBALTA 859, RRICHEEEZO VT IO
RIS D RBLT 2 ATHEMEN D 5. B5H1 ) 2 7 1%, BENICEBERZEZ LT < T A MoZERE &
FAES, NP EDREICEHE L T b LB BND. &7 7 BRI Z 58T L7z
J, CYMBALTA 5.3 TIE7 7 R G EE L A_SEERNE N o 7o, B8 Y 2 7 13Ny
PRI EDOGHHCEEL TWD EEZLND.

ESTMERIE 2 3559 2 PSR (BEHK AR L), XUTHR 7 CYPIA2 [HEKTH D IFHEKE &
Hrho#E, KON A 60 mg Z#E 2 5 HED CYMBALTA % &5 O EE BV, mERK
TOYZ7 BT 5BFN0H 5. CYMBALTA %50 GE R STHARINE, 58 K& OV
TSt B LT BE Tk L TiE, CYMBALTA OE XTG4 EETH 2 L.

HRfB] U 2 27 0%, AERY BRI U 2 7 1CHBI L TR Y, PO ERITHENT 5 B2 505,
R T, EROERIOER, GIHESCITRER POBKRKT422< boZ &b, #x
B 27 NEL R BN Y, IIEF 0 b O OEE IR CIER . BT AR & 0y
AR L 72 O TS ST S,

54 1 k=1 | CYMBALTA % &% SNRI & X SSRI O HMFL 51X 0 T <, Hicko h=r DRz
S R 9 HH (FFIZ MAOI, KR BIEHRA DO MAOL & ) 2V Y RROBIEAF LU T L—D XL ) 7ol
D MAOI D f) Ltm h=AEBEE (Y 7%y, ZBAHR IO, 7= ¥=L, VFY
L, NS F—, NUF 77y, 7AERY, BU b Pa—r X U= RY) Eopf
JICE Y, EMmEghImiEtob 50 b= ERBERERT LI END 5.

T r = UEEREORERITIE, FEIRIEE L (] M, LR, R, BiE), BEMRAL
E (B B, mERZE, DFEV, BT, WL, &Y, RN 3 B, EiE, A4
7 a—X A, ORI, WiREEhREE), RBIE, LOVSUXEBER (3] : B, EH, TH) 2
BENDZENHDH. B b= U EEREOBEEORERD, B ITHEBLL TW W Elgid 5
=THD.

CYMBALTA &R EBIBFEAO MAOT OOFITERTHD. VARV U ROBEAT LT
J—0 & 5 72fthd MAOL ZfEH LT\ 5 FBF ~1H CYMBALTA % # 55846 L TidZe 5720,
AF L TN —ORFT TR CHIRNES TH Y, AR 1~8 mgkg ThHhoz. AFL T
N—DFDMOEERRE (B 2 TR AR E), T LV IROHETORE TR oT7.
CYMBALTA Z#fEH L TWHEET, YRV U ROFEATFT LT L—0D X H 7 MAOLIZ L D
TRIRN MBI DBAE L H D0 LIV, MAOIIC L % 1A % Blth+ 5 B2 CYMBALTA %
FIETHRETHD.

CYMBALTA Lt tu F=AEEEE (MU 74X, ZBRAPLD DI, 7= ¥=, VF UL,
ro< k=, NUTF 77y, 7AERY, BV b PVa—r X U= aETD) EOGH
FENER EIES THABEAITIT, BEICEr b= IEERO Y 2 70 (B IRPE B E &
W R IZOWTHHTRETH D, LFEROERMAFEL L7725, CYMBALTA X UOVWEAH L TW
53 _TCOte b= AEBEOFE 52T ICPIEL, SHERIEZBMMT & THS.
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CYMBALTA % &¢e SSRI U8 SNRIL IZHMLOERIEAZ RS EEZ 2 ENH D, TAEY v,
FERT A FYEFIRIER, UL T 7 U v R OVEOMOFLIEEEK L 05t HI, Zofits &5
IR SEDLZ LN DD, ERRE R OVEFEIITE (EFIX IR R Y 2R — MMFZE) I8
T, Bu h=UFERYALREROMH L EEHIIZBEEARBO ST 5. SSRI KT
SNRI OFr 5 & B U7- i #5403, BRkitiim, mfg, Sin, MOWREm &AM EE
FTHIMIZESE T, ZlEIZbizo T3,

CYMBALTA & NSAIDs, 7 AE U Y, XIFMEEEE Iz 2% KT 9% Oo3ER L OfF I
BAEE L 7= L O fERMEIZ W T, EETRETHD.

5.6 &g
SO

CYMBALTA D 5280, ZRMUNBER AT 4 —T A« Va v VEMRE (SIS) Z0E
FER R GRS Z B ATREMEDN & 5. CYMBALTA O#% 5 L B L 7= SIS O#MAERIL, —fixEE
FIZ31F 25 SIS DFRBLFE (FER] 100 TAHTZD 1~26)) LuE». ES2 WL H 57
W, AR RRNSIE NG L R S5,

A, HIBERE, REOD A, UIMMOEBIERIS AR L= 5E,
AT, CYMBALTA OB G ZHIET_RETHD.

LD R 23R E T X 72

5.7 CYMBALTA
BEoHk

CYMBALTA fRH#BE T, BRI BHANCFME SN TV D, fAZRSGE LT TR
SRRRBRIC W TR 2o 50 1k, BEIEO EV, R, B, TH, SRR,
SR, R, RERE, R, SIHE, KOYERT 7R EOERD, FRER 1% o7 TR
ARG kB Ll LT CYMBALTA & G5 IEBEICHEEICE S BR L.

ZOfthd SSRI L TXNSNRI (12 b =2 KT/ VT RLF U IR IARBLER) Ok,
IO ERNOPRILEE, FRIARPIE LIZERICRE LA EFRNERICHE ST
. ZHUTIFRO LD RERNEEND. ARy, SR, WM, ZEid v, R
= (Fl, BRI 3 v 7RO XD RS, 72, $EEL, FUE, IR, HEALE, NIRE
B, HEEOBETH S, ZOOFRITRITITEEL L2V, ST EE - fsksh
TWo.

CYMBALTA O#5. % ik L72848100%, R & 5 ZERICHO W TERELZERT S, "kl
FRY, Z2RhIEd 20 TIEAR <, HEEZEIHL TV 2 ERHERSN TV, % UIkE
HIEERICEF TERUVERSEET 255020, URTOATHBICETZ L2 LTh &
V. 0%, ERIEES DITHEIE R HE CREE T D,

5.8 BN/ D
&ML

KO OFHEEDOHRNBEZXGR L L7 T R HERER T, CYMBALTA #5380 0.1%
43779 fl) ROT T REBEEBED 0.04% (1/2536 5) TEE SUTBREROTFMALS ]G Sh
7-. DPNP, GAD, #pfEfifeie, K OMSMER B R O 7" 7 2 A RERER T, B 3R
OIEHACIT IS SR oz, Boi/BEBOEELIX, KO OREREEOIREICE 2o
IR E G SN TR NBEEEED Y B, b REGOBETHRESNL WS, 20k
TR L 0T 5356, BoR OB EE A3 2 BF I L TIE, CYMBALTA % {HEIZE S
T5HZ L.

5.9 PH ZE B 1 ik
Rl

CYMBALTA %#&#02% < DL D DD G2 L 0 i Z 2EFLOBRIE, MWEYERE L TR0
FERI SN IRRE A D FBE TIE, PEMARNERIEZ BRI D RN D 5.

510 TAMAF
1E

CYMBALTA (X CANAFBERE BN TUIRFENICFHiiSh TE ST, Lrd, £OL 57
TANATVEBREIIBIRRBR DSBS TV AZRR & LT-7 TRt RERRER T
1%, CYMBALTA #5848 D 0.02% (3/12722 fiil) RO 7 w2 AREEHBE D 0.01% (1/9513 fi) 12,
TAMATEVEFENREL L. TANATIEOBREDH 5 BE Ik LTI, CYMBALTA %18
TS THZ L.

5.11 ME~DE

9
=

TRTCOBESN DI DEANERRE LT 7T 2R BRI BT, B E5BIARTD B R 8|
REE CONYHMIEE, 77 ARG EE TIINHEIME 0.6 mmHg & OWEEMMEA 0.3
mmHg /0 L7=DIZxk L, CYMBALTA £ 5-F38 CrIERAIMmE DS 0.5 mmHg & OWETER i+
23 0.8 mmHg 5 L7z, Fref7e (3 EhEfe®) ME EA OSEICEEZET R o7, Il
B BRI L ABBEREBAIHETOMERY, SEEERAATA—Z~D
CYMBALTA O#EZRET 25 2 &2 B E Lz EREIRER T, 200mg 1 H 2 [BES5 £ T
ORETIMIMED ERERARD SN2, HEHARED 200mg 1 A 2 [ 5 T, 5% 12 B§H
£ CTOVHINRIEHEINIL 5.0~6.8 bpm, FEHIME FFI1% 4.7~6.8 mmHg (IUHES) KN 4.5~7
mmHg (JE5EH]) Tho7z.
BEHmICmEZRE L, BSEHRPCESICET 2 2 L.

-10 -
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5.12 PR LR | CYPLA2 & CYP2D6 i% & HIZ CYMBALTA O ELHiEEZE TH 5.
LR DY A
M Z DD FAN A CYMBALTA (28 % KT REME

CYP1A2 [HE#E—CYMBALTA & 387772 CYPIA2 PRAESR & OB HITRET 5 R&E TH 5.
CYP2D6 [HESE—CYP2D6 |3 CYMBALTA ORHHIBI G- 578, 5817 CYP2D6 [HEIK L
CYMBALTA % i3 % &, CYMBALTA DREN LH35 (CEHIT 60%) B3ENL1NH 5.

CYMBALTA 23 % O O3EAN B % KT T Rtk

CYP2D6 IZ Lo TR SN D HH— —HOPH> 2K [V NV TFV L, 7I NI TF U,
AITFFTIVREDZRZF O S (TCA)], 7=/ FT7 P R IC BB (3] 7o
NRTx ), TLHAZ=R) Y, CYP2D6 T & o TIRHFAIZARH S 5 HAILTEHAEL AN/
S EEHK| L CYMBALTA & OOFHITEEIZIT ) R&ETH 5.

TCA % CYMBALTA & T 58, HEIC X » T TCA JREEARSC TCA RO M3
NHD. FHY)Z VU PRE EFIC L » CTHERLEMAREIRE VERENRET DY 27 B3
5729, CYMBALTAZF AV XU L LN L.

Z O DEEE FRTE & 72 2 W BAEH

73— /L—CYMBALTA & & (I KEOT NV — LA EBRT A L EEOFEEL X348
TS D. Lizhio>T, CYMBALTA I, KE7/Va— WBEEIZITALTT LAV,

FRR R (CNS) {EEN#E—CYMBALTA @ —IRAY7% CNS ~DhR%EE 2 % &, L OIERARF
T RFORKN &G, MO PHHRIETER A L, Iz oRAE L THRE5T 5 L XICidE

HICRGTHZ L.
5.13 K7+ U 7 | CYMBALTA % &¢e SSRI U8 SNRI ¥ 5-0fE 5, (K7 b U 7 AMIENERTIEE01H 5.
I i E %< O, IKF b U A MIEITHURIR A LE RS WMERERE (SIADH) (ZER 2% & 7

B, MiGHT MY D AN 110 mmol/L RIHOEFIAME ZNTIY, CYMBALTA £ 5-H
IERRZIZEE T D S HEH S 72, Sl R SSRI L TN SNRI #8545 &, K F U w7 A
JERBDO YU X7 PERTABENDS. £, FIRERSTORE, UIBIOFERIC X 5 ik
B BENLI Y RER Y AZIZELENDIHEEND D JEEMHKT Y U AMED BEITIE
CYMBALTA OH LA FTd _R& THY, @UREFNRBHELFIEET L L.

K B Y U AMIEDJREE R OYERICIX, 9806, £ REE, ok, 5L, B), KOMAES
LEALHOIRLENGEND. L0 EEOEF KO SUTRMEOEFIL, LR, i, TA
MAFENE, SiE, FEIRE I OFETIZE > TN D,

5.14 BOHERZR | 2EMABHEL D 5 HBE 2562812 Lz CYMBALTA OERBRIZE SN TWA . BiEDMED
O DBRF~OE | B CYMBALTA OGE = —T 4 v TV ORFEMIZE 2 28BN TOHFRIIE L TWY
5 RV, WREEDOERMESA:E T T, BIEa—T 4 7 THR#E STV CYMBALTA (217K 55 %
ST 7 h— BT 5720, BNEDHEH 2B 5 & 2 2 RENED bl BE
(B, —EBOPERIFEE) ~D CYMBALTA 523 EE 2 E T 5.

DHFEZE S 2\ IR E EENIRGE B 2 59 LTS 2V E IOV T, CYMBALTA B 513 %
FEHNZ T S AL TWRW, ZAUE, 20 X 5 722Wr o B3 % T IRAT ORGSR TId—MIs kRt
LEEmBETHD.

I —
LIS B OUIFIZE & A7 % KA ~ OB AR 5 2 &

EEOREE—
T O R 2 R U E GFR30 mL/min A O BE~OE A IL8ET 5 Z L. CYMBALTA K& O
W ORBWE O MEEFIRE RN RYBIREBRE @GWELELTD) THROLATND.

BERR B OIS B—

DPNP ORERTERH HT-8 Y, BRI BEEIZ X > Tl CYMBALTA #5758 545 B 4 B L S
TN D BEFRIG ARG R ST 5 R MR O F BRI T3 L TfT - 72 CYMBALTA @
3 OOEERRER T, BRFOTEHBFEHFITB I T 2 FETHY, =2 T4 BT 5%
JERFIMAE T 176 mg/dL, X—ATA IZBIFH~EZ B E Y A (HbA,) OFHIEIL 7.8% T
Holz. THORERO 12 B OZMEEEIZEWT, CYMBALTA #5.12L0, 77&R
L EER U CE ZEE R IME A3 o T 0TI L7z, 2 S OBR D& 52 BB ofksikBRIc kB
VT, CYMBALTA # 5.8 T3 22 JERFBEAS 12 mg/dL _B5- U, 85 /698 Cid 11.5 mg/dL
KF L7z, HbA, IX CYMBALTA % 5-8£TiX 0.5%, 8 AERETIX 0.2% A L7,

-11 -
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5.15 BEPREREE &
OVRE

CYMBALTA |3 FREEHUCHET D 2 RNAONTWAIRKI 7 T 2cE N 5. HEREEEOE
R72S CYMBALTA #5123 BLT B84, FORERBEFNBIE L T\ A AR 2 Z B~ x
ThHD.

HilR % O FRRER TITIREAOIEFIANERD S 7=, CYMBALTA ¥ 5.1 EK 4 2 REICIE, Ak
KO XTI T —T WERUEIZ 725> T BHE LA BILD.

5.16 FERRA

BB 22 BRI 1 THEDE S TR,

10.1 JRfeE K OVE
.

9. EMELA KO | R TIE, TanFbF AT LY b— ME GHIEE) OFLR % X 7= iTREMEERD

WK TT ST,

9.2 3EWyELH CYMBALTA ELADATREMEIZ B M 255 & LR CRMBNTITFAR STV WS, BRER
BRI WD CHEMIERITENIZR O -T2, L L, HilRETOBKRERN D, IR X
TR RIEMIE A C O, WA, MOVUIELH SN 00 E FHIT D Z EIE TR0,
L=~ T, ERi, BEOERYELARZEEICIHME L, 0 X 5 7B 121X CYMBALTA O
BRASOIELA OB (3], BAEMEORE, WE, EWRRZRITE) N0 EER BT 54
EHRHD.

9.3 FEMIKLT T v N OEMEIEHRBRICBW T, T a2 F AMEE AR 24X ) BRI AR S
Mol

10. @EHKYG il % DM B B oD SE ] CEALRI 248 B e SN TV 5. T b OITEEERF o BB

5T B4, 1000 mg OF 20Xt F L HAWRG b bhot. BREAL (FandtTF Bl
(LA & OO OIEROIIEICIT, BIR, M o b= EGERE TADPARME, K,
R, (RALPE, R OB 3 % .

102 WEH G D
(=8

CYMBALTA (2 B2 fifm iz, L L, ko b= EERENIIE LB A%, Bl
Wi (T mA~T UG LW D WITRIRFAT 7 ) 23 5. a0l ER5 054, 18
WTIE, H O LIEFOBERGEECHA SN TN D R GTE L FRROLE 27 5.
TR RE O, BRFIE, LUK EEEICER L, OEEMR OSA Z A o BB
5. EEZFHER SRV ENEE LV, BINEEL D D WVITERBED 5T D & X ITLE
T252HE, REIISUT, +oICKEZHEL, KODROKRNERE CHERZITY.
TEERIIEHEE NS OT 20Xt F U RIRERIRT2DICER TH D LB L LND TG ERD
B 513 AUC KU Cmax % ) 3 3D KR E 2 Z ENHDL MR- TWDA, 1EMHERO%)
RERRESNHWHRE LRD DNz, AR OKEDAMITHLS 5 72 b OshfI 2R FIR, B,
MEREDR, WA IR 2N EB 2 HND.

W EEGEIICBW T, ZAUFHOTREMEZZE 5. BIfE CYMBALTA #IRAI L T\ 5,
b AW TEERA LB D, mEI7ZR =B8R P1 5 O3 (TCA) ZHEBMLTWA b LitRnZ
EICRHICERZR Y. 20X RIGE, READ ZBRARPD DR O XITE OTEERB O
7 VT T AMET O, BERIICEKARBRIENFBLT 5 afRetE N E < e v, [HERESN
BE A VT LT AHIBINER SIA AREMEN S 5. BT, Wve i ER 5B L CH AT
WZOWTCBNE#RZED 72D HmWE B % — (poison control center) & D& ZEIRFIT 5
& R EZITI-EYERYE X —OEEE ST DRERLMEE (PDR) IZFEEH I T
5

12. FRPRSERR
12.1 {EFRERY

b MIBT DT an T Oht D SRR, PARIRREMEISR OB 1EH OB ZE o 15/
REEFIIAATH D25, ZTHHOEMIL, TIRMERICET 2t h= KO/ AT RLT Y
NEEMERRE DIEMEAICBRS D L EZ DL TV D,

12.2 SRPRA

RS, T a2 a0 v F U A3REic L 280 b= & AT KLU COFRY A
HEEINZHET D2, PN U HIRVIAARMREE E L TOERANTWI EBNH LN -T
W5, TaaXxtF Utinvito IZBWC KXY, TRLFVY, aly, eAZ IV, F
vt A K, 7% I, GABA OFZRIRICK L THERBAMEZ RS2V, £, £/ 7
I UEREEESR (MAO) ZFHE L7,

CYMBALTA [3JREBPUTEEL FIET Z LR HN TW BB DO HFEIZAS. CYMBALTA
B 5P CHEREEEE D REIR S FEH L2 B80T, TR EFNCEE L CW D ATREME N S 5 2 & %
EBETDH L.

12.3 FaEhhe

T an %t F ORI 12 B (8~17 BifE]) Td v, WEiEe AR5
BILFIMEA R L TV 5. EFRBIZI T 2 MAEHRIR DI, B 554625 3 BRRICEIET
5. TaaXeF X, FIZ2HD P450 43 TFE, CYP1A2 KT CYP2D6 3B 59~ 2 JIFREHIC
Lo THERTS.

W e DM Ai—
T anxvF O AKRGHROBIUIRL TH D, WINAME D £ TIZ 2 K (TRfE) oy
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178 (Tay) 23V, HHG 6 BRI K& M TR (Cmax) 25380 HiLs. &HE Cmax
(R % RIAE S 720, I IR FERIER A 6 B2 6 10 BEICIER L, WIRE (AUC) 28
DTN (K 10%) D35, ¥ FORGIIFRIFH O GITHAT, WA 3 RefEBIE L, &
MITOT VT T UANILO T 5.

TRINF OSAABRFEIT TR 1640 L TH D, TanxtF it P EAICE WA
(>90%) ZRL, BT AT IV ERa-BUHEEA BT 5. TandeF o LBAKGME
DOEMELOHES & OMEERIZFICEHi SN TW ARV, Taud v F rOMEER &L OFES
IXBEEE S 5 WIIFEEOREEZ I .

AR O Se—

FanXFrORBROPEIT, & M CHE#T 2 n Xt F o 2R O% 5 LIZRICRFT S
NWTWD. 7 aaXeF ATMmEH OB MEEREREDOK 3% % HH 20, ZhET 2
X F RN EZ TR, FHOREYELEKT D LE2RLTNS. TaaxtF o
TR T 7 FVROBAL R OE UK G, NS LR 58t THD. In vitro
TIE, CYP2D6 KUY CYPIA2 (I & HIC 7 F B A MET 5. mIEPIZiE, 4-hydroxy
duloxetine glucuronide & % 5-hydroxy, 6-methoxy duloxetine sulfate DI NFRD HILD . JRH
WZIEZ OMBHORBH VMR EIN, v F—RABEOTFAE L REN TS, TauxtT
NERER & UTIRPICIBME (HEO<1%) Jiitsh s, B5 Sz &o KB5S (K 70%)
R E L CTRPICHEIE SN D23, 0 20%IF#EERICERE &SN D, TaunxteF 3eik
ORI E AR T D0, BERT D ERRBEMNT 2 o X v F U ORBERICAECTFS LTV
DME I MIFTREN TN,

NEROEE (T~17 ) —

EFIREDT 2 aXvF O MIEPREE, /NE (T~12 %), HF (13~17 &%), KA THE
ARETH D, EFREOVET 2 m v F U RET, AL L, /NEER (RNEEROEFE)
THI30%IKV. BT LTI SN/ NEROEFEOEFIRED T = v X F iR,
FEAEDRBATHONBERHFANTH Y, MAORERHLEX Lhrod.

13. FEER IR F M | BB AME—

A FaaXtFrEUALNT v M2 EMBHES L.

13.1 RN, | TavdtFr 140 mgkg H (mg/m® (23S AT S ORFKMS AR AHE (MRED, 120
BRIENE, AFHIZ | mg/ B D 6 %) 25 Lz~ 2 TiX, FRERIMEARIE R OFRIIRE OFHES B L 7=, MmE
FORe pvaY=7 FHEIE 50 mg/kg/ H (MRHD @ 2 %) TdH -7=. Fx 100 mglkg/ H (MRHD O 4 %) OF =1 %
IR Ui~ T AT, FEERIERIIIN Lot

Z > h T, MEZHRE 27 mgkg/H (MRHD @2 %) OF 2vXtF o ZRAKEL T, M
I 36 mgkg/ A (MRHD O 3 (%) OF 20 ¥t F L RS LT, IEHEHRTHIMN
L72pnot-.

25 B H—

T 2 v X F UL, invitro B E IR 22K BRABRIE (Ames BUBR) CTIIARFMENTRD b,
~ U ZADOEBEMILE VN2 in vivo Yot R ELERER CIXL R B E 255 Lisho 7. & 61T,
~ 7 ADY 8 ERIRA A T in vitro EAUSRRTEEIR F2RREEHBRIETY, 7 MU
AR % T2 invitro RTEH DNA & (UDS) #BRIETH, T 2 u -k a il in - atEiEes
OHNT, in vivo TIETFT ¥ A =—ANLBAZ —OFFEIZIT DRGSR EFHR L7
Mmootz

A TERERE T —
EECRT M OAEC IS ESIME T ~ S OWFICikE 45 mgkg/ B (MRHD O 4 £%) OF 21
FETFUEROREG Ll 25, RERXFZHRECELTA LN T,
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7 1.6-3  BRMOUSH SCEOREE (Hky)

=4 R (S4ET B @ 2015 4E 8 H 27 )
e d KEA —F 4V U —%k (Bl Lilly and Company)
724 Cymbalta
4.1 HIE < RO Ot E
« BEPRTIERRREREE LA © TR
- AR EE

AFNE, RATOWEETHS.

42 BHEEROQ| £5E

Be 571k K9 ofFtEEE

BEOFRIZO»D LT, FEHER USRI EIX 1 B 15 60 mg THD. FERABRT
X1 A 1860 mg 825 120 mg/ H £ TOMHEICOWTERMOFHI 1T 72238, #llaHELE
HAECTHREZR NN STZEBEICR LY, HEBICIVIBEDRE %27 10> b)) B
5 Z L BT AERRET I DTV AR,

W, TRES R 5EAL 2~4 B THEND.
PLOOBEPHERENTZH L, BRETHOZOEy ARG 2T 2L, TanxtTF
VOMERHBLNIZRED D B, KO OFEREEZ Y K UL LIZBEERE O H 5 BEITIE,
60~120 mg/H DEE R TE LICRYOIRREZE/TH 2 L.

EE TR E

BEOHEIZ D ST, HLIBMARITZ1I B 1H30mg THD. +oRENELNILNo
e BT LTIE, Koo BE Clay OMHE THD 60mg £ THEHET L Z L.
KOOFHEIEEZ T 2 BEOHEAY, FEAEROHELEHERMAEIZ 1 B 118 60 mg TH
5 (ANROHEEHELSRT 52 L),

120 mg/ AL COABITATH Y, BERR CLEMOBENORFI S TS, Lo
T, 60mg CHORHMRENE LN -T2 BEIZILTE, 90 5T 120 mg £ CTHET S
TEERFILTH v, R, BRI EARMEICE SN TEET L L.

PHENFHERENT- %S, HEGIEO-DE» ARITRG 2T 5 2 L.

PR IP AR AR 2 L 5 Y

BEOHBIZD ST, Bt AE R OHELHERF A RIZ 1 H 60 mg TH 5 . FERABR ClX 60 mg
1A 1EZEBX5 120mgH ECORELZHEIIDEL TR L, BEMOFMEITo7. T =
0 Xt I OMmIEPREIWBRERESNRKE otz Lo 7T, 60mg THEL o7z
BEO—HIT, BHETHE (K271 N BRONDAREMENRDS.

ARNOHIT, 2 » AT EEIT> THOFMT 2 2 & mPIOBEN R4/ BETIE, 2 %
A RBBIC TR S D ATREME IR .

BT (27 4 v b)) OFFIZENN (D Eb3 5 A8 IfTH 2 L.

R e

T

Rl I3t LTI, ORI EDSWT-HERE ATV EREE L. 127FL, HbW
%A L FRRIC, Sl ICITEEICRET D 2 L. BRC, KO ORIERETE T R R Lo i
WX 2 ARH] 120 mg B 5HFOT — X (T H3ICBE LN TV Wiz, EEICEET5 2 8.

JTRE

ARz &7 L T D RBEEIIIAA 2R G LRn &,

R

R ST EE B O RERE R R (Z LT F =07 U T 5 A 0 30~80 mL/min) ~® &
BT, BEOBMRERERSE (VL7 F=027 V7T 7 2 A<30 mL/min) (ZIIAH] % £
H L2z L.

AN
RN I8 AR O HE TIE, MR OEIMEORENRSH 2D T, KO DFMEREEOIRE
DEDIZT aaFF o 2G5 LARNWTI L.
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7D 17 ROPNRTIE, ERMALEEFE T 57 2 nd v F roretk AT

3L TUVVRWD,

ARHN O BEFRIFVERR R E (L S RISk D 2R OF I E LB, 7 —%
BELN TR,

[ Aaalin

AFNTRWCEGEEPIE LT & ﬁﬁ@&%%¢t¢éﬁéﬂ,%%ﬁ%@UX7%ﬁﬁT
L1280, Wﬁf%1~2ﬁﬁﬁtf&ﬁi%MﬁTé LRI REE IR BARTX

TRVEIRANTRD ST, ERBHATOKR G & E THET S Z J:’Hﬁﬂlbf%ib\ a2
&, [EHH i?ﬂi%’“&w’l_ﬁubf% ZVR, BRIZIHITERITIT) 2 L.

B5 51k
% 05
BEhES XAXO TN DREFE AN BEUE D & % B

i
W
r
gl

AF & IEBIRRYFE IR E 2 77 X VBRAEBERILESR (MAOD) & OFFHITERTH .
AR RE &2 L T DIHREEEE.

T anXEFUrOMETREN AT L5720, AFET7ALRIFHI L, v Faraxth X
W YTy (TR b7 CYPIA2 [HESRR) L OfFHIZIZERTH D.

B OBSREREERE (VLT F =27 U T T 2 A<30 mL/min).

2y ha— VAREOEMEEZEHT 2 BE~ORFORSX, @it V-5 &R 56
FNRHLI-DER LTS

4.4 FERIZoEE | BUR KR OFRIE

K OMEA Eod | Bl OB ED & 5 B ORI & OV SUIFRME L 2R SN - B I MBI R 595 2
B L.

i
Fan X F UL D BIESRE Sh TV B 70, IRE LRG0 b5 B Tk R
FRNBED U A2 O & % BE AR ZEEICLST5 2 L.

I Ovda
—HDOBRE CTT 2 ux v F Ik D ME LR EEERMICERO H 2 mMERTD 5T D
MEEFIZITavndFro/vT7 LT AERHICE 2D EEZOND. T = Dﬂ?tv’“/
G5 CRMLEME 7 U —BOEFS G SN TR Y, #ICEMEDCBIED H 5 B TOMEN
B 12728, BILE K O UTZ OO DR B E B ST BE TR LT, B 580m% 1 »
AR ESOICIEDE =4V > 7 %479 Z & DRSNS E B OREEZ TR0
TUVBREICIARZEEICREGT A2 L. TaaXbF o ORBELIT 2RO H 5 EHKS
EARAFIE OGFRITIEEICITY 2 . T a2 u S F U o5 FICE BRSEHE LIZBEICH L
T, AEOBEXITHENIC L 2% 52 BET 52 L. v ba— A REOENEZ T
HEBEITRE LN L.

TR RE R E
MEEHT O EEBEEREEERE (L7 F=27 U7 J 2 ZA<30 mL/min) [IZBNTT 21
X eF o omiE qﬂ{,;%r“@iﬁyp D LTS

e b= SRR

ot e b= BB L FRE, T F UGk, EMEEh TR0 S -
SUREBERMRREET A LR H 5. Bichot o h = /EEEE (SSRI, SNRI, =BRHZHLH >
%, XX hYTHEY), MAOI 72 &t nr b =2 O EET 234, Xidtr b=k
B 5 ATREME DN B D HURS MR SO D RS UHEEHEK E ORI E W BIRT 20D

f‘i‘@*rw

DF EGREOIERICIL, FEARREA L (1 : Pk, 205, BlE), BEMREALE (F)
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SR, MEARZE, mEY), MR SRE (1] RO, WiEEhEE), KO SUIHE AR (B
B, MR, TH) PEENDL LS.

TandtFritn b= URGR K OYUE RN ARGRICET D TREMED H DDk
1 b= AREEE & OOFRBEDR R LIEYS TH 25 6120F, R GG HERERRIC, &
FHRMEICBET D ZLREELL.

A I U4 XU VT (St. John’s Wort)
AE A TUF MY VU EEHT HAKMA L OFHRRCENERNZ < BESHTWA.

EE

K 9 OFEMEREE M R E

IO, BRESE, BHEXKUVAR (HEBEHRS) O R 7R8I 5. +50 /e TfE» 15
HIRWERY, 2D U RV IERHET 5. IBRIOBOEM XX E N EOIRE THENRD L
NRNGET, WEPRBDONDETEE L HDICBET 22 L. REMRERERE LT,
H#D U R 7 X EHE OB 5 2 &35 5.
ZOMOFEARBTH, AR OGN BRBEEFRZOY AV ZWMRIELENRH L. I,
KODRHUEELFERT L LN b D, FO=wH, KO DJRMEREEDBE 2 IGET LIS
NREMH EOERIL, MO MREBEREOIRFIHCLTFLIRETH S,

HARLEEROPAE D H 2 BE X3 5B E K AREESHEE S T 5 81T, B
BARBE OERITAEE TV AIPERT D2 ENMLNTND 7, BESHITEEEZ 5
WCHRT D2 L BMRBRERT2BREERNR L L) DO T 7 2 R IREGHRRBR D A 4
TFU AT, 25 RmORBEOARITEIOY A7 1%, HL9 2EER T T BRHEL Y EW
ZEBHEMNE SN TS,

T an X T OFGH TR E P IR RO, B RSB RO BRI TEIOMEFINHE S
TWA.

L Vb NA U R7 BT LT, EEMHCHBETRITRFCHEICEN T2 & B3
(KOERE ONHER) 12X L TE, HOHOAEKIREDENAS, BRITHCARSE, LUMT
BORFERECOFREBIEE L, TD X9 RIERD D NTGE I TESCOIC EEEEE TR
BT LOEERETDS L.

BE PRI PEARRE R E LD A 5 AT

HRL LB ER 2 A3 2hoHA] (i) %) LRUL, T an X Frokbdhuirs
IR VRIS, BREER O EBITAOEFZ S S TnD. BB 2 BB LR 34
CTo BB 3o =R 95 & 9 B ITRET 5 2 L.

/N R TN 18 AT D FHAE~D RS-

AFNT/NR KON 18 AT OFEIITHRG L & MNEEOFELZ RIS ) 2L 7T
TARELWE L2 (ffLOPT 5 S D) KRR T, HABEITE) (A&EXE BFRAE) Lk
B (BN, BB ROV D) BP0 DB TR WA TRO LTS, LaL,
FEERAATEME AL U TR G- 2R E L7235A0E, BRI U7 EROF A M EICHET 5
& EBIE, MREOHFFREIZELTE, KE, BELRORMITEREICET 2 EHM oL etk
T A BF LTV,

HH I,

BER L, 2EBF, B EOREHM, R o b= B IAREESR (SSRD),
EOT aaXxeFreadhta b= 207 R U U HIRDIAREIE (SNRI) THE X
TN\ 5. PR Ae i MESRE~ DR BN SN T DR (NSAIDs, 7T 41
FLEE: L) ZARA OB R O IE R O 5 BREITEE 2R T2 L.

K7 F U 7 AifnfiE

K N Y U AMJENAREERHIRE SN TR Y, Mg+ MY ¥ AEA 110 mmol/L X ¥ K
BAb®H5. KT U U AMAEE, HFEIRRVE CRES S WEERE (SIADH) 2SEE T4 L
52655 KT M U AMIEOHREF DL AXEHEE TH Y, KT, BT OREEMRIE
MEOZAICEIE L T2, R AZEE LT WEBE ThH 7. EiliEs, AR E
Tk B3 D VITFIRAIZ ER PR O BEHF 2 KT N Y U AMED U 27 B EBE~OF
HIZEE2ET 5.
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e Aanlin

P R OBERE R L < 550, BRHCAICHIE SN SEA TR X0, BERREBRT
%, AICEEEEHRIE L2 & 2 OFERFROBBERIL, AFBEGHETH 45%, 77 BREET 23%
ThoT-.

SSRI KUY SNRI OHEEfiERO Y 2 7 1%, BEHIROR G5, BEORER W OO T
WCEAEND. b L HE SNTIERE 4.8 HO—EITRT. 5O OFERITHE L CHE)
SHEETHHN, BEICL > UIEE L RS W REEND D, BE 2o ORI 5 k4
2, 3 BURNICRIT SR, EEMASNIZBFEICOLRBALZEVWOMENENICHS. ER
R E CRENTH Y, @ 2 HEURNICEEAT D2, BEYichizy 2~3 » HUE) Hie
THEBEELHD. 2070, BEOLEMITS U TARIORE 2T I 23841F, 2 BELE
T T 5 2 k.

EnE
KD ORPEREE XX R MEA LR E 2/ T 5 Bl E ~OARK] 120 mg OFE5IZB L T4/
F—EZNELN TN, ElE~DEEAREOEEIIIEENSLETHD.

T VT REEE AR

FaRFEFUORGICED T I OT ORBABED LN THY, ORI E L TEBINARTRR
TR AL D BB X D7 S LIEBOMENT DAL, ARSI AR TN D & b
SN, T AT DTGB BRI DAPIC I BT B FTREMEAS B, AL D OFERDSEBE T
RIS, MRIAEREELRETBINEDS.

7 o0 ke Ty AT B IR
7o B AL, MO (RIRATERRIEAR, K 5 SRIEREE, SRR
OIERERRAAS) & 5D, R IECHM SN TOS. i b ORE & 2 AL LG5
TEEEHTDZ L.

FESe/ TR SRS N

EEIFRER N (ERFE LR 10 58), FE, |k EOFEEDEFNT = aXxtF T
WMEINTWD., FFEEDITE A EPBESBMG%E sy AUNICED DTV A, FFEED %<
IR ED 2 — % b D fFEELE . TMOERLEZBREGTORFIITT 2 nxtTF
VEERICES T L.

A7 a—A

ARBNDORGEME N— NI T RVIZRA 7 0 — R 2GR/ T 5. ENelBEEEEE LTIV F—2
ARMHE, ZVva—R BT 7 h—ARINABIEIIAT T—F « f VYV~ Z—BREEEHT
5 BENIIARKNEZRE L2 k.

45 MW AEAER | £/ 7 I VEMEEESEILE R (MAQI) :

FEORZFOMOA | o b= JEREED Y 27 03557120, AFIOIEERIRAGIERTWATT /7 I LB RN E K
HAEH (MAOI) & OHffI % MAOL ¥ 5.1 1% 14 A N O 513 ThRn 2 &, FanXteF oo
NS &, ARG FRIE DR L S HE LY MAOL O 5266452 L.
TarXiEFrLEs I N EOBRMA ) MAOL & OfFIESET 5 Z L. SidEmE
Thd VRV FITIEERE AR MAOL Th 503, &K & OHHHITRET 5 Z &.

CYP1A2 [HEEK .

CYPIA2 137 =Xt F U ORI G T 5720, TanfxbF o Lil)i7 CYPIA2 BHESK
LMY T2 F o OREDN LT 2AMREMERHD. N7 CYPIA2 REHETH
HZLRFYI 100 mg 1 H 1[E) X, T2 Fromntomis ) 7o o 2a8)
TIY%AE T &8, AUC), % 6 B R &2, Lo T, KNI 7 AR Y I 2 X 0miii
CYPIA2 BHESR LR L 22 &

S SR
7o m AL F o & PR 2 S IO A & DBV TIE, ATCERT 5 2 b
W, RIICEHITS DTV, Z0feid, KAVE T L2 — LR OSHHER £ A (%
LY UTREY, T IR, FNEIEE 7 = ) LS, S A5 3
A V) & G & RO OSEAIEL & T B BAN, EEEETD.
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tu b= AEEEE .

SSRISNRI & &1 F = AEEEO A GH TER F= ASEERED ECHRE SN TN D, R
#l&, SSRI, SNRI, ZERAHIHIDOE (/uIFT7Iy, 7I MU TFY 72 ), MAOI(E7
g R, YRV RRE), e43vF XU vy, NI TFEURBA, FT~ -, X
FOUKRR RN TN T 7 EOPFRITEEREICIT) Z L.

F o v Xt F L OMF A~
CYP1A2 |2 £ Y R S 2 354 -
FaudtFr (60 mg 1 B 2[E) OFFHIE, CYPIA2 OB THDHT AT 4V OEWyENHE
IZER AR EE T I 2o,

CYP2D6 12 L 0 A3 S 2 3 A

T aa X F I RREO CYP2D6 HEFEE R T. T 2 n % F 60 mg 1 H 2[H & CYP2D6
HBETHALTL I IV OHRERGEHA L&, 77T 300 AUCIHE 3 fEIZHR LTz,
TaaXtEFr @0 mgl H20E) OJFHICEY brTyayy 2 mg 1 A 2[E) OFEFIRED
AUC 3 T1%HR L7223, MAT e ORI TH 5 5-8 K X AROEYEhREICII
EBNBEO LR 12720, AEFAMIISNERWEEZ Hsd. EIT CYP2D6 12XV R#HE
NBIE [VUARARY R )V Y TFY Y, TI RV TFV L, AITTIVREDZRR
Lo DI (TCA)] L AFZOERT 285G, FRICIRFIEROEN PN (7L A=k, 7r
R7x v, AMFaoa—L7iE) LOHITEEIATI Z L.

BOBERE R O E DD AT v A RA
Invitro BBROFE RN ST 20X F 2% CYPIA O EMELZFHFL LW LRS-
In vivo CIZHFRI 72 WA A AE A RBRIL I S LTV 7R,

PUEEE A J Ot/ Mg

T o n X F o LR PR E A I MR O GERIE, R EERIC L S Hio U R
I PR THBENR D H-OEBEIITH> L. BT, TauXxkvF o eULT77 U roff
5 BEH T INR BIIIAMRE S TWD. UL s, BRI & L CEM L7
BREHICKTHULT 7 T andvF o & OFAKRETIE, EFREBICBOT, R
R INR DR— 2T A 296 OEAITRD bivT, BRIICEER R-XUT S-U L7 7Y
> DOIEDBRED AL BT LRSI,

T 2 B X F NI D A o2k

il & OF Hy 35515 -

TarXEF U T NI =T AT XU LAEAHIBAOHAXIZT 2nXteFr b7 7E
FUUOHAIE, 40mg RO EROT 20T VIRINOEE & BREICEER RS MIES
o=,

CYPIA2 & -

RHEM SR BIREREATIC L 0, BER TS IR TT 2 v X F v O MEHRERK
50%IKZ L 3ERD BTz,

4.6 ZhEEE, 4T | ZIREE

R OFFAERED | TauXxtTF Nl L 2 BEOEFERE~DEIT /WD, KHEOZIREE~DORENT, RHRICEME
13 H NENDIEHETOLRD HNT-.

IR~ 5

EE~DT = 0 v F o BGEOMEIR T — Z 1372\, BB ClE, RREKH RO G X
D IRWEFIREE & (AUC) CTAIFMENRD LN TN D.

b FDOEER 7Y AT IIARHTH B.

PP OFERN G, IR, RCIERG Y Ofis~ SSRI & ¥ 5- L7254, Frd IR o R
BIMEDY 27 N LT B AREMIRER STV S, SNRI OF5- L HigiEitis fE & o B
ERRE L2dBRIATON TWARWR, Tau e F o OEREY (tr b= OFRY AR
Y AEZDE, TOEENRY A7 TEETER.

fhote b= AEEEE LR UL, BEMTRHEE T 2 axwF o 2RA L2EE1X, #
ERICBEBER NN D Z 2 0d 5. Faa v F U OBEBER & LTIE, BRI T, Rk,
UL X, RN, /FREE, BIENKED LN ARERD D, £< OBE, HER I
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BESSEC A LIPIZHEBL L TV 5.
AHNL, 1B LEORRT ¢ v "R A~OEEERN2 ) A7 % ERIZIGE DR, (T ~D#& 5%
1792 & LMEBRE TR LTiE, &5 PR L2568 AR Z 51l L WL A 5E 1T ERR I
MHEDEHHEETH L.

B~

6 BlOFHM (FLIB~ORARBIIITON R o72) ZXBRELERBRTE, T2tk
T FEIFRICERD ThFcB T L. RO 1 B OBEREE, mgkg R CTRYMA~DHE
BOR0.14%EHEEESND. RSB ST a0 FroLeIIRHTH L 7-0, FIH
IIAKIOB G Z2RET D L.

4.7 FEHR K OVRE | TEER K& OERERERE )~ D B 2 el U 7= BROR SRR S HE L v, RANE, SO E N
WAERIERE I~ D | BB AR H 5. BHEITIT, SO EFONRI L7 & 21203, MmO R ES G
b4 BRACE D BECHTE LAV Y fRET5 2 L.

49 EERE AFN B A O I BT 2B B G OFNHRE SN TEY, 5400 mg OF 22 FEF 0
BELHEIN TS, BEEEICE 2 CHIEFERD TR Y, EiciH & ofifick
HHDTHHN, TanxbF U BMTHE 1000 mg DR THEEFNRE SN TS, i
BES OBER OYER (7 2 % F U BEMCSUIMhAl E oI L 2 ERE) TIIER, &
ME, &r b= MR, FIE, EHROWEIRDED LTV 5.

T an X F R RAREERIT VA, Ea b= EREEESENSA T, FROTER
T 7Ta~nTE O URERVSOIBRER) #ZE L TH R0, +OICKELHERT L2 L.
DMEL O YA v DF=F Y 7 LT, MY RRHERE XU FREEIT I L.
TR IABERUE % SUTIEIRD I 505 BB LTS, BERE2AT 5. 155 O XN & Hi R
TODICEMTHD. TanXtF U IHMAETRENREWTZD, TREFIR, MmsER & O3
WA TIERVEEZLND.

52 FEMENRERF | AFNTHE =) T A~v—E LTEEST S, TauxtT U I@bEEE (CYPIA2 KT}

P CYP2D6 BIn T2 IC LV LFIcfH SN, 62 ZT5. TauXtF o OERY TR
X BRI E) (B4 50%~60%) Z A, ZORKE LT, MR, A, BRERR L O
CYP2D6 (R#RE B 5.
U

FanXtF U ORARGHOBIUIRLF TH Y, 5% 6 Kl T Cmax (T 5. Tan%
& F o DR 0BG B ORETH AR T ERIT 32%~80% () 50%) THDH. BHHRG TIIK
R IMAE PR RS 6 RS 10 BEIICEER L, WIORE S O3k Lz (19
11%). Z45HOZ{LICERRMERITER D Lz h o7,

o0 A0
FanFkFrob MUEEAKARIIN % THD. TaaxbF L gxT T I L o
PERFE AOWTICHEGT 5. BIIHEEICL 2EABER~OFEITED LN TR,

RN ZE .

T andvF RAEICRE S, REIE ISR S D, CYP2D6 KON CYPLA2
2O ER#MTH D 4-E N TandF ool vy o U BAasER N s-e K
2X Y 6-A MFTUT anXtF UORBIEGIROEREMEET 5. In vitro REROER G,
T o v X T OMm PRI TR E RN ARTEMETH B LI S 17z, CYP2D6 FESRIEPE KR
DEFIZB T AT 20Xt F o OEMEREIZ O W CIEBFREICBRE SN TR W. BRE=T7 —
ZIZHSL &, CYP2D6 BERIFIE KB O HRE BT 57 2 u v F o O EEIIEV &R
BEN5D.

HK

F 2\ b F L DML EINT 8~17 Bf (CFY 12 BEf)) Tho7-. BRI GEEOF 21
FeFromifr V7T A1F 22~46 Lihr (B 36 Lhr) Tho7-. BORGHEOT 2 0%t
F L OBINTOMEEZ VT T 2 A% 33~261 L/hr CE#) 101 Lihr) T o 7=

FERRAER -
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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 Delayed-Release Capsules) for Oral Use.
Initial U.S. Approval: 2004

WARNING: SUICIDALTHOUGHTS AND BEHAVIORS

See full prescribing information for complete boxed warning.

Increased risk of suicidal thinking and behavior in children,
adolescents, and young adults taking antidepressants (5.1)
Monitor for worsening and emergence of suicidal thoughts
and behaviors (5.1)

Discontinuing CYMBALTA: Gradually reduce dosage to avoid
discontinuation symptoms (2.7, 5.7)

Hepatic Impairment: Avoid use in patients with chronic liver
disease or cirrhosis (5.14)

Renal Impairment: Avoid use in patients with severe renal
impairment, GFR <30 mL/min (5.14)

20 mg, 30 mg, and 60 mg delayed-release capsules (3)

CONTRAINDICATIONS

--------------------- RECENT MAJOR CHANGES ---snermememmemencenenen-

Boxed Warning: Suicidal Thoughts and Behaviors 10/2014
Indications and Usage (1) 10/2014
Dosage and Administration:

Dosage for Treatment of Generalized Anxiety Disorder (2.2)
10/2014

Contraindications:

Uncontrolled Narrow-Angle Glaucoma (4.2) Removed 07/2014

Warnings and Precautions:

Orthostatic Hypotension, Falls and Syncope (5.3) 11/2014
Angle-Closure Glaucoma (5.9) 07/2014

INDICATIONS AND USAGE ------=--emmmemmmemmameene

CYMBALTA® is a serotonin and norepinephrine reuptake inhibitor

(SN

RI) indicated for:

Major Depressive Disorder (MDD) (1)
Generalized Anxiety Disorder (GAD) (1)

Diabetic Peripheral Neuropathic Pain (DPNP) (1)
Fibromyalgia (FM) (1)

Chronic Musculoskeletal Pain (1)

------------------ DOSAGE AND ADMINISTRATION «-ermnmmmememcemencens

Take CYMBALTA once daily, with or without food. Swallow
CYMBALTA whole; do not crush or chew, do not open capsule.
Take a missed dose as soon as it is remembered. Do not take
two doses of CYMBALTA at the same time. (2)

Indication Starting Target Dose Maximum
Dose Dose
MDD (2.1) 40 mg/day to | Acute Treatment: 120
60 mg/day 40 mg/day (20 mg/day
mg twice daily) to
60 mg/day (once
daily or as 30 mg
twice daily);
Maintenance
Treatment: 60
mg/day
GAD (2.2)
Adults 60 mg/day 60 mg/day (once 120
daily) mg/day
Elderly 30 mg/day 60 mg/day (once 120
daily) mg/day
Children and 30 mg/day 30 to 60 mg/day 120
Adolescents (7 to (once daily) mg/day
17 years of age)
DPNP (2.3) 60 mg/day 60 mg/day (once 60 mg/day
daily)
FM (2.4) 30 mg/day 60 mg/day (once 60 mg/day
daily)
Chronic 30 mg/day 60 mg/day (once 60 mg/day
Musculoskeletal daily)
Pain (2.5)

Serotonin Syndrome and MAOIs: Do not use MAOIs intended to
treat psychiatric disorders with CYMBALTA or within 5 days of
stopping treatment with CYMBALTA. Do not use CYMBALTA
within 14 days of stopping an MAOI intended to treat psychiatric
disorders. In addition, do not start CYMBALTA in a patient who is
being treated with linezolid or intravenous methylene blue (4)

------------------------ WARNINGS AND PRECAUTIONS ---ermsmemmememmemenen-

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 not be prescribed to patients with substantial
alcohol use or evidence of chronic liver disease (5.2)

Orthostatic Hypotension, Falls and Syncope: Cases have been
reported with CYMBALTA therapy (5.3)

Serotonin Syndrome: Serotonin syndrome has been reported with
SSRIs and SNRiIs, including with CYMBALTA, both when taken
alone, but especially when co-administered with other
serotonergic agents (including triptans, tricyclic antidepressants,
fentanyl, lithium, tramadol, tryptophan, buspirone and St. John’s
Wort). If such symptoms occur, discontinue CYMBALTA and
initiate supportive treatment. If concomitant use of CYMBALTA
with other serotonergic drugs is clinically warranted, patients
should be made aware of a potential increased risk for serotonin
syndrome, particularly during treatment initiation and dose
increases (5.4)

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 CYMBALTA and
NSAIDs, aspirin, or other drugs that affect coagulation (5.5, 7.4)
Severe Skin Reactions: Severe skin reactions, including erythema
multiforme and Stevens-Johnson Syndrome (SJS), can occur with
CYMBALTA. CYMBALTA should be discontinued at the first
appearance of blisters, peeling rash, mucosal erosions, or any
other sign of hypersensitivity if no other etiology can be identified.
(5.6)

Discontinuation: May result in symptoms, including dizziness,
headache, nausea, diarrhea, paresthesia, irritability, vomiting,
insomnia, anxiety, hyperhidrosis, and fatigue (5.7)

Activation of mania or hypomania has occurred (5.8)
Angle-Closure Glaucoma: Angle-closure glaucoma has occurred
in patients with untreated anatomically narrow angles treated with
antidepressants. (5.9)

Seizures: Prescribe with care in patients with a history of seizure
disorder (5.10)

Blood Pressure: Monitor blood pressure prior to initiating
treatment and periodically throughout treatment (5.11)

Inhibitors of CYP1A2 or Thioridazine: Should not administer with
CYMBALTA (5.12)

Hyponatremia: Cases of hyponatremia have been reported (5.13)
Glucose Control in Diabetes: In diabetic peripheral neuropathic
pain patients, small increases in fasting blood glucose, and HbA+¢
have been observed (5.14)

Conditions that Slow Gastric Emptying: Use cautiously in these
patients (5.14)

Urinary Hesitation and Retention (5.15)

Some patients may benefit from starting at 30 mg once daily (2)
There is no evidence that doses greater than 60 mg/day confers
additional benefit, while some adverse reactions were observed to
be dose-dependent (2)

ADVERSE REACTIONS
Most common adverse reactions (25% and at least twice the
incidence of placebo patients): nausea, dry mouth, somnolence,
constipation, decreased appetite, and hyperhidrosis (6.3).

To report SUSPECTED ADVERSE REACTIONS, contact Eli Lilly
and Company at 1-800-LillyRx (1-800-545-5979) or FDA at 1-800-
FDA-1088 or www.fda.gov/imedwatch.



DRUG INTERACTIONS

Potent inhibitors of CYP1A2 should be avoided (7.1).
Potent inhibitors of CYP2D6 may increase CYMBALTA
concentrations (7.2).

CYMBALTA is a moderate inhibitor of CYP2D6 (7.9).

2

Pregnancy: Based on animal data may cause fetal harm (8.1)
Nursing Mothers: Exercise caution when administered to a
nursing woman (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved Medication Guide.
Revised: 06/2015
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FULL PRESCRIBING INFORMATION

WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants increased the risk of suicidal thoughts and behavior in children, adolescents, and young
adults in short-term studies. These studies did not show an increase in the risk of suicidal thoughts and
behavior with antidepressant use in patients over age 24; there was a reduction in risk with antidepressant
use in patients aged 65 and older [see Warnings and Precautions (5.1)].

In patients of all ages who are started on antidepressant therapy, monitor closely for worsening, and for
emergence of suicidal thoughts and behaviors. Advise families and caregivers of the need for close
observation and communication with the prescriber [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE
CYMBALTA® is indicated for the treatment of:

+  Major Depressive Disorder [see Clinical Studies (14.1)]
Generalized Anxiety Disorder [see Clinical Studies (14.2)]
Diabetic Peripheral Neuropathy [see Clinical Studies (14.3)]
Fibromyalgia [see Clinical Studies (14.4)]

Chronic Musculoskeletal Pain [see Clinical Studies (14.5)]

2 DOSAGE AND ADMINISTRATION

Swallow CYMBALTA whole. Do not chew or crush. Do not open the capsule and sprinkle its contents on food or
mix with liquids. All of these might affect the enteric coating. CYMBALTA can be given without regard to meals. If a dose
of CYMBALTA is missed, take the missed dose as soon as it is remembered. If it is almost time for the next dose, skip the
missed dose and take the next dose at the regular time. Do not take two doses of CYMBALTA at the same time.

21 Dosage for Treatment of Major Depressive Disorder

Administer CYMBALTA 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. Periodically reassess to determine the need for maintenance
treatment and the appropriate dose for such treatment [see Clinical Studies (14.1)].

2.2 Dosage for Treatment of Generalized Anxiety Disorder

Adults — For most patients, initiate CYMBALTA 60 mg 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, increase dose in
increments of 30 mg once daily. The safety of doses above 120 mg once daily has not been adequately evaluated.
Periodically reassess to determine the continued need for maintenance treatment and the appropriate dose for such
treatment [see Clinical Studies (14.2)].

Elderly — Initiate CYMBALTA at a dose of 30 mg once daily for 2 weeks before considering an increase to the
target dose of 60 mg. Thereafter, patients may benefit from doses above 60 mg once daily. If a decision is made to
increase the dose beyond 60 mg once daily, increase dose in increments of 30 mg once daily. The maximum dose
studied was 120 mg per day. Safety of doses above 120 mg once daily has not been adequately evaluated [see Clinical
Studies (14.2)].

Children and Adolescents (7 to 17 years of age) — Initiate CYMBALTA at a dose of 30 mg once daily for 2 weeks
before considering an increase to 60 mg. The recommended dose range is 30 to 60 mg once daily. Some patients may
benefit from doses above 60 mg once daily. If a decision is made to increase the dose beyond 60 mg once daily, increase
dose in increments of 30 mg once daily. The maximum dose studied was 120 mg per day. The safety of doses above
120 mg once daily has not been evaluated [see Clinical Studies (14.2)].

23 Dosage for Treatment of Diabetic Peripheral Neuropathic Pain

Administer CYMBALTA 60 mg 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, consider a lower starting dose and gradual increase in
dose for patients with renal impairment [see Dosage and Administration (2.6), Use in Specific Populations (8.10), and
Clinical Pharmacology (12.3)].

24 Dosage for Treatment of Fibromyalgia

Administer CYMBALTA 60 mg once daily. Begin treatment 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
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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)].

25 Dosage for Treatment of Chronic Musculoskeletal Pain

Administer CYMBALTA 60 mg once daily. Begin treatment at 30 mg for one week, to allow patients to adjust to the
medication before increasing to 60 mg once daily. There is no evidence that higher doses 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 (14.5)].

2.6 Dosing in Special Populations

Hepatic Impairment — Avoid use in patients with chronic liver disease or cirrhosis [see Warnings and Precautions
(5.14) and Use in Specific Populations (8.9)].

Severe Renal Impairment — Avoid use in patients with severe renal impairment, GFR <30 mL/min [see Warnings
and Precautions (5.14) and Use in Specific Populations (8.10)].

2.7 Discontinuing CYMBALTA

Adverse reactions after discontinuation of CYMBALTA, after abrupt or tapered discontinuation, include: dizziness,
headache, nausea, diarrhea, paresthesia, irritability, vomiting, insomnia, anxiety, hyperhidrosis, and fatigue. A gradual
reduction in dosage rather than abrupt cessation is recommended whenever possible [see Warnings and Precautions
(5.7)].
2.8 Switching a Patient to or from a Monoamine Oxidase Inhibitor (MAOI) Intended to Treat Psychiatric
Disorders

At least 14 days should elapse between discontinuation of an MAOI intended to treat psychiatric disorders and
initiation of therapy with CYMBALTA. Conversely, at least 5 days should be allowed after stopping CYMBALTA before
starting an MAOI intended to treat psychiatric disorders [see Contraindications (4)].

29 Use of CYMBALTA with Other MAOIs such as Linezolid or Methylene Blue

Do not start CYMBALTA in a patient who is being treated with linezolid or intravenous methylene blue because
there is an increased risk of serotonin syndrome. In a patient who requires more urgent treatment of a psychiatric
condition, other interventions, including hospitalization, should be considered [see Contraindications (4)].

In some cases, a patient already receiving CYMBALTA therapy may require urgent treatment with linezolid or
intravenous methylene blue. If acceptable alternatives to linezolid or intravenous methylene blue treatment are not
available and the potential benefits of linezolid or intravenous methylene blue treatment are judged to outweigh the risks
of serotonin syndrome in a particular patient, CYMBALTA should be stopped promptly, and linezolid or intravenous
methylene blue can be administered. The patient should be monitored for symptoms of serotonin syndrome for 5 days or
until 24 hours after the last dose of linezolid or intravenous methylene blue, whichever comes first. Therapy with
CYMBALTA may be resumed 24 hours after the last dose of linezolid or intravenous methylene blue [see Warnings and
Precautions (5.4)].

The risk of administering methylene blue by non-intravenous routes (such as oral tablets or by local injection) or in
intravenous doses much lower than 1 mg/kg with CYMBALTA is unclear. The clinician should, nevertheless, be aware of
the possibility of emergent symptoms of serotonin syndrome with such use [see Warnings and Precautions (5.4)].

3 DOSAGE FORMS AND STRENGTHS
CYMBALTA is available as delayed release capsules:
20 mg opaque green capsules imprinted with “Lilly 3235 20mg”
30 mg opaque white and blue capsules imprinted with “Lilly 3240 30mg”
60 mg opaque green and blue capsules imprinted with “Lilly 3270 60mg”

4 CONTRAINDICATIONS

Monoamine Oxidase Inhibitors (MAOIs) — The use of MAQIs intended to treat psychiatric disorders with
CYMBALTA or within 5 days of stopping treatment with CYMBALTA is contraindicated because of an increased risk of
serotonin syndrome. The use of CYMBALTA within 14 days of stopping an MAOI intended to treat psychiatric disorders is
also contraindicated [see Dosage and Administration (2.8) and Warnings and Precautions (5.4)].

Starting CYMBALTA in a patient who is being treated with MAOIs such as linezolid or intravenous methylene blue
is also contraindicated because of an increased risk of serotonin syndrome [see Dosage and Administration (2.9) and
Warnings and Precautions (5.4)].

5 WARNINGS AND PRECAUTIONS

5.1 Suicidal Thoughts and Behaviors in Children, Adolescents, and Young Adults

Patients with major depressive disorder (MDD), both adult and pediatric, may experience worsening of their
depression and/or the emergence of suicidal ideation and behavior (suicidality) or unusual changes in behavior, whether
or not they are taking antidepressant medications, and this risk may persist until significant remission occurs. Suicide is a
known risk of depression and certain other psychiatric disorders, and these disorders themselves are the strongest
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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
Age Range Drug-Placebo Difference in Number of Cases of
Suicidality per 1000 Patients Treated
Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
265 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 (2.7)
and Warnings and Precautions (5.7) 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
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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 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% (92/34,756) of CYMBALTA-treated patients. In most
patients, the median time to detection of the transaminase elevation was about two months. In adult placebo-controlled
trials in any indication, for patients with normal and abnormal baseline ALT values, elevation of ALT >3 times the upper
limit of normal occurred in 1.25% (144/11,496) of CYMBALTA-treated patients compared to 0.45% (39/8716) of placebo-
treated patients. In adult 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 CYMBALTA and alcohol may interact to cause liver injury or that CYMBALTA may
aggravate pre-existing liver disease, CYMBALTA should not be prescribed to patients with substantial alcohol use or
evidence of chronic liver disease.

5.3  Orthostatic Hypotension, Falls and Syncope

Orthostatic hypotension, falls and syncope have been reported with therapeutic doses of CYMBALTA. Syncope
and orthostatic hypotension tend to occur within the first week of therapy but can occur at any time during CYMBALTA
treatment, particularly after dose increases. The risk of falling appears to be related to the degree of orthostatic decrease
in blood pressure as well as other factors that may increase the underlying risk of falls.

In an analysis of patients from all placebo-controlled trials, patients treated with CYMBALTA reported a higher rate
of falls compared to patients treated with placebo. Risk appears to be related to the presence of orthostatic decrease in
blood pressure. The risk of blood pressure decreases may be greater in patients taking concomitant medications that
induce orthostatic hypotension (such as antihypertensives) or are potent CYP1A2 inhibitors [see Warnings and
Precautions (5.12) and Drug Interactions (7.1)] and in patients taking CYMBALTA at doses above 60 mg daily.
Consideration should be given to dose reduction or discontinuation of CYMBALTA in patients who experience
symptomatic orthostatic hypotension, falls and/or syncope during CYMBALTA therapy.

Risk of falling also appeared to be proportional to a patient’s underlying risk for falls and appeared to increase
steadily with age. As elderly patients tend to have a higher underlying risk for falls due to a higher prevalence of risk
factors such as use of multiple medications, medical comorbidities and gait disturbances, the impact of increasing age by
itself is unclear. Falls with serious consequences including bone fractures and hospitalizations have been reported [see
Adverse Reactions (6.10) and Patient Counseling Information (17)].

5.4  Serotonin Syndrome

The development of a potentially life-threatening serotonin syndrome has been reported with SNRIs and SSRis,
including CYMBALTA, alone but particularly with concomitant use of other serotonergic drugs (including triptans, tricyclic
antidepressants, fentanyl, lithium, tramadol, tryptophan, buspirone, and St. John’s Wort) and with drugs that impair
metabolism of serotonin (in particular, MAOIs, both those intended to treat psychiatric disorders and also others, such as
linezolid and intravenous methylene blue).

Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, delirium, and
coma), autonomic instability (e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia),
neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia, incoordination), seizures, and/or
gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Patients should be monitored for the emergence of serotonin
syndrome.

The concomitant use of CYMBALTA with MAQIs intended to treat psychiatric disorders is contraindicated.
CYMBALTA should also not be started in a patient who is being treated with MAOIs such as linezolid or intravenous
methylene blue. All reports with methylene blue that provided information on the route of administration involved
intravenous administration in the dose range of 1 mg/kg to 8 mg/kg. No reports involved the administration of methylene
blue by other routes (such as oral tablets or local tissue injection) or at lower doses. There may be circumstances when it
is necessary to initiate treatment with an MAOI such as linezolid or intravenous methylene blue in a patient taking
CYMBALTA. CYMBALTA should be discontinued before initiating treatment with the MAOI [see Dosage and
Administration (2.8, 2.9), and Contraindications (4)].



If concomitant use of CYMBALTA with other serotonergic drugs including triptans, tricyclic antidepressants,
fentanyl, lithium, tramadol, buspirone, tryptophan and St. John’s Wort is clinically warranted, patients should be made
aware of a potential increased risk for serotonin syndrome, particularly during treatment initiation and dose increases.
Treatment with CYMBALTA and any concomitant serotonergic agents, should be discontinued immediately if the above
events occur and supportive symptomatic treatment should be initiated.

5.5 Abnormal Bleeding

SSRIs and SNRIs, including CYMBALTA, 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 CYMBALTA and
NSAIDs, aspirin, or other drugs that affect coagulation.

5.6  Severe Skin Reactions

Severe skin reactions, including erythema multiforme and Stevens-Johnson Syndrome (SJS), can occur with
CYMBALTA. The reporting rate of SJS associated with CYMBALTA use exceeds the general population background
incidence rate for this serious skin reaction (1 to 2 cases per million person years). The reporting rate is generally
accepted to be an underestimate due to underreporting.

CYMBALTA should be discontinued at the first appearance of blisters, peeling rash, mucosal erosions, or any
other sign of hypersensitivity if no other etiology can be identified.

5.7 Discontinuation of Treatment with CYMBALTA

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

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 (2.7)].

5.8  Activation of Mania/Hypomania

In adult placebo-controlled trials in patients with major depressive disorder, activation of mania or hypomania was
reported in 0.1% (4/3779) of CYMBALTA-treated patients and 0.04% (1/2536) of placebo-treated patients. No activation of
mania or hypomania was reported in DPNP, GAD, fibromyalgia, or chronic musculoskeletal pain 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.

5.9 Angle-Closure Glaucoma
The pupillary dilation that occurs following use of many antidepressant drugs including CYMBALTA may trigger an
angle closure attack in a patient with anatomically narrow angles who does not have a patent iridectomy.

5.10 Seizures

CYMBALTA has not been systematically evaluated in patients with a seizure disorder, and such patients were
excluded from clinical studies. In adult placebo-controlled clinical trials, seizures/convulsions occurred in 0.02% (3/12,722)
of patients treated with CYMBALTA and 0.01% (1/9513) of patients treated with placebo. CYMBALTA should be
prescribed with care in patients with a history of a seizure disorder.

5.11 Effect on Blood Pressure

In adult placebo-controlled clinical trials across indications from baseline to endpoint, CYMBALTA treatment was
associated with mean increases of 0.5 mm Hg in systolic blood pressure and 0.8 mm Hg in diastolic blood pressure
compared to mean decreases of 0.6 mm Hg systolic and 0.3 mm Hg diastolic in placebo-treated patients. 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 CYMBALTA 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)].

5.12 Clinically Important Drug Interactions

Both CYP1A2 and CYP2D6 are responsible for CYMBALTA metabolism.

Potential for Other Drugs to Affect CYMBALTA

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

CYP2D6 Inhibitors — Because CYP2D6 is involved in CYMBALTA metabolism, concomitant use of CYMBALTA
with potent inhibitors of CYP2D6 would be expected to, and does, result in higher concentrations (on average of 60%) of
CYMBALTA [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 not be prescribed for patients with substantial alcohol use [see Warnings and
Precautions (5.2) and Drug Interactions (7.15)].

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 (5.12) and Drug Interactions (7.16)].

5.13 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.

5.14 Use in Patients with Concomitant lliness

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 Impairment — Avoid use in patients with chronic liver disease or cirrhosis [see Dosage and Administration
(2.6), Warnings and Precautions (5.2), and Use in Specific Populations (8.9)].

Severe Renal Impairment — Avoid use in patients with severe renal impairment, GFR <30 mL/min. Increased
plasma concentration of CYMBALTA, and especially of its metabolites, occur in patients with end-stage renal disease
(requiring dialysis) [see Dosage and Administration (2.6) and Use in Specific Populations (8.10)].

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.

5.15 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 CYMBALTA use, hospitalization and/or catheterization has been needed.

5.16 Laboratory Tests
No specific laboratory tests are recommended.

6 ADVERSE REACTIONS
The following serious adverse reactions are described below and elsewhere in the labeling:
« Suicidal Thoughts and Behaviors in Children, Adolescents and Young Adults [see Boxed Warning and
Warnings and Precautions (5.1)]
Hepatotoxicity [see Warnings and Precautions (5.2)]
Orthostatic Hypotension, Falls and Syncope [see Warnings and Precautions (5.3)]
Serotonin Syndrome [see Warnings and Precautions (5.4)]
Abnormal Bleeding [see Warnings and Precautions (5.5)]
Severe Skin Reactions [see Warnings and Precautions (5.6)]
Discontinuation of Treatment with CYMBALTA [see Warnings and Precautions (5.7)]
Activation of Mania/Hypomania [see Warnings and Precautions (5.8)]
Angle-Closure Glaucoma [see Warnings and Precautions (5.9)]
Seizures [see Warnings and Precautions (5.10)]
Effect on Blood Pressure [see Warnings and Precautions (5.11)]
Clinically Important Drug Interactions [see Warnings and Precautions (5.12)]
Hyponatremia [see Warnings and Precautions (5.13)]
Urinary Hesitation and Retention [see Warnings and Precautions (5.15)]

6.1 Clinical Trial Data Sources

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.

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.

Adults — The data described below reflect exposure to CYMBALTA in placebo-controlled trials for MDD (N=3779),
GAD (N=1018), OA (N=503), CLBP (N=600), DPNP (N=906), and FM (N=1294). The population studied was 17 to 89
years of age; 65.7%, 60.8%, 60.6%, 42.9%, and 94.4% female; and 81.8%, 72.6%, 85.3%, 74.0%, and 85.7% Caucasian
for MDD, GAD, OA and CLBP, DPNP, and FM, respectively. Most patients received doses of a total of 60 to 120 mg per
day [see Clinical Studies (14)].The data below do not include results of the trial examining the efficacy of CYMBALTA in
patients = 65 years old for the treatment of generalized anxiety disorder; however, the adverse reactions observed in this
geriatric sample were generally similar to adverse reactions in the overall adult population.

Children and Adolescents — The data described below reflect exposure to CYMBALTA in pediatric, 10-week,
placebo-controlled trials for MDD (N=341) and GAD (N=135). The population studied (N=476) was 7 to 17 years of age
with 42.4% children age 7 to 11 years of age, 50.6% female, and 68.6% white. Patients received 30-120 mg per day
during placebo-controlled acute treatment studies. Additional data come from the overall total of 822 pediatric patients
(age 7 to 17 years of age) with 41.7% children age 7 to 11 years of age and 51.8% female exposed to CYMBALTA in
MDD and GAD clinical trials up to 36-weeks in length, in which most patients received 30-120 mg per day.

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

Maijor Depressive Disorder — Approximately 8.4% (319/3779) of the patients who received CYMBALTA in
placebo-controlled trials for MDD discontinued treatment due to an adverse reaction, compared with 4.6% (117/2536) of
the patients receiving placebo. Nausea (CYMBALTA 1.1%, placebo 0.4%) 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 CYMBALTA-treated patients and at a rate of at least twice that of placebo).

Generalized Anxiety Disorder — Approximately 13.7% (139/1018) of the patients who received CYMBALTA in
placebo-controlled trials for GAD discontinued treatment due to an adverse reaction, compared with 5.0% (38/767) for
placebo. Common adverse reactions reported as a reason for discontinuation and considered to be drug-related (as
defined above) included nausea (CYMBALTA 3.3%, placebo 0.4%), and dizziness (CYMBALTA 1.3%, placebo 0.4%).

Diabetic Peripheral Neuropathic Pain — Approximately 12.9% (117/906) of the patients who received CYMBALTA
in placebo-controlled trials for DPNP discontinued treatment due to an adverse reaction, compared with 5.1% (23/448) for
placebo. Common adverse reactions reported as a reason for discontinuation and considered to be drug-related (as
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defined above) included nausea (CYMBALTA 3.5%, placebo 0.7%), dizziness (CYMBALTA 1.2%, placebo 0.4%), and
somnolence (CYMBALTA 1.1%, placebo 0.0%).

Fibromyalgia — Approximately 17.5% (227/1294) of the patients who received CYMBALTA in 3 to 6 month
placebo-controlled trials for FM discontinued treatment due to an adverse reaction, compared with 10.1% (96/955) for
placebo. Common adverse reactions reported as a reason for discontinuation and considered to be drug-related (as
defined above) included nausea (CYMBALTA 2.0%, placebo 0.5%), headache (CYMBALTA 1.2%, placebo 0.3%),
somnolence (CYMBALTA 1.1%, placebo 0.0%), and fatigue (CYMBALTA 1.1%, placebo 0.1%).

Chronic Pain due to Osteoarthritis — Approximately 15.7% (79/503) of the patients who received CYMBALTA in
13-week, placebo-controlled trials for chronic pain due to OA discontinued treatment due to an adverse reaction,
compared with 7.3% (37/508) for placebo. Common adverse reactions reported as a reason for discontinuation and
considered to be drug-related (as defined above) included nausea (CYMBALTA 2.2%, placebo 1.0%).

Chronic Low Back Pain — Approximately 16.5% (99/600) of the patients who received CYMBALTA in 13-week,
placebo-controlled trials for CLBP discontinued treatment due to an adverse reaction, compared with 6.3% (28/441) for
placebo. Common adverse reactions reported as a reason for discontinuation and considered to be drug-related (as
defined above) included nausea (CYMBALTA 3.0%, placebo 0.7%), and somnolence (CYMBALTA 1.0%, placebo 0.0%).
6.3 Most Common Adult Adverse Reactions

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,
somnolence, constipation, decreased appetite, and hyperhidrosis.

Diabetic Peripheral Neuropathic Pain — The most commonly observed adverse reactions in CYMBALTA-treated
patients (as defined above) were nausea, somnolence, decreased appetite, constipation, hyperhidrosis, and dry mouth.

Fibromyalgia — The most commonly observed adverse reactions in CYMBALTA-treated patients (as defined
above) were nausea, dry mouth, constipation, somnolence, decreased appetite, hyperhidrosis, and agitation.

Chronic Pain due to Osteoarthritis — The most commonly observed adverse reactions in CYMBALTA-treated
patients (as defined above) were nausea, fatigue, constipation, dry mouth, insomnia, somnolence, and dizziness.

Chronic Low Back Pain — The most commonly observed adverse reactions in CYMBALTA-treated patients (as
defined above) were nausea, dry mouth, insomnia, somnolence, constipation, dizziness, and fatigue.

6.4  Adverse Reactions Occurring at an Incidence of 5% or More Among CYMBALTA-Treated Patients in Adult
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 CYMBALTA and with an incidence greater than placebo.

Table 2: Treatment-Emergent Adverse Reactions: Incidence of 5% or More and Greater than Placebo in Placebo-
Controlled Trials of Approved Indications®

Percentage of Patients Reporting Reaction

Adverse Reaction CYMBALTA Placebo

(N=8100) (N=5655)
Nausea® 23 8
Headache 14 12
Dry mouth 13 5
Somnolence® 10 3
Fatigue™® 9 S
Insomnia® 9 5
Constipation® 9 4
Dizziness® 9 5
Diarrhea 9 6
Decreased appetite® 7 2
Hyperhidrosis® 6 1
Abdominal pain' 5 4

 The inclusion of an event in the table is determined based on the percentages before rounding; however, the
percentages displayed in the table are rounded to the nearest integer.
® Also includes asthenia.
¢ 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 initial insomnia, middle insomnia, and early morning awakening.
¢ Also includes hypersomnia and sedation.

o




" Also includes abdominal discomfort, abdominal pain lower, abdominal pain upper, abdominal tenderness, and
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gastrointestinal pain.

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

GAD placebo-controlled trials for approved indications that occurred in 2% or more of patients treated with CYMBALTA

and with an incidence greater than placebo.
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Adverse Reactions Occurring at an Incidence of 2% or More Among CYMBALTA-Treated Patients in Adult

Table 3: Treatment-Emergent Adverse Reactions: Incidence of 2% or More and Greater than Placebo in MDD and
GAD Placebo-Controlled Trials*”

Percentage of Patients Reporting Reaction

System Organ Class / Adverse Reaction CYMBALTA Placebo
(N=4797) (N=3303)

Cardiac Disorders

Palpitations 2 1

Eye Disorders

Vision blurred 3 1

Gastrointestinal Disorders

Nausea® 23 8

Dry mouth 14 6

Constipation® 9 4

Diarrhea 9 6

Abdominal pain® 5 4

Vomiting 4 2

General Disorders and Administration Site

Conditions

Fatigue® 9 5

Metabolism and Nutrition Disorders

Decreased appetite® 6 2

Nervous System Disorders

Headache 14 14

Dizziness® 9 5

Somnolence' 9 3

Tremor 3 1

Psychiatric Disorders

Insomnia® 5

Agitation” 4 2

Anxiety 3 2

Reproductive System and Breast Disorders

Erectile dysfunction 4 1

Ejaculation delayed® 2 1

Libido decreased' 3 1

Orgasm abnormal’ 2 <1

Respiratory, Thoracic, and Mediastinal Disorders

Yawning 2 <1

Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 6 2

 The inclusion of an event in the table is determined based on the percentages before rounding; however, the
percentages displayed in the table are rounded to the nearest integer.

® For GAD, there were no adverse events that were significantly different between treatments in adults 265 years that
were also not significant in the adults <65 years.
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 hypersomnia and sedation

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



" Also includes feeling jittery, nervousness, restlessness, tension and psychomotor hyperactivity

' Also includes loss of libido
! Also includes anorgasmia
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DPNP, FM, OA, and CLBP — Table 4 gives the incidence of treatment-emergent adverse events that occurred in
2% or more of patients treated with CYMBALTA (determined prior to rounding) in the premarketing acute phase of DPNP,
FM, OA, and CLBP placebo-controlled trials and with an incidence greater than placebo.

Table 4: Treatment-Emergent Adverse Reactions: Incidence of 2% or More and Greater than Placebo in DPNP,
FM, OA, and CLBP Placebo-Controlled Trials®

Percentage of Patients Reporting Reaction

System Organ Class / Adverse Reaction CYMBALTA Placebo
(N=3303) (N=2352)

Gastrointestinal Disorders

Nausea 23 7

Dry Mouth® 11 3

Constipation® 10 3

Diarrhea 9 5

Abdominal Pain° 5 4

Vomiting 3 2

Dyspepsia 2 1

General Disorders and Administration Site

Conditions

Fatigue® 11 5

Infections and Infestations

Nasopharyngitis 4 4

Upper Respiratory Tract Infection 3 3

Influenza 2 2

Metabolism and Nutrition Disorders

Decreased Appetite” 8 1

Musculoskeletal and Connective Tissue

Musculoskeletal Pain® 3 3

Muscle Spasms 2 2

Nervous System Disorders

Headache 13 8

Somnolence®' 11 3

Dizziness 9 5

Paraesthesia® 2 2

Tremor® 2 <1

Psychiatric Disorders

Insomnia®" 10 5

Agitation' 3 1

Reproductive System and Breast Disorders

Erectile Dysfunction® 4 <1

Ejaculation Disorder’ 2 <1

Respiratory, Thoracic, and Mediastinal Disorders

Cough 2 2

Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 6 1

Vascular Disorders

Flushing" 3 1

Blood pressure increased 2 1

 The inclusion of an event in the table is determined based on the percentages before rounding; however, the
percentages displayed in the table are rounded to the nearest integer.

Incidence of 120 mg/day is significantly greater than the incidence for 60 mg/day.

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

gastrointestinal pain
¢ Also includes asthenia
Also includes myalgia and neck pain
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" Also includes hypersomnia and sedation

9 Also includes hypoaesthesia, hypoaesthesia facial, genital hypoaesthesia and paraesthesia oral

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

' Also includes feeling jittery, nervousness, restlessness, tension and psychomotor hyperactivity

! Also includes ejaculation failure

“ Also includes hot flush

' Also includes blood pressure diastolic increased, blood pressure systolic increased, diastolic hypertension, essential
hypertension, hypertension, hypertensive crisis, labile hypertension, orthostatic hypertension, secondary
hypertension, and systolic hypertension

6.6 Effects on Male and Female Sexual Function in Adults

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 5 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 only in males. Males treated with CYMBALTA experienced more difficulty with ability to reach orgasm
(ASEX ltem 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 5: 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) 0.56" -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 erection (men); 0.03 -0.25 -0.17 -0.18
Lubrication (women)
Item 4 — Ease of reaching orgasm 0.40° -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

6.7  Vital Sign Changes in Adults

In placebo-controlled clinical trials across approved indications for change from baseline to endpoint, CYMBALTA
treatment was associated with mean increases of 0.23 mm Hg in systolic blood pressure and 0.73 mm Hg in diastolic
blood pressure compared to mean decreases of 1.09 mm Hg systolic and 0.55 mm Hg diastolic in placebo-treated
patients. There was no significant difference in the frequency of sustained (3 consecutive visits) elevated blood pressure
[see Warnings and Precautions (5.3, 5.11)].

CYMBALTA treatment, for up to 26 weeks in placebo-controlled trials across approved indications, typically
caused a small increase in heart rate for change from baseline to endpoint compared to placebo of up to 1.37 beats per
minute (increase of 1.20 beats per minute in CYMBALTA -treated patients, decrease of 0.17 beats per minute in placebo-
treated patients).

6.8 Laboratory Changes in Adults

CYMBALTA treatment in placebo-controlled clinical trials across approved indications, 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)]. High bicarbonate, cholesterol, and abnormal (high or low) potassium, were
observed more frequently in CYMBALTA treated patients compared to placebo.

6.9 Electrocardiogram Changes in Adults

The effect of CYMBALTA 160 mg and 200 mg administered twice daily to steady state was evaluated in a
randomized, double-blinded, two-way crossover study in 117 healthy female subjects. No QT interval prolongation was
detected. CYMBALTA appears to be associated with concentration-dependent but not clinically meaningful QT
shortening.
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6.10 Other Adverse Reactions Observed During the Premarketing and Postmarketing Clinical Trial Evaluation
of CYMBALTA in Adults

Following is a list of treatment-emergent adverse reactions reported by patients treated with CYMBALTA in clinical
trials. In clinical trials of all indications, 34,756 patients were treated with CYMBALTA. Of these, 26.9% (9337) took
CYMBALTA for at least 6 months, and 12.4% (4317) 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, dry eye, and visual impairment.

Gastrointestinal Disorders — Frequent: flatulence; Infrequent: dysphagia, eructation, gastritis, gastrointestinal
hemorrhage, halitosis, and stomatitis; Rare: gastric ulcer.

General Disorders and Administration Site Conditions — Frequent: chills/rigors; Infrequent: falls, feeling
abnormal, feeling hot and/or cold, malaise, and thirst; Rare: gait disturbance.

Infections and Infestations — Infrequent: gastroenteritis and laryngitis.

Investigations — Frequent: weight increased, weight decreased; 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 paraesthesia/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 — Frequent: urinary frequency; Infrequent: dysuria, micturition urgency, nocturia,
polyuria, and urine odor abnormal.

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

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

Skin and Subcutaneous Tissue Disorders — Frequent: pruritus; 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.

6.11 Adverse Reactions Observed in Children and Adolescent Placebo-Controlled Clinical Trials

The adverse drug reaction profile observed in pediatric clinical trials (children and adolescents) was consistent with
the adverse drug reaction profile observed in adult clinical trials. The specific adverse drug reactions observed in adult
patients can be expected to be observed in pediatric patients (children and adolescents) [see Adverse Reactions (6.5)].
The most common (=25% and twice placebo) adverse reactions observed in pediatric clinical trials include: nausea,
diarrhea, decreased weight, and dizziness.

Table 6 provides the incidence of treatment-emergent adverse reactions in MDD and GAD pediatric placebo-
controlled trials that occurred in greater than 2% of patients treated with CYMBALTA and with an incidence greater than
placebo.

Table 6: Treatment-Emergent Adverse Reactions: Incidence of 2% or More and Greater than Placebo in three 10-
week Pediatric Placebo-Controlled Trials®

Percentage of Pediatric Patients Reporting Reaction

System Organ Class/Adverse Reaction CYMBALTA Placebo
(N=476) (N=362)
Gastrointestinal Disorders
Nausea 18 8
Abdominal Pain” 13 10
Vomiting 9 4
Diarrhea 6 3
Dry Mouth 2 1

General Disorders and Administration Site
Conditions
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Fatigue® 7 5
Investigations

Decreased Weight* 14 6
Metabolism and Nutrition Disorders

Decreased Appetite 10 5
Nervous System Disorders

Headache 18 13
Somnolence® 11 6

Dizziness 8 4

Psychiatric Disorders

Insomnia’ 7 4

Respiratory, Thoracic, and Mediastinal Disorders

Oropharyngeal Pain 4 2

Cough 3 1

 The inclusion of an event in the table is determined based on the percentages before rounding; however, the
percentages displayed in the table are rounded to the nearest integer.

® Also includes abdominal pain upper, abdominal pain lower, abdominal tenderness, abdominal discomfort, and
gastrointestinal pain.

¢ Also includes asthenia.

¢ Frequency based on weight measurement meeting potentially clinically significant threshold of 23.5% weight loss
(N=467 CYMBALTA; N=354 Placebo).

¢ Also includes hypersomnia and sedation.

Also includes initial insomnia, insomnia, middle insomnia, and terminal insomnia.

—

Other adverse reactions that occurred at an incidence of less than 2% but were reported by more CYMBALTA
treated patients than placebo treated patients and are associated CYMBALTA treatment: abnormal dreams (including
nightmare), anxiety, flushing (including hot flush), hyperhidrosis, palpitations, pulse increased, and tremor.

Discontinuation-emergent symptoms have been reported when stopping CYMBALTA. The most commonly
reported symptoms following discontinuation of CYMBALTA in pediatric clinical trials have included headache, dizziness,
insomnia, and abdominal pain [see Warnings and Precautions (5.7) and Adverse Reactions (6.2)].

Growth (Height and Weight) — Decreased appetite and weight loss have been observed in association with the
use of SSRIs and SNRIs. Pediatric patients treated with CYMBALTA in clinical trials experienced a 0.1kg mean decrease
in weight at 10 weeks, compared with a mean weight gain of approximately 0.9 kg in placebo-treated patients. The
proportion of patients who experienced a clinically significant decrease in weight (=3.5%) was greater in the CYMBALTA
group than in the placebo group (14% and 6%, respectively). Subsequently, over the 4- to 6-month uncontrolled extension
periods, CYMBALTA-treated patients on average trended toward recovery to their expected baseline weight percentile
based on population data from age- and sex-matched peers. In studies up to 9 months, CYMBALTA-treated pediatric
patients experienced an increase in height of 1.7 cm on average (2.2 cm increase in children [7 to 11 years of age] and
1.3 cm increase in adolescents [12 to 17 years of age]). While height increase was observed during these studies, a mean
decrease of 1% in height percentile was observed (decrease of 2% in children [7 to 11 years of age] and increase of 0.3%
in adolescents [12 to 17 years of age]). Weight and height should be monitored regularly in children and adolescents
treated with CYMBALTA.

6.12 Postmarketing Spontaneous Reports

The following adverse reactions have been identified during post approval use of CYMBALTA. Because these
reactions are reported voluntarily from a population of juncertain 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 CYMBALTA therapy and not
mentioned elsewhere in labeling include: anaphylactic reaction, aggression and anger (particularly early in treatment or
after treatment discontinuation), angioneurotic edema, angle-closure glaucoma, colitis (microscopic or unspecified),
cutaneous vasculitis (sometimes associated with systemic involvement), extrapyramidal disorder, galactorrhea,
gynecological bleeding, hallucinations, hyperglycemia, hyperprolactinemia, hypersensitivity, hypertensive crisis, muscle
spasm, rash, restless legs syndrome, seizures upon treatment discontinuation, supraventricular arrhythmia, tinnitus (upon
treatment discontinuation), trismus, and urticaria.

7 DRUG INTERACTIONS

Both CYP1A2 and CYP2D6 are responsible for duloxetine metabolism.
71 Inhibitors of CYP1A2

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
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duloxetine t4,, 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 (5.12)].

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
(5.12)].

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 C,ax.

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 co-administered with warfarin. Concomitant administration of warfarin (2-9 mg once
daily) under steady state conditions with duloxetine 60 or 120 mg once daily for up to 14 days in healthy subjects (n=15)
did not significantly change INR from baseline (mean INR changes ranged from 0.05 to +0.07). The total warfarin (protein
bound plus free drug) pharmacokinetics (AUC; ss, Cmaxss OF tmaxss) for both R- and S-warfarin were not altered by
duloxetine. Because of the potential effect of duloxetine on platelets, 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 (5.14)].

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 CYP1A2 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 (5.12)].

7.10 Drugs Metabolized by CYP2C9

Results of in vitro studies demonstrate that duloxetine does not inhibit activity. In a clinical study, the
pharmacokinetics of S-warfarin, a CYP2C9 substrate, were not significantly affected by duloxetine [see Drug Interactions
(7.4)].
7.11 Drugs Metabolized by CYP3A

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.
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7.13 Monoamine Oxidase Inhibitors (MAOIs)
[See Dosage and Administration (2.8, 2.9), Contraindications (4), and Warnings and Precautions (5.4)].

7.14 Serotonergic Drugs
[See Dosage and Administration (2.8, 2.9), Contraindications (4), and Warnings and Precautions (5.4)].

7.15 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, 5.12)].

7.16 CNS Drugs
[See Warnings and Precautions (5.12)].

7.17 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. However, co-administration of duloxetine (60 or 120 mg) with warfarin (2-9 mg), a highly protein-bound
drug, did not result in significant changes in INR and in the pharmacokinetics of either total S-or total R-warfarin (protein
bound plus free drug) [see Drug Interactions (7.4)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C

Pregnancy Exposure Registry — There is a pregnancy registry that monitors the pregnancy outcomes in women
exposed to CYMBALTA during pregnancy. To enroll, contact the CYMBALTA Pregnancy Registry at 1-866-814-6975 or
www.cymbaltapregnancyregistry.com.

Risk Summary — There are no adequate and well-controlled studies of CYMBALTA administration in pregnant
women. In animal studies with duloxetine, fetal weights were decreased but there was no evidence of teratogenicity in
pregnant rats and rabbits at oral doses administered during the period of organogenesis up to 4 and 7 times the maximum
recommended human dose (MRHD) of 120 mg/day, respectively. When duloxetine was administered orally to pregnant
rats throughout gestation and lactation, pup weights at birth and pup survival to 1 day postpartum were decreased at a
dose 2 times the MRHD. At this dose, pup behaviors consistent with increased reactivity, such as increased startle
response to noise and decreased habituation of locomotor activity were observed. Post-weaning growth was not
adversely affected. CYMBALTA should be used in pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Clinical Considerations

Fetal/Neonatal Adverse Reaction — Neonates exposed during pregnancy to serotonin - norepinephrine reuptake
inhibitors (SNRIs) or selective serotonin reuptake inhibitors (SSRIs) have developed complications requiring prolonged
hospitalization, respiratory support, and tube feeding which 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 the SNRIs or SSRIs, 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)].

Data

Animal Data — 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 (4 times the maximum recommended human dose
(MRHD) of 120 mg/day on a mg/m? basis, in rat; 7 times the MRHD in rabbit). However, fetal weights were decreased at
this dose, with a no-effect dose of 10 mg/kg/day approximately equal to the MRHD in rats; 2 times the MRHD 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 (2 times the MRHD); 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
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.

8.3 Nursing Mothers

Risk Summary

CYMBALTA is present in human milk. In a published study, lactating women who were weaning their infants were
given CYMBALTA. At steady state, the concentration of CYMBALTA in breast milk was approximately 25% that of
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maternal plasma. The estimated daily infant dose was approximately 0.14% of the maternal dose. The developmental and
health benefits of human milk feeding should be considered along with the mother’s clinical need for CYMBALTA and any
potential adverse effects on the milk-fed child from the drug or from the underlying maternal condition. Exercise caution
when CYMBALTA is administered to a nursing woman.

Data

The disposition of CYMBALTA was studied in 6 lactating women who were at least 12 weeks postpartum and had
elected to wean their infants. The women were given 40 mg of CYMBALTA twice daily for 3.5 days. The peak
concentration measured in breast milk occurred at a median of 3 hours after the dose. The amount of CYMBALTA in
breast milk was approximately 7 mcg/day while on that dose; the estimated daily infant dose was approximately 2
mcg/kg/day. The presence of CYMBALTA metabolites in breast milk was not examined.

8.4 Pediatric Use

Generalized Anxiety Disorder — In pediatric patients aged 7 to 17 years, efficacy was demonstrated in one 10-
week, placebo-controlled trial. The study included 272 pediatric patients with GAD of which 47% were 7 to 11 years of
age. CYMBALTA demonstrated superiority over placebo as measured by greater improvement in the Pediatric Anxiety
Rating Scale (PARS) for GAD severity score [see Clinical Studies (14.2)]. The safety and effectiveness in pediatric
patients less than 7 years of age have not been established.

Major Depressive Disorder — Efficacy was not demonstrated in two 10-week, placebo-controlled trials with 800
pediatric patients with MDD, age 7-17. Neither CYMBALTA nor an active control (indicated for treatment of pediatric
depression) was superior to placebo. The safety and effectiveness in pediatric patients less than 7 years of age have not
been established.

The most frequently observed adverse reactions in the clinical trials included nausea, headache, decreased
weight, and abdominal pain. Decreased appetite and weight loss have been observed in association with the use of
SSRIs and SNRIs. Perform regular monitoring of weight and growth in children and adolescents treated with an SNRI
such as CYMBALTA [see Adverse Reactions (6.11)].

Use of CYMBALTA in a child or adolescent must balance the potential risks with the clinical need [see Boxed
Warning and Warnings and Precautions (5.1)].

Animal Data — Duloxetine administration to young rats from post-natal day 21 (weaning) through post-natal day
90 (adult) resulted in decreased body weights that persisted into adulthood, but recovered when drug treatment was
discontinued; slightly delayed (~1.5 days) sexual maturation in females, without any effect on fertility; and a delay in
learning a complex task in adulthood, which was not observed after drug treatment was discontinued. These effects were
observed at the high dose of 45 mg/kg/day (2 times the MRHD, for a child); the no-effect-level was 20 mg/kg/day (=1
times the MRHD, for a child).

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 1041 patients in CLBP premarketing studies, 21.2% (221) were 65 years of age or over. Of the 487 patients
in OA premarketing studies, 40.5% (197) 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. In the MDD, GAD, DPNP, FM, OA, and CLBP studies, no overall differences in safety or
effectiveness were generally 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 SNRIs, 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 (5.13)].

In an analysis of data from all placebo-controlled-trials, patients treated with CYMBALTA reported a higher rate of
falls compared to patients treated with placebo. The increased risk appears to be proportional to a patient’'s underlying risk
for falls. Underlying risk appears to increase steadily with age. As elderly patients tend to have a higher prevalence of risk
factors for falls such as medications, medical comorbidities and gait disturbances, the impact of increasing age by itself on
falls during treatment with CYMBALTA is unclear. Falls with serious consequences including bone fractures and
hospitalizations have been reported [see Warnings and Precautions (5.3) and Adverse Reactions (6.10)].

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 C,,., 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.

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

8.9 Hepatic Impairment

Patients with clinically evident hepatic impairment 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 (2.6) and Warnings and Precautions (5.14)].

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.« 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 AUCs 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
impairment (estimated CrCl 30-80 mL/min) have no significant effect on duloxetine apparent clearance [see Dosage and
Administration (2.6) and Warnings and Precautions (5.14)].

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 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 (1-800-222-1222 or
www.poison.org) 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 delayed-release capsules) 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 C1gH19NOS<HCI, which corresponds to a molecular weight of 333.88. The
structural formula is:
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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

121 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.

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 (Crmax) of duloxetine occurring 6 hours post
dose. Food does not affect the C,,.x of 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.

Children and Adolescents (ages 7 to 17 years) — Duloxetine steady-state plasma concentration was comparable
in children (7 to 12 years of age), adolescents (13 to 17 years of age) and adults. The average steady-state duloxetine
concentration was approximately 30% lower in the pediatric population (children and adolescents) relative to the adults.
The model-predicted duloxetine steady state plasma concentrations in children and adolescents were mostly within the
concentration range observed in adult patients and did not exceed the concentration range in adults.

13 NONCLINICAL TOXICOLOGY
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13.1 Carcinogenesis, Mutagenesis, 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 (6 times the maximum recommended human dose (MRHD)
of 120 mg/day on a mg/m2 basis), there was an increased incidence of hepatocellular adenomas and carcinomas. The no-
effect dose was 50 mg/kg/day (2 times the MRHD). Tumor incidence was not increased in male mice receiving duloxetine
at doses up to 100 mg/kg/day (4 times the MRHD).

In rats, dietary doses of duloxetine up to 27 mg/kg/day in females (2 times the MRHD) and up to 36 mg/kg/day in
males (3 times the MRHD) 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 (4 times the MRHD) did not alter mating or fertility.

14 CLINICAL STUDIES
The efficacy of CYMBALTA has been established in the following adequate and well-controlled trials:
*  Major Depressive Disorder (MDD): 4 short-term and 1 maintenance trial in adults [see Clinical Studies (14.1)].
* Generalized Anxiety Disorder (GAD): 3 short-term trials in adults, 1 maintenance trial in adults, and 1 short-
term trial in children and adolescents [see Clinical Studies (14.2)].
+ Diabetic Peripheral Neuropathic Pain (DPNP): Two 12-week trials in adults [see Clinical Studies (14.3)].
+ Fibromyalgia (FM): Two trials in adults (one of 3 months duration and one of 6 months duration) [see Clinical
Studies (14.4)].
«  Chronic Musculoskeletal Pain: Two 12- to 13-week trials in adult patients with chronic low back pain (CLBP)
and one 13-week trial in adult patients with chronic pain due to osteoarthritis [see Clinical Studies (14.5)].

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 (Studies 1-4 in Table 7).

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.

Table 7: Summary of the Primary Efficacy Results for Studies in Major Depressive Disorder

Primary Efficacy Measure: HAMD-17

fltuur:)l;er Treatment Group Mean Baseline LS Mean Change Placebo-subtracted
Score (SD) from Baseline (SE) | Difference® (95% CI)
Study 1 CYMBALTA (60 mg/day)” 21.5(4.10) -10.9 (0.70) -4.9 (-6.8, -2.9)
Placebo 21.1(3.71) -6.1 (0.69) -
Study 2 CYMBALTA (60 mg/day)” 20.3 (3.32) -10.5 (0.71) -2.2 (4.0, -0.3)
Placebo 20.5 (3.42) -8.3 (0.67) -
Study 3 CYMBALTA (20 mg BID)° 18.6 (5.85) -7.4 (0.80) -2.4 (-4.7,-0.2)
CYMBALTA (40 mg BID)° 18.1 (4.52) -8.6 (0.81) -3.6 (-5.9, -1.4)
Placebo 17.2 (5.11) -5.0 (0.81) -
Study 4 CYMBALTA (40 mg BID)° 19.9 (3.54) -11.0 (0.49) -2.2 (-3.6, -0.9)
CYMBALTA (60 mg BID)° 20.2 (3.41) -12.1 (0.49) -3.3(-4.7,-1.9)
Placebo 19.9 (3.58) -8.8 (0.50) -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; ClI: confidence interval, not adjusted for
multiplicity in trials where multiple dose groups were included.
? Difference (drug minus placebo) in least-squares mean change from baseline.

® Doses statistically significantly superior to placebo.

In another study, 533 patients meeting DSM-IV 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
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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 (Study 5 in Figure
1). Relapse was defined as an increase in the CGI-S score of 22 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.

Figure 1: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Relapse (MDD Study 5)
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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 (Studies 1-3 in Table 8) and by the Sheehan Disability Scale (SDS) global
functional impairment score. The SDS is a composite measurement of the extent emotional symptoms disrupt patient
functioning in 3 life domains: work/school, social life/leisure activities, and family life/home responsibilities.

In another study, 887 patients meeting DSM-IV-TR criteria for GAD received CYMBALTA 60 mg to 120 mg once
daily during an initial 26-week open-label treatment phase. Four hundred and twenty-nine patients who responded to
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open-label treatment (defined as meeting the following criteria at weeks 24 and 26: a decrease from baseline HAM-A total
score by at least 50% to a score no higher than 11, and a Clinical Global Impressions of Improvement [CGI-Improvement]
score of 1 or 2) were randomly assigned to continuation of CYMBALTA at the same dose (N=216) or to placebo (N=213)
and were observed for relapse. Of the patients randomized, 73% had been in a responder status for at least 10 weeks.
Relapse was defined as an increase in CGI-Severity score at least 2 points to a score 24 and a MINI (Mini-International
Neuropsychiatric Interview) diagnosis of GAD (excluding duration), or discontinuation due to lack of efficacy. Patients
taking CYMBALTA experienced a statistically significantly longer time to relapse of GAD than did patients taking placebo
(Study 4 in Figure 2).

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

The efficacy of CYMBALTA in the treatment of patients 265 years of age with generalized anxiety disorder was
established in one 10-week flexible-dose, randomized, double-blind, placebo-controlled trial in adults =65 years of age
meeting the DSM-IV criteria for GAD. In this study, the starting dose was 30 mg once daily for 2 weeks before further
dose increases in 30 mg increments at treatment weeks 2, 4, and 7 up to 120 mg once daily were allowed based on
investigator judgment of clinical response and tolerability. The mean dose for patients completing the 10-week acute
treatment phase was 50.95 mg. Patients treated with CYMBALTA (N=151) demonstrated significantly greater
improvement compared with placebo (N=140) on mean change from baseline to endpoint as measured by the Hamilton
Anxiety Rating Scale total score (Study 5 in Table 8).

The efficacy of CYMBALTA in the treatment of pediatric patients 7 to 17 years of age with generalized anxiety
disorder (GAD) was established in 1 flexible-dose randomized, double-blind, placebo-controlled trial in pediatric
outpatients with GAD (based on DSM-IV criteria).

In this study, the starting dose was 30 mg once daily for 2 weeks. Further dose increases in 30 mg increments up
to 120 mg once daily were allowed based on investigator judgment of clinical response and tolerability. The mean dose for
patients completing the 10-week treatment phase was 57.6 mg/day. In this study, CYMBALTA (N=135) demonstrated
superiority over placebo (N=137) from baseline to endpoint as measured by greater improvement in the Pediatric Anxiety
Rating Scale (PARS) for GAD severity score (Study 6 in Table 8).

Table 8: Summary of the Primary Efficacy Results for Studies in General Anxiety Disorder

Study Treatment Group Primary Efficacy Measure
Number Mean Baseline LS Mean Change Placebo-subtracted
Score (SD) from Baseline (SE) | Difference® (95% CI)

Study 1 CYMBALTA (60 mg/day)” 25.1 (7.18) -12.8 (0.68) -4.4 (-6.2, -2.5)

(HAM-A) | CYMBALTA (120 mg/day)” 25.1 (7.24) -12.5 (0.67) -4.1(-5.9, -2.3)
Placebo 25.8 (7.66) -8.4 (0.67) -

Study 2 CYMBALTA (60-120 mg/day)” 22.5(7.44) -8.1 (0.70) -2.2 (4.2,-0.3)

(HAM-A) | Placebo 23.5(7.91) -5.9 (0.70) -

Study 3 CYMBALTA (60-120 mg/day)” 25.8 (5.66) -11.8 (0.69) -2.6 (-4.5,-0.7)

(HAM-A) | Placebo 25.0 (5.82) -9.2 (0.67) -

Study 5 CYMBALTA (60-120 mg/day)” 24.6 (6.21) -15.9 (0.63) -4.2 (-5.9, -2.5)

gﬁf&r_')’)\)) Placebo 24.5 (7.05) -11.7 (0.67) -

Study 6 CYMBALTA (30-120 mg/day)” 17.5(1.98) -9.7 (0.50) -2.7 (4.0, -1.3)

(Pediatric)

(PARS for | Placebo 17.4 (2.24) -7.1 (0.50) -

GAD)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: confidence interval, not adjusted for
multiplicity in trials where multiple dose groups were included.

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

® Dose statistically significantly superior to placebo.
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Figure 2: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Relapse (GAD Study 4)
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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 DPNP-1 and Study DPNP-2 enrolled a
total of 791 patients of whom 592 (75%) completed the studies. Patients enrolled had Type | 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 24 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. DPNP-1 additionally
compared CYMBALTA 20 mg with placebo. A total of 457 patients (342 CYMBALTA, 115 placebo) were enrolled in
DPNP-1 and a total of 334 patients (226 CYMBALTA, 108 placebo) were enrolled in DPNP-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 scores from baseline. 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.
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Figure 3: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
Severity - DPNP-1
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Figure 4: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
Severity - DPNP-2

14.4 Fibromyalgia

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 FM-1 was three months in duration and enrolled female patients only. Study FM-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). FM-1 and FM-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).

Both studies compared CYMBALTA 60 mg once daily or 120 mg daily (given in divided doses in FM-1 and as a
single daily dose in FM-2) with placebo. FM-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 FM-1 and a
total of 520 patients (376 CYMBALTA, 144 placebo) were enrolled in FM-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
increased 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 5 and
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6 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 5: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
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Figure 6: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
Severity - FM-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
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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.

14.5 Chronic Musculoskeletal Pain

CYMBALTA is indicated for the management of chronic musculoskeletal pain. This has been established in studies
in patients with chronic low back pain and chronic pain due to osteoarthritis.

Studies in Chronic Low Back Pain

The efficacy of CYMBALTA in chronic low back pain (CLBP) was assessed in two double-blind, placebo-
controlled, randomized clinical trials of 13-weeks duration (Study CLBP-1 and Study CLBP-2), and one of 12-weeks
duration (CLBP-3). CLBP-1 and CLBP-3 demonstrated efficacy of CYMBALTA in the treatment of chronic low back pain.
Patients in all studies had no signs of radiculopathy or spinal stenosis.

Study CLBP-1: Two hundred thirty-six adult patients (N=115 on CYMBALTA, N=121 on placebo) enrolled and 182
(77%) completed 13-week treatment phase. After 7 weeks of treatment, CYMBALTA patients with less than 30%
reduction in average daily pain and who were able to tolerate CYMBALTA 60 mg once daily had their dose of
CYMBALTA, in a double-blinded fashion, increased to 120 mg once daily for the remainder of the study. Patients had a
mean baseline pain rating of 6 on a numerical rating scale ranging from 0 (no pain) to 10 (worst possible pain). After 13
weeks of treatment, patients taking CYMBALTA 60-120 mg daily had a significantly greater pain reduction compared to
placebo. Randomization was stratified by the patients’ baseline NSAIDs-use status. Subgroup analyses did not indicate
that there were differences in treatment outcomes as a function of NSAIDs use.

Study CLBP-2: Four hundred and four patients were randomized to receive fixed doses of CYMBALTA daily or a
matching placebo (N=59 on CYMBALTA 20 mg, N=116 on CYMBALTA 60 mg, N=112 on CYMBALTA 120 mg, N=117 on
placebo) and 267 (66%) completed the entire 13-week study. After 13 weeks of treatment, none of the three CYMBALTA
doses showed a statistically significant difference in pain reduction compared to placebo.

Study CLBP-3: Four hundred and one patients were randomized to receive fixed doses of CYMBALTA 60 mg daily
or placebo (N=198 on CYMBALTA, N=203 on placebo), and 303 (76%) completed the study. Patients had a mean
baseline pain rating of 6 on a numerical rating scale ranging from 0 (no pain) to 10 (worst possible pain). After 12 weeks
of treatment, patients taking CYMBALTA 60 mg daily had significantly greater pain reduction compared to placebo.

For various degrees of improvement in pain from baseline to study endpoint, Figures 7 and 8 show the fraction of
patients in CLBP-1 and CLBP-3 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 the value of 0% improvement.
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Figure 7: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
Severity — CLBP-1
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Studies in Chronic Pain Due to Osteoarthritis

The efficacy of CYMBALTA in chronic pain due to osteoarthritis was assessed in 2 double-blind, placebo-
controlled, randomized clinical trials of 13-weeks duration (Study OA-1 and Study OA-2). All patients in both studies
fulfilled the ACR clinical and radiographic criteria for classification of idiopathic osteoarthritis of the knee. Randomization
was stratified by the patients’ baseline NSAIDs-use status. Patients assigned to CYMBALTA started treatment in both
studies at a dose of 30 mg once daily for one week. After the first week, the dose of CYMBALTA was increased to 60 mg
once daily. After 7 weeks of treatment with CYMBALTA 60 mg once daily, in OA-1 patients with sub-optimal response to
treatment (<30% pain reduction) and tolerated CYMBALTA 60 mg once daily had their dose increased to 120 mg.
However, in OA-2, all patients, regardless of their response to treatment after 7 weeks, were re-randomized to either
continue receiving CYMBALTA 60 mg once daily or have their dose increased to 120 mg once daily for the remainder of
the study. Patients in the placebo treatment groups in both studies received a matching placebo for the entire duration of
studies. For both studies, efficacy analyses were conducted using 13-week data from the combined CYMBALTA 60 mg
and 120 mg once daily treatment groups compared to the placebo group.

Study OA-1: Two hundred fifty-six patients (N=128 on CYMBALTA, N=128 on placebo) enrolled and 204 (80%)
completed the study. Patients had a mean baseline pain rating of 6 on a numerical rating scale ranging from 0 (no pain) to
10 (worst possible pain). After 13 weeks of treatment, patients taking CYMBALTA had significantly greater pain reduction.
Subgroup analyses did not indicate that there were differences in treatment outcomes as a function of NSAIDs use.

Study OA-2: Two hundred thirty-one patients (N=111 on CYMBALTA, N=120 on placebo) enrolled and 173 (75%)
completed the study. Patients had a mean baseline pain of 6 on a numerical rating scale ranging from 0 (no pain) to 10
(worst possible pain). After 13 weeks of treatment, patients taking CYMBALTA did not show a significantly greater pain
reduction.

In Study OA-1, for various degrees of improvement in pain from baseline to study endpoint, Figure 7 shows the
fraction of patients achieving that degree of improvement. The figure is 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 the value of 0% improvement.
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Figure 9: Percentage of Patients Achieving Various Levels of Pain Relief as Measured by 24-Hour Average Pain
Severity — OA-1

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 3270
Body imprint 20mg 30mg 60mg
Capsule number PU3235 PU3240 PU3270
Presentations and NDC Codes
Bottles of 30 NA 0002-3240-30 0002-3270-30
Bottles of 60 0002-3235-60 NA NA
Bottles of 90 NA 0002-3240-90 NA
Bottles of 1000 NA NA 0002-3270-04
Blisters IDT100 NA 0002-3240-33 0002-3270-33

a

equivalent to duloxetine base

T Identi-Dose® (unit dose medication, Lilly)

16.2 Storage and Handling

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 patient labeling (Medication Guide).
Information on Medication Guide — Inform patients, their families, and their caregivers about the benefits and

risks associated with treatment with CYMBALTA and counsel them in its appropriate use. A patient
Medication Guide is available for CYMBALTA. Instruct patients, their families, and their caregivers to read the
Medication Guide before starting CYMBALTA and each time their prescription is renewed, and assist them in
understanding its contents. Give patients the opportunity to discuss the contents of the Medication Guide and
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to obtain answers to any questions they may have. The complete text of the Medication Guide is reprinted at
the end of this document.

Advise patients of the following issues and ask them to alert their prescriber if these occur while taking
CYMBALTA.

Suicidal Thoughts and Behaviors — Encourage patients, their families, and their caregivers 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.

Advise families and caregivers of patients 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)].

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.

Continuing the Therapy Prescribed — While patients may notice improvement with CYMBALTA therapy in 1
to 4 weeks, advise patients to continue therapy as directed.

Hepatotoxicity — Inform patients that severe liver problems, sometimes fatal, have been reported in patients
treated with CYMBALTA. Instruct patients to talk to their healthcare provider if they develop itching, right
upper belly pain, dark urine, or yellow skin/eyes while taking CYMBALTA, which may be signs of liver
problems. Instruct patients to talk to their healthcare provider about their alcohol consumption. Use of
CYMBALTA with heavy alcohol intake may be associated with severe liver injury [see Warnings and
Precautions (5.2)].

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 not be prescribed for patients with substantial alcohol use [see
Warnings and Precautions (5.2) and Drug Interactions (7.15)].

Orthostatic Hypotension, Falls and Syncope — Advise patients of the risk of orthostatic hypotension, falls 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 CYMBALTA [see Warnings and
Precautions (5.3)].

Serotonin Syndrome — Caution patients about the risk of serotonin syndrome with the concomitant use of
CYMBALTA and other serotonergic agents including triptans, tricyclic antidepressants, fentanyl, lithium,
tramadol, buspirone, tryptophan and St. John’s Wort [see Contraindications (4), Warnings and Precautions
(5.4), and Drug Interactions (7.14)].

Advise patients of the signs and symptoms associated with serotonin syndrome that may include mental
status changes (e.g., agitation, hallucinations, delirium, and coma), autonomic instability (e.g., tachycardia,
labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular changes (e.g., tremor,
rigidity, myoclonus, hyperreflexia, incoordination), seizures, and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhea). Caution patients to seek medical care immediately if they experience these symptoms.
Abnormal Bleeding — Caution patients about the concomitant use of CYMBALTA 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)].

Severe Skin Reactions — Caution patients that CYMBALTA may cause serious skin reactions. This may
need to be treated in a hospital and may be life-threatening. Counsel patients to call their doctor right away or
get emergency help if they have skin blisters, peeling rash, sores in their mouth, hives, or any other allergic
reactions [see Warnings and Precautions (5.6)].

Discontinuation of Treatment — Instruct patients that discontinuation of CYMBALTA may be associated with
symptoms such as dizziness, headache, nausea, diarrhea, paresthesia, irritability, vomiting, insomnia,
anxiety, hyperhidrosis, and fatigue, and should be advised not to alter their dosing regimen, or stop taking
CYMBALTA without consulting their physician [see Warnings and Precautions (5.7)].

Activation of Mania or Hypomania — Adequately screen patients with depressive symptoms for risk of bipolar
disorder (e.g. family history of suicide, bipolar disorder, and depression) prior to initiating treatment with
CYMBALTA. Advise patients to report any signs or symptoms of a manic reaction such as greatly increased
energy, severe trouble sleeping, racing thoughts, reckless behavior, talking more or faster than usual,
unusually grand ideas, and excessive happiness or irritability [see Warnings and Precautions (5.8)].
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* Angle-Closure Glaucoma — Advise patients that taking CYMBALTA can cause mild pupillary dilation, which
in susceptible individuals, can lead to an episode of angle-closure glaucoma. Pre-existing glaucoma is almost
always open-angle glaucoma because angle-closure glaucoma, when diagnosed, can be treated definitively
with iridectomy. Open-angle glaucoma is not a risk factor for angle-closure glaucoma. Patients may wish to be
examined to determine whether they are susceptible to angle-closure, and have a prophylactic procedure
(e.g., iridectomy), if they are susceptible. [See Warnings and Precautions (5.9)].

+ Seizures — Advise patients to inform their physician if they have a history of seizure disorder [see Warnings
and Precautions (5.10)].

» Effects on Blood Pressure — Caution patients that CYMBALTA may cause an increase in blood pressure
[see Warnings and Precautions (5.11)].

+ Concomitant Medications — Advise patients 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 (2.8, 2.9), Contraindications (4), Warnings and Precautions (5.4, 5.12), and Drug Interactions
(7)]-

» Hyponatremia — Advise patients that hyponatremia has been reported as a result of treatment with SNRIs
and SSRIs, including CYMBALTA. Advise patients of the signs and symptoms of hyponatremia [see Warnings
and Precautions (5.13)].

»  Concomitant llinesses — Advise patients to inform their physicians about all of their medical conditions [see
Warnings and Precautions (5.14)].

+ CYMBALTA is in a class of medicines that may affect urination. Instruct patients to consult with their
healthcare provider if they develop any problems with urine flow [see Warnings and Precautions (5.15)].

* Pregnancy and Nursing Mothers
Advise patients to notify their physician if they:

* become pregnant during therapy
* intend to become pregnant during therapy
» are nursing [see Use in Specific Populations (8.1, 8.3)].

+ Pediatric Use — Safety and efficacy of CYMBALTA in patients 7 to 17 years of age have been established for
the treatment of GAD. The types of adverse reactions observed with CYMBALTA in children and adolescents
were generally similar to those observed in adults. The safety and effectiveness of CYMBALTA have not been
established in pediatric patients less than 18 years of age with other indications. [See Use in Specific
Populations (8.4)].

+ 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,
caution patients 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 2015

Marketed by: Lilly USA, LLC, Indianapolis, IN 46285, USA
Copyright © 2004, 2015, Eli Lilly and Company. All rights reserved.
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ANNEX I

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).

Excipient(s) with known effect:
Each capsule may contain up to 56 mg sucrose.
For the 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 disorder.
Treatment of diabetic peripheral neuropathic pain.
Treatment of generalised anxiety disorder.

Cymbalta is indicated in adults.
For further information see section 5.1.

4.2  Posology and method of administration

Posology
Major depressive disorder

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. In patients responding to duloxetine, and with a history of repeated
episodes of major depression, further long-term treatment at a dose of 60 to 120 mg/day could be
considered.

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 disorder, 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
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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,
have been evaluated from a safety perspective in clinical trials. The plasma concentration of
duloxetine displays large inter-individual variability (see section 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).
Special populations

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 disorder or generalised anxiety disorder, for which data are
limited (see sections 4.4 and 5.2).

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).

Paediatric population
Duloxetine should not be used in children and adolescents under the age of 18 years for the treatment
of major depressive disorder because of safety and efficacy concerns (see sections 4.4, 4.8 and 5.1).

The safety and efficacy of duloxetine for the treatment of generalised anxiety disorder in paediatric
patients aged 7-17 years have not been established. Current available data are described in sections
4.8,5.1and5.2.

The safety and efficacy of duloxetine for the treatment of diabetic peripheral neuropathic pain has not
been studied. No data are available.

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.

Method of administration
For oral use.




4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

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 enoxacin (i.e. potent
CYP1AZ2 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.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may
occur with duloxetine treatment, particularly with concomitant use of other serotonergic agents
(including SSRIs, SNRIs tricyclic antidepressants or triptans), with agents that impair metabolism of
serotonin such as MAOIs, or with antipsychotics or other dopamine antagonists that may affect the
serotonergic neurotransmitter systems (see sections 4.3 and 4.5).

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, diarrhoea).

If concomitant treatment with duloxetine and other serotonergic agents that may affect the
serotonergic and/or dopaminergic neurotransmitter systems is clinically warranted, careful observation
of the patient is advised, particularly during treatment initiation and dose increases.

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 Disorder 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 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

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 (see section 5.1). In addition, long-term safety data in children
and adolescents concerning growth, maturation and cognitive and behavioural development are
lacking (see section 4.8).

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

Hyponatraemia

Hyponatraemia has been reported when administering Cymbalta, including cases with serum sodium
lower than 110 mmol/l. Hyponatraemia may be due to a syndrome of inappropriate anti-diuretic
hormone secretion (SIADH). The majority of cases of hyponatraemia were reported in the elderly,
especially when coupled with a recent history of, or condition pre-disposing to, altered fluid balance.
Caution is required in patients at increased risk for hyponatraemia, such as elderly, cirrhotic, or
dehydrated patients or patients treated with diuretics.

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

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 disorder, generalised anxiety disorder and 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

Monoamine oxidase inhibitors (MAOISs): Due to the risk of serotonin syndrome, duloxetine should not
be used in combination with non-selective irreversible monoamine oxidase inhibitors (MAOISs), 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).

The concomitant use of Cymbalta with selective, reversible MAOISs, like moclobemide, is not
recommended (see section 4.4). The antibiotic linezolid is a reversible non-selective MAOI and should
not be given to patients treated with Cymbalta (see section 4.4).

Inhibitors of CYP1A2: Because CYPL1AZ2 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).

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 or substances, including alcohol and sedative medicinal products (e.g.
benzodiazepines, morphinomimetics, antipsychotics, phenobarbital, sedative antihistamines).

Serotonergic agents: In rare cases, serotonin syndrome has been reported in patients using
SSRIs/SNRIs concomitantly with serotonergic agents. Caution is advisable if Cymbalta is used
concomitantly with serotonergic agents like SSRIs, SNRIs, tricyclic antidepressants like clomipramine
or amitriptyline, MAOIs like moclobemide or linezolid, St John’s wort (Hypericum perforatum) or
triptans, tramadol, pethidine and tryptophan (see section 4.4).

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 H, antagonists: Co-administration of duloxetine with aluminium- and magnesium-
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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.

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

4.6  Fertility, pregnancy and lactation

Fertility
Duloxetine had no effect on male fertility, and effects in females were only evident at doses that
caused maternal toxicity.

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.

Epidemiological data have suggested that the use of SSRIs in pregnancy, particularly in late
pregnancy, may increase the risk of persistent pulmonary hypertension in the newborn (PPHN).
Although no studies have investigated the association of PPHN to SNRI treatment, this potential risk
cannot be ruled out with duloxetine taking into account the related mechanism of action (inhibition of
the re-uptake of serotonin).

As with other serotonergic medicinal products, discontinuation symptoms may occur in the neonate
after maternal duloxetine use near term. Discontinuation symptoms seen with duloxetine may include
hypotonia, tremor, jitteriness, feeding difficulty, respiratory distress and seizures. The majority of
cases have occurred either at birth or within a few days of birth.

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

a. Summary of the safety profile

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.

b. Tabulated summary of adverse reactions
Table 1 gives the adverse reactions observed from spontaneous reporting and in placebo-controlled
clinical trials.



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).

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

Verycommon | Common | Uncommon | Rare | VeryRare
Infections and infestations
| | Laryngitis | |
Immune system disorders
Anaphylactic
reaction

Hyper-sensitivity
disorder

Endocrine disorders

| Hypo-thyroidism

Metabolism and nutrition disorders

Decreased Hyperglycaemia Dehydration
Appetite (reported Hyponatraemia
especially in SIADH®
diabetic patients)
Psychiatric disorders
Insomnia Suicidal Suicidal
Agitation ideation®’ behaviour®’
Libido decreased | Sleep disorder Mania
Anxiety Bruxism Hallucinations
Orgasm abnormal | Disorientation Aggression and
Abnormal dreams | Apathy anger
Nervous system disorders
Headache Dizziness Myoclonus Serotonin
Somnolence Lethargy Akathisia’ syndrome®
Tremor Nervousness Convulsion®
Paraesthesia Disturbance in Psychomotor
attention restlessness®
Dysgeusia Extra-pyramidal
Dyskinesia symptoms®
Restless legs
syndrome
Poor quality sleep
Eye disorders
Blurred vision Mydriasis Glaucoma
Visual
impairment
Ear and labyrinth disorders
Tinnitus’ Vertigo
Ear pain
Cardiac disorders
Palpitations Tachycardia
Supra-ventricular
arrhythmia,
mainly atrial
fibrillation
Vascular disorders
Blood pressure Syncope” Hypertensive

increase®

Hypertension®’

crisis®®
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Very common Common Uncommon Rare Very Rare
Flushing Orthostatic
hypotension®
Peripheral
coldness
Respiratory, thoracic and mediastinal disorders
Yawning Throat tightness
Epistaxis
Gastrointestinal disorders
Nausea Constipation Gastrointestinal Stomatitis
Dry mouth Diarrhoea haemorrhage’ Haematochezia
Abdominal pain Gastroenteritis Breath odour
Vomiting Eructation Microscopic
Dyspepsia Gastritis colitis®
Flatulence Dysphagia
Hepato-biliary disorders
Hepatitis® Hepatic failure®
Elevated liver Jaundice®
enzymes (ALT,
AST, alkaline
phosphatase)
Acute liver injury
Skin and subcutaneous tissue disorders
Sweating Night sweats Stevens-Johnson | Cutaneous
increased Urticaria Syndrome® vasculitis
Rash Dermatitis contact | Angio-neurotic
Cold sweat oedema®
Photo-sensitivity
reactions
Increased
tendency to bruise
Musculoskeletal and connective tissue disorders
Musculo-skeletal | Muscle tightness | Trismus
pain Muscle twitching
Muscle spasm
Renal and urinary disorders
Dysuria Urinary retention | Urine odour
Pollakiuria Urinary hesitation | abnormal
Nocturia
Polyuria
Urine flow
decreased
Reproductive system and breast disorders
Erectile Gynaecological Menopausal
dysfunction haemorrhage symptoms
Ejaculation Menstrual Galactorrhoea
disorder disorder Hyperprolactinae
Ejaculation Sexual mia
delayed dysfunction

Testicular pain

General disorders and administration site conditions

Falls® Chest pain’
Fatigue Feeling abnormal
Feeling cold
Thirst
Chills
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Very common Common Uncommon Rare Very Rare

Malaise
Feeling hot
Gait disturbance

Investigations

Weight decrease | Weight increase Blood cholesterol
Blood creatine increased
phosphokinase
increased

Blood potassium
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.

¥ See section 4.4.

* Cases of aggression and anger have been reported particularly early in treatment or 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).

® Estimated frequency of post-marketing surveillance reported adverse reactions; not observed in
placebo-controlled clinical trials.

” Not statistically significantly different from placebo.

® Falls were more common in the elderly (>65 years old).

% Estimated frequency based on all clinical trial data.

c. Description of selected adverse reactions

Discontinuation of duloxetine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraesthesia or electric shock-like sensations, particularly
in the head), sleep disturbances (including insomnia and intense dreams), fatigue, somnolence,
agitation or anxiety, nausea and/or vomiting, tremor, headache, myalgia, 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.

d. Paediatric population

A total of 509 paediatric patients aged 7 to 17 years with major depressive disorder and 241 paediatric
patients aged 7 to 17 years with generalised anxiety disorder were treated with duloxetine in clinical
trials. In general, the adverse reaction profile of duloxetine in children and adolescents was similar to
that seen for adults.
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A total of 467 paediatric patients initially randomized to duloxetine in clinical trials experienced a 0.1
kg mean decrease in weight at 10-weeks compared with a 0.9 kg mean increase in 353 placebo-treated
patients. Subsequently, over the four- to six-month extension period, patients on average trended
toward recovery to their expected baseline weight percentile based on population data from age- and
gender-matched peers.

In studies of up to 9 months an overall mean decrease of 1% in height percentile (decrease of 2% in
children (7-11 years) and increase of 0.3% in adolescents (12-17 years)) was observed in duloxetine-
treated paediatric patients (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 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.

Mechanism of action

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.

Pharmacodynamic effects

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.

Clinical efficacy and safety

Major Depressive Disorder: 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
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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.

During 52 weeks of placebo-controlled double blind treatment, duloxetine-treated patients with
recurrent MDD had a significantly longer symptom free period (p<0.001) compared with patients
randomised to placebo. All patients had previously responded to duloxetine during open-label
duloxetine treatment (28 to 34 weeks) at a dose of 60 to 120 mg/day. During the 52-week placebo-
controlled double blind treatment phase 14.4% of the duloxetine-treated patients and 33.1% of the
placebo-treated patients experience a return of their depressive symptoms (p<0.001).

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 significant difference in the reduction of the HAMD17
score for duloxetine-treated patients compared to placebo. Tolerability of Cymbalta 60 mg once daily
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 a 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.

The efficacy of Cymbalta 30-120 mg (flexible dosing) once a day in elderly patients (>65 years) with
generalised anxiety disorder was evaluated in a study that demonstrated statistically significant
improvement in the HAM-A total score for duloxetine treated patients compared to placebo treated
patients. The efficacy and safety of Cymbalta 30-120 mg once daily in elderly patients with
generalised anxiety disorder was similar to that seen in studies of younger adult patients. However,
data on elderly patients exposed to the maximum dose (120 mg per day) are limited and, thus, caution
is recommended when using this dose with the elderly population.

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
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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
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% of
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.

Paediatric population
Duloxetine has not been studied in patients under the age of 7.

Two randomized, double-blind, parallel clinical trials were performed in 800 paediatric patients aged 7
to 17 years with major depressive disorder (see section 4.2). These two studies included a 10 week
placebo and active (fluoxetine) controlled acute phase followed by six months period of active
controlled extension treatment. Neither duloxetine (30-120 mg) nor the active control arm (fluoxetine
20-40 mg) statistically separated from placebo on change from baseline to endpoint in the Children’s
Depression Rating Scale-Revised (CDRS-R) total score. Discontinuation due to adverse events was
higher in patients taking duloxetine compared with those treated with fluoxetine, mostly due to nausea.
During the 10-week acute treatment period, suicidal behaviours were reported (duloxetine 0/333 [0%],
fluoxetine 2/225 [0.9%], placebo 1/220 [0.5%]). Over the entire 36-week course of the study, 6 out of
333 patients initially randomized to duloxetine and 3 out of 225 patients initially randomized to
fluoxetine experienced suicidal behaviour (exposure adjusted incidence 0.039 events per patient year
for duloxetine and 0.026 for fluoxetine). In addition, one patient who transitioned from placebo to
duloxetine experienced a suicidal behaviour while taking duloxetine.

A randomised, double-blind, placebo-controlled study was performed in 272 patients aged 7-17 years
with generalised anxiety disorder. The study included a 10 week placebo-controlled acute phase,
followed by an 18 week extension treatment period. A flexible dose regimen was used in this study, to
allow for slow dose escalation from 30 mg once daily to higher doses (maximum 120 mg once daily).
Treatment with duloxetine showed a statistically significantly greater improvement in GAD
symptoms, as measured by PARS severity score for GAD (mean difference between duloxetine and
placebo of 2.7 points [95% CI 1.3-4.0]), after 10 weeks of treatment. The maintenance of the effect
has not been evaluated. There was no statistically significant difference in discontinuation due to
adverse events between duloxetine and placebo groups during the 10 week acute treatment phase. Two
patients who transitioned from placebo to duloxetine after the acute phase experienced suicidal
behaviours while taking duloxetine during the extension phase. A conclusion on the overall
benefit/risk in this age group has not been established (see also sections 4.2 and 4.8).

The European Medicines Agency has waived the obligation to submit the results of studies with
Cymbalta in all subsets of the paediatric population in the treatment of major depressive disorder,
diabetic neuropathic pain and generalised anxiety disorder. See section 4.2 for information on
paediatric use.
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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 sulfate 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 I/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 I/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 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.
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Paediatric population: Pharmacokinetics of duloxetine in paediatric patients aged 7 to 17 years with
major depressive disorder following oral administration of 20 to 120 mg once daily dosing regimen
was characterized using population modelling analyses based on data from 3 studies. The model-
predicted duloxetine steady state plasma concentrations in paediatric patients were mostly within the
concentration range observed in adult patients.

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).

Studies in juvenile rats reveal transient effects on neurobehaviour, as well as significantly decreased
body weight and food consumption; hepatic enzyme induction; and hepatocellular vacuolation at 45
mg/kg/day. The general toxicity profile of duloxetine in juvenile rats was similar to that in adult rats.
The no-adverse effect level was determined to be 20 mg/kg/day.

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: 24 June 2009

10. DATE OF REVISION OF THE TEXT

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

Excipient(s) with known effect:
Each capsule may contain up to 111 mg sucrose.
For the 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 disorder.
Treatment of diabetic peripheral neuropathic pain.
Treatment of generalised anxiety disorder.

Cymbalta is indicated in adults.
For further information see section 5.1.

4.2 Posology and method of administration

Posology
Major depressive disorder

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. In patients responding to duloxetine, and with a history of repeated
episodes of major depression, further long-term treatment at a dose of 60 to 120 mg/day could be
considered.

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 disorder, 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
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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,
have been evaluated from a safety perspective in clinical trials. The plasma concentration of
duloxetine displays large inter-individual variability (see section 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).
Special populations

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 disorder or generalised anxiety disorder, for which data are
limited (see sections 4.4 and 5.2).

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).

Paediatric population
Duloxetine should not be used in children and adolescents under the age of 18 years for the treatment
of major depressive disorder because of safety and efficacy concerns (see sections 4.4, 4.8 and 5.1).

The safety and efficacy of duloxetine for the treatment of generalised anxiety disorder in paediatric
patients aged 7-17 years have not been established. Current available data are described in sections
4.8,5.1and 5.2

The safety and efficacy of duloxetine for the treatment of diabetic peripheral neuropathic pain has not
been studied. No data are available.

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.

Method of administration
For oral use.
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4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

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 enoxacin (i.e. potent
CYP1AZ2 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.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may
occur with duloxetine treatment, particularly with concomitant use of other serotonergic agents
(including SSRIs, SNRIs tricyclic antidepressants or triptans), with agents that impair metabolism of
serotonin such as MAOISs, or with antipsychotics or other dopamine antagonists that may affect the
serotonergic neurotransmitter systems (see sections 4.3 and 4.5).

Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations,
coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular
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aberrations (e.g. hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea,
vomiting, diarrhoea).

If concomitant treatment with duloxetine and other serotonergic agents that may affect the
serotonergic and/or dopaminergic neurotransmitter systems is clinically warranted, careful observation
of the patient is advised, particularly during treatment initiation and dose increases.

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 Disorder 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 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

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 (see section 5.1). In addition, long-term safety data in children
and adolescents concerning growth, maturation and cognitive and behavioural development are
lacking (see section 4.8).

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

Hyponatraemia

Hyponatraemia has been reported when administering Cymbalta, including cases with serum sodium
lower than 110 mmol/l. Hyponatraemia may be due to a syndrome of inappropriate anti-diuretic
hormone secretion (SIADH). The majority of cases of hyponatraemia were reported in the elderly,
especially when coupled with a recent history of, or condition pre-disposing to, altered fluid balance.
Caution is required in patients at increased risk for hyponatraemia, such as elderly, cirrhotic, or
dehydrated patients or patients treated with diuretics.

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 disorder and generalised
anxiety disorder are limited. Therefore, caution should be exercised when treating the elderly with the
maximum dosage (see sections 4.2 and 5.2).

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 disorder, generalised anxiety disorder and 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.
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4.5 Interaction with other medicinal products and other forms of interaction

Monoamine oxidase inhibitors (MAOISs): Due to the risk of serotonin syndrome, duloxetine should not
be used in combination with non-selective irreversible monoamine oxidase inhibitors (MAOISs), 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).

The concomitant use of Cymbalta with selective, reversible MAOIs, like moclobemide, is not
recommended (see section 4.4). The antibiotic linezolid is a reversible non-selective MAOI and should
not be given to patients treated with Cymbalta (see section 4.4).

Inhibitors of CYP1A2: Because CYPL1AZ2 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).

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 or substances, including alcohol and sedative medicinal products (e.g.
benzodiazepines, morphinomimetics, antipsychotics, phenobarbital, sedative antihistamines).

Serotonergic agents: In rare cases, serotonin syndrome has been reported in patients using
SSRIs/SNRIs concomitantly with serotonergic agents. Caution is advisable if Cymbalta is used
concomitantly with serotonergic agents like SSRIs, SNRIs, tricyclic antidepressants like clomipramine
or amitriptyline, MAOIs like moclobemide or linezolid, St John’s wort (Hypericum perforatum) or
triptans, tramadol, pethidine and tryptophan (see section 4.4).

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 H, antagonists: Co-administration of duloxetine with aluminium- and magnesium-
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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.

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

4.6  Fertility, pregnancy and lactation

Fertility
Duloxetine had no effect on male fertility, and effects in females were only evident at doses that
caused maternal toxicity.

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.

Epidemiological data have suggested that the use of SSRIs in pregnancy, particularly in late
pregnancy, may increase the risk of persistent pulmonary hypertension in the newborn (PPHN).
Although no studies have investigated the association of PPHN to SNRI treatment, this potential risk
cannot be ruled out with duloxetine taking into account the related mechanism of action (inhibition of
the re-uptake of serotonin).

As with other serotonergic medicinal products, discontinuation symptoms may occur in the neonate
after maternal duloxetine use near term. Discontinuation symptoms seen with duloxetine may include
hypotonia, tremor, jitteriness, feeding difficulty, respiratory distress and seizures. The majority of
cases have occurred either at birth or within a few days of birth.

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

a. Summary of the safety profile

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.

b. Tabulated summary of adverse reactions
Table 1 gives the adverse reactions observed from spontaneous reporting and in placebo-controlled
clinical trials.
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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).

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

Verycommon | Common | Uncommon | Rare | VeryRare
Infections and infestations
| | Laryngitis | |
Immune system disorders
Anaphylactic
reaction

Hyper-sensitivity
disorder

Endocrine disorders

| Hypo-thyroidism

Metabolism and nutrition disorders

Decreased Hyperglycaemia Dehydration
Appetite (reported Hyponatraemia
especially in SIADH®
diabetic patients)
Psychiatric disorders
Insomnia Suicidal Suicidal
Agitation ideation®’ behaviour®’
Libido decreased | Sleep disorder Mania
Anxiety Bruxism Hallucinations
Orgasm abnormal | Disorientation Aggression and
Abnormal dreams | Apathy anger
Nervous system disorders
Headache Dizziness Myoclonus Serotonin
Somnolence Lethargy Akathisia’ syndrome®
Tremor Nervousness Convulsion®
Paraesthesia Disturbance in Psychomotor
attention restlessness®
Dysgeusia Extra-pyramidal
Dyskinesia symptoms®
Restless legs
syndrome
Poor quality sleep
Eye disorders
Blurred vision Mydriasis Glaucoma
Visual
impairment
Ear and labyrinth disorders
Tinnitus’ Vertigo
Ear pain
Cardiac disorders
Palpitations Tachycardia
Supra-ventricular
arrhythmia,
mainly atrial
fibrillation
Vascular disorders
Blood pressure Syncope” Hypertensive

increase®

Hypertension®’

crisis®®
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Very common Common Uncommon Rare Very Rare
Flushing Orthostatic
hypotension®
Peripheral
coldness
Respiratory, thoracic and mediastinal disorders
Yawning Throat tightness
Epistaxis
Gastrointestinal disorders
Nausea Constipation Gastrointestinal Stomatitis
Dry mouth Diarrhoea haemorrhage’ Haematochezia
Abdominal pain Gastroenteritis Breath odour
Vomiting Eructation Microscopic
Dyspepsia Gastritis colitis®
Flatulence Dysphagia
Hepato-biliary disorders
Hepatitis® Hepatic failure®
Elevated liver Jaundice®
enzymes (ALT,
AST, alkaline
phosphatase)
Acute liver injury
Skin and subcutaneous tissue disorders
Sweating Night sweats Stevens-Johnson | Cutaneous
increased Urticaria Syndrome® vasculitis
Rash Dermatitis contact | Angio-neurotic
Cold sweat oedema®
Photo-sensitivity
reactions
Increased
tendency to bruise
Musculoskeletal and connective tissue disorders
Musculo-skeletal | Muscle tightness | Trismus
pain Muscle twitching
Muscle spasm
Renal and urinary disorders
Dysuria Urinary retention | Urine odour
Pollakiuria Urinary hesitation | abnormal
Nocturia
Polyuria
Urine flow
decreased
Reproductive system and breast disorders
Erectile Gynaecological Menopausal
dysfunction haemorrhage symptoms
Ejaculation Menstrual Galactorrhoea
disorder disorder Hyperprolactinae
Ejaculation Sexual mia
delayed dysfunction

Testicular pain

General disorders and administration site conditions

Falls® Chest pain’
Fatigue Feeling abnormal
Feeling cold
Thirst
Chills
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Very common Common Uncommon Rare Very Rare

Malaise
Feeling hot
Gait disturbance

Investigations

Weight decrease | Weight increase Blood cholesterol
Blood creatine increased
phosphokinase
increased

Blood potassium
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.

¥ See section 4.4.

* Cases of aggression and anger have been reported particularly early in treatment or 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).

® Estimated frequency of post-marketing surveillance reported adverse reactions; not observed in
placebo-controlled clinical trials.

” Not statistically significantly different from placebo.

® Falls were more common in the elderly (>65 years old).

% Estimated frequency based on all clinical trial data.

c. Description of selected adverse reactions

Discontinuation of duloxetine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraesthesia or electric shock-like sensations, particularly
in the head), sleep disturbances (including insomnia and intense dreams), fatigue, somnolence,
agitation or anxiety, nausea and/or vomiting, tremor, headache, myalgia, 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.

d. Paediatric population

A total of 509 paediatric patients aged 7 to 17 years with major depressive disorder and 241 paediatric
patients aged 7 to 17 years with generalised anxiety disorder were treated with duloxetine in clinical
trials. In general, the adverse reaction profile of duloxetine in children and adolescents was similar to
that seen for adults.
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A total of 467 paediatric patients initially randomized to duloxetine in clinical trials experienced a 0.1
kg mean decrease in weight at 10-weeks compared with a 0.9 kg mean increase in 353 placebo-treated
patients. Subsequently, over the four- to six-month extension period, patients on average trended
toward recovery to their expected baseline weight percentile based on population data from age- and
gender-matched peers.

In studies of up to 9 months an overall mean decrease of 1% in height percentile (decrease of 2% in
children (7-11 years) and increase of 0.3% in adolescents (12-17 years)) was observed in duloxetine-
treated paediatric patients (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 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.

Mechanism of action

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.

Pharmacodynamic effects

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.

Clinical efficacy and safety

Major Depressive Disorder: 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
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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.

During 52 weeks of placebo-controlled double blind treatment, duloxetine-treated patients with
recurrent MDD had a significantly longer symptom free period (p<0.001) compared with patients
randomised to placebo. All patients had previously responded to duloxetine during open-label
duloxetine treatment (28 to 34 weeks) at a dose of 60 to 120 mg/day. During the 52-week placebo-
controlled double blind treatment phase 14.4% of the duloxetine-treated patients and 33.1% of the
placebo-treated patients experience a return of their depressive symptoms (p<0.001).

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 significant difference in the reduction of the HAMD17
score for duloxetine-treated patients compared to placebo. Tolerability of Cymbalta 60 mg once daily
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 a 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.

The efficacy of Cymbalta 30-120 mg (flexible dosing) once a day in elderly patients (>65 years) with
generalised anxiety disorder was evaluated in a study that demonstrated statistically significant
improvement in the HAM-A total score for duloxetine treated patients compared to placebo treated
patients. The efficacy and safety of Cymbalta 30-120 mg once daily in elderly patients with
generalised anxiety disorder was similar to that seen in studies of younger adult patients. However,
data on elderly patients exposed to the maximum dose (120 mg per day) are limited and, thus, caution
is recommended when using this dose with the elderly population.

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
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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
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% of
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.

Paediatric population
Duloxetine has not been studied in patients under the age of 7.

Two randomized, double-blind, parallel clinical trials were performed in 800 paediatric patients aged 7
to 17 years with major depressive disorder (see section 4.2). These two studies included a 10 week
placebo and active (fluoxetine) controlled acute phase followed by six months period of active
controlled extension treatment. Neither duloxetine (30-120 mg) nor the active control arm (fluoxetine
20-40 mg) statistically separated from placebo on change from baseline to endpoint in the Children’s
Depression Rating Scale-Revised (CDRS-R) total score. Discontinuation due to adverse events was
higher in patients taking duloxetine compared with those treated with fluoxetine, mostly due to nausea.
During the 10-week acute treatment period, suicidal behaviours were reported (duloxetine 0/333 [0%],
fluoxetine 2/225 [0.9%], placebo 1/220 [0.5%]). Over the entire 36-week course of the study, 6 out of
333 patients initially randomized to duloxetine and 3 out of 225 patients initially randomized to
fluoxetine experienced suicidal behaviour (exposure adjusted incidence 0.039 events per patient year
for duloxetine and 0.026 for fluoxetine). In addition, one patient who transitioned from placebo to
duloxetine experienced a suicidal behaviour while taking duloxetine.

A randomised, double-blind, placebo-controlled study was performed in 272 patients aged 7-17 years
with generalised anxiety disorder. The study included a 10 week placebo-controlled acute phase,
followed by an 18 week extension treatment period. A flexible dose regimen was used in this study, to
allow for slow dose escalation from 30 mg once daily to higher doses (maximum 120 mg once daily).
Treatment with duloxetine showed a statistically significantly greater improvement in GAD
symptoms, as measured by PARS severity score for GAD (mean difference between duloxetine and
placebo of 2.7 points [95% CI 1.3-4.0]), after 10 weeks of treatment. The maintenance of the effect
has not been evaluated. There was no statistically significant difference in discontinuation due to
adverse events between duloxetine and placebo groups during the 10 week acute treatment phase. Two
patients who transitioned from placebo to duloxetine after the acute phase experienced suicidal
behaviours while taking duloxetine during the extension phase. A conclusion on the overall
benefit/risk in this age group has not been established (see also sections 4.2 and 4.8).

The European Medicines Agency has waived the obligation to submit the results of studies with
Cymbalta in all subsets of the paediatric population in the treatment of major depressive disorder,
diabetic neuropathic pain and generalised anxiety disorder. See section 4.2 for information on
paediatric use.
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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-I 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 sulfate 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 I/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 I/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 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.
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Paediatric population:_Pharmacokinetics of duloxetine in paediatric patients aged 7 to 17 years with
major depressive disorder following oral administration of 20 to 120 mg once daily dosing regimen
was characterized using population modelling analyses based on data from 3 studies. The model-
predicted duloxetine steady state plasma concentrations in paediatric patients were mostly within the
concentration range observed in adult patients.

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 pregnhancy 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).

Studies in juvenile rats reveal transient effects on neurobehaviour, as well as significantly decreased
body weight and food consumption; hepatic enzyme induction; and hepatocellular vacuolation at 45
mg/kg/day. The general toxicity profile of duloxetine in juvenile rats was similar to that in adult rats.
The no-adverse effect level was determined to be 20 mg/kg/day.

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)
Yellow iron oxide (E172)
Edible white ink

Edible white ink contains:
Titanium dioxide (E171)
Propylene glycol

Shellac

Povidone
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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 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: 24 June 2009

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicine is available on the European Medicines Agency (EMA) web
site: http://www.ema.europa.eu
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2L, BEPRDOLNTZHEIITHELG 2RI L, KBA)
KRG HFEO R EIL L WY R LEEITH 2 &, [THA
EM ) DIEZ ]

EMEEE GEEFREX)  BHEEEND bbb Z &0
B DHOT, BB, MENGRER, SR ORI, e TR, SR,
MEDZES, T, [AMmERBEMm, MmiF K (CPK) EFS0
BEPROLNIGEIE, #5201, RBHE, Kokl
WMEORHEH L IICHY R NE LT 2 &, £, 347
O EVIREME D BBREOIR T RA BN, BB RRICEDLZ
ERHDLOTHERET DL,

RARABILE >FEE D MAERE (SIADH) (SEEFREX) :
&7 b Y U AME, KRBEMAE, RPN o LgEEED
BN, mARIR, R, ERRBEES A O FURIR R LVE R
BOWIERERE (SIADH) B LbnbZBnHbb50T, B
DB NG AL 2 Pk L, KSR o HI R A E 5]
TRALEEITO Z &,

EE (0.1%KH), % GEESRHEY) . &8, ORIHH
bNDZ ENHLOT, BENRBD LN GEITIEE G2 F
1EL, @EERLEZITY 2L,

FFHEEREE (0.1%KH), Ak GEETYN), BE (EE
FRERX!) : AST (GOT), ALT (GPT), v -GIP, B U /L E %
O ES %D FTHRERE, T2, BERH LN Z ENH
L0OTC, WEEHFEEREZITY & & big, BREOERE T
ICBIZR L, BEERD b NSAITIE, W, RIS IR
T 5 CHEE R ME RO b, [[EER), MEERS) KO
(B JEARNEE ) OTEER]

R EIEARAEIRBE (Stevens-Johnson fEEEE) (SAREARBAX) .
FEREIREERE N S SN D 2 L BB LD T, BEE 50
ATV, BERRD ONGA TR RIE L, @Y
BEITH Z L,

T+ I743F—RE GAETREX) : /MR, g8, 0
EIRE, SHBEAEY T T4 X —MIERH b bND
ZERBHDHDOT, BEE TSI, RENRD NG
WG AR L, WEYRREETT S 2k,
BMES)—€ EEFREX) . mmEs Y —En3d5bh
L2 ENHHOT, EMEULREBOH D BEITB VT
MEOHBSIC TR LANLEEGT S 2L, BEIRD
LRI EEE R IE L, BORRNEEITY 2L,
RE] GEEFRBEX) . RERN L LN EBNHDHDT, I
WHH b o Ga kG2 Ik L, ERkE EiidT 5788
WO EETTH 2 &,

Z DB R

WD X5 REWERN S Sbh s aicid, HEIETT,




B, WEXFHIET 5 EomblEEITS T &,

1k

FEENABEEE | 5%LLE 1~5% A 1% A5 BEIE R BT
R, TOFE, |HEAMERRERK,
& %
P50 1EThY, FE,
HIE R YRR, B

KRR

fil, EET,
HEN

AR, 25
b, LU

& < O, SRR,
KoyEth, EE
JImEE, sk
BRER, A%,
REg (Bgz
ate), EAE—
S &T 5, MR
O, BRSO,

W, F— 4 X
LEH, TR,
PR, il
UREESET 8
g, &,
WATREE, BAA
I L
REESE e

ratr
=4
S

TRIE SR
L, AR NEEE, R | DK, U, |WHERZE, WANERER

iR, 08, |k, ISR | HAK, WEEA |9, AR, R
WikER R, T R MRS | Pk P, SEAMEETN
B, AR PNES
B, H&
Hug TAFHEIRETE, AR |HhE, Rk
S 2R HiMR, B, H
i
B, MR, |ESZPEISME,
VEER A e 5 AR,
ESii
AST (GOT) -
5, ALT (GPT)
&, y-GTP
iR k&, BEeY
ey EA
Al-P b5, LDH
=4
~NEZ B U | B (BEK
i b, ARIERCD, [, 5 H
~v k7 Uy M%), AmERED
Wb, s
T, B, | ERaR
- B R e, HZY,
PR ] e PERERE L E (H |ZIR, PRRRIE
ARILE, FORERE IR, RS HUW
&, PRk
), HRIRREE,
WIRE - s vrF=
ERE v kS, BIN
5, BR, RP
TNT I/
L7F=vkk b
5, RFEER
FEIRE, NV (f s U A | R R AR
77UtV KE (D F, I&F+rV >
R - B, arxz AfdE, LR
RS/ Fu—1k HIE, m7m 7
H, RFEA 7 F o MSE,
[k FhY YL S
FETF, RERL (TRIE, AR, B
A, RENE | FERGE, g
Z it fn, CK (CPK) |if, VT, WZHik
=t

RS D S DS R R IET B b,
M1 HRHE TN Tl ST D ENER O 72 R
5 BEmE~OERE
i TR O R DEIE U, MSEPREDS LRI 2L
BoHOT, BEOKELZBE L 2P bEEICESFT LI L,
[THEmERE ) OHESM]
£, mBEICRENTE, UTORICEETS 2L,

M

K b U 7 A ME, FURIR A LE AR A S WERERE (STADH)

DFEBIERFE L 722 Z L Wb %, [TEKRZRENER | OHE ]
(2) DENVFICIVEREZEZTZLNDH D,

6.
M

10.
M

2

1.
M

1w, Eiw RIRE~OKRE

B0 SRR LTV 2 ATREYE D & 2 It N IT 1, TR EOF I
PERfElEtE % B D &R Sh 2GR IOk T2 &,
IR O 5 2B D 2RI LTV, IR
IZ SNRL, SSRI % # G- S 7z dis AASHHEE U 728 AR R IC BT,
ABEHIM DML R, PERkAHE), RERBEALE LT D, BEBUE
R EFRBEOFERPHFEBZICH Dbz OWERH L,
RATRE LCiE, MEREA, 7/ —8, MR, RE K
IR E, WPLbESE, WaM, (RmEE, HERRIRIKT, R
R, AT, HRER, K ox, BHME, FRgitEont
ENRHEITVD,]
FRHPOHA~DOEGITRET 2 2 EBEFE LVA, Rea
PGS HGOICERLERTSEL L, [Ty FEUE
F CHAFRA~BATT D Z e HEI TN D, ]
INEE~ADERE

AR ER, BrAaR, LR, IR UT/NRICH T 5 G500
Fo QN2 VEIIRESE LT Zeuy, [ FRRBR DS 220, ]

BN TEM ST T~17 5O K D OFtEREE  (DSM-1V-TR*?
2B D08 BEEXGE LT 7 2 AR5 oK RERIC
BOWTHIMEDRHER TE Do T72 L ORERH D,

32 : DSM-IV-TR : American Psychiatric Association CHK[E§#REE
£) @ Diagnostic and Statistical Manual of Mental

Disorders. 4th edition, Text Revision (DSM—IV-TR fi#hyk D
2 - SEl~ =27 L)
BERS
g, FERK  ESNTISVT, AAI 3000mg B R D (HIAIX
A & OOF) W ERGNRE S TN D, WEREICX
5 s S OEBR T MBIHR,, 508, ' o b= R, JI1E, IR
M, HRCToH o7,
ME : FRRAOZMEFEATM O TORY, LEIZGELT, K
JEREDR, HUES, TEMERIESEOMY) R E 21T, LFEX
FONSA BAYA B PET D &, RANTSARFEBK X
VWOTT, FRIIFIR, MR, ST S £ R TIE

200,
EALEDIE

R AT EF

PTP GLEEDIEANIL PTP o — b2 L0 H L CTIRAT 5 X 5 5
YDz L, (PTP v — hOREKIZ L0, BEOVSLAES A IE kS
JEA~FIA L, HITIHZEAL 2 2 L CHERIR KR S0 BB LA
JEZDRTHZ LS Tn5,)

AANTE R RS TRIFT D L 8T D2 &,
BRAE : IRt —T &L TWBH T2, BT EALD
NEWZEHNTZD, TOO5 LD LanWTRHESESZ &,
UREERBICARZETHY, BBTRIETHZLNH D, ]
ZTOHhOEE

WS CEIE SN KD SRR EEORKMEEELFHT H R
FErERRE Uiz, RRZGOERON S SROEH T 7R
K REEAR B O REHE BICHB W T, 24 MU T ORETIE, B
BHEBOHBEKORILO Y 27 305 SFlELGHTT T
EARREL B L TR o T,

728, 25 Ll Lo BAEICEIT 5 ARSESC AKX ORILO
V27O EFIFFREOLNT, 65 L LB TIXZD Y 27
M Lz,

FUZ 50 LA & e G i S RSB O A BV T,
BIREE e b= R AL ER K O8R5 Sl %
ELoPl ) DAIE G SNIZBET, BITOY A7 B ER Lz
LOBRENRD D,

(EMmaneE
it 3 o
fRBERA



1) BEEs
e A BYE 8 #) [T =27 Fk&F > 10mg, 20mg, 40mg %
EHEEROBE L & X oM E KOSy e <5
A—=HEHK1-FIIRT,
Cmax KOV AUC (ZHEDHEINZHREVEERK L7z, Tmax KOV T,
(B) 1% 10~40mg D EHPHTIZIE~EThH o7V,

(ng/mL)
60
—O— 10mg
—240— 20mg
i —0— 40mg
040k mean=S. D.
?é FaoFtF
ELTHR
=1
201
LS

(hr)
g [
1 Fri% B ERE O 5y oD il 3 i i
£ 1 EWERE T A—F (BEREEA, BHERRORE)

MRS T A — 4 JOREEHENTAE R & R 3 1R T, %L 0
Cmax [XZEMGHFICHE_EVMEEZ R L, BEZENPBEO LN HD
D, Tmax, AUC, T, (B), Ae (RHEME) ZHERZEL
BRE otz

7% 3 IRWENRE T A — X (RN, BFOEE)

EECR Cmax Tmax AUC,.s Ty, (B) Aeg s
(mg) "1 (ng/nL) (hr) (ng * hr/mL) (hr) (pg)
selans 3.45?2 +5.078 3568 3136 +9 01 11.36

20 SR EES +0. +58. +1.42 +7.04
o 10. 97 6.0 133. 82 9.27 11.93
+6.17 +0.0 +66. 72 +0.79 +6.06

p 1l 0.0422* | 0.2856 0. 1427 0. 7171 0. 9499

P b Cmax Tmax AUC, T, (B)
mg) |” (ng/mL) (hr) (ng * hr/mL) (hr)
10 12.08+10.09 | 7.8%£2.3 | 155.51+94. 64 12,7545, 88 !
20 8 [ 18.31%£10.89 | 7.5%1.4 | 259.33*141. 84 15.34+5. 87
40 38.65119.46 | 6.9+2.0 | 551. 75+239. 64 10.56+2. 86
E1: 6

Cmax, AUC, . : 7 = 1% & F UHifsHhi & L CTFxR
(mean=S.D.)

2) REHE
ERHERRA B (% 6 #) 127 2 2% F > 20mg?, 40mg?,
6omg?% 1 A 1187 AR, ABKERNEELEZEEDmE
HRIE OSSR BNRE X T A —H B X 2 « £ 2 ITRT,
MR ERERS I E RS2 L0 R L7 HBIZEIT % Cax,
AUC I3 9NEI e G-l & TR L7, #5657 ARICIEER
PRREIZEE L Cuiz,

(ng/mL) —o— 20mg/day
100+ —o— 40mg/day
—a— (0mg/day
S0+ mean=S. D.
1fiL , 72 0L T i
HE 60 EUTER
i
= 40 B
i 10
20 i ]
20 ° \

a Q @ 0 . " |
0 24 48 72 96 120 144 168 192 216 240 264 (hr)
sl

B2 feBs R AT IR SR oD it
%2 HWBIE ST A— 5 (ERA, RBKERDREY)

B ” Cmax Tmax AUC,., Ty, (B)
(mg) (ng/mL) (hr) (ng * hr/mL) (hr)
1 HHE }L34 5470 6.2+1.0 139. 5627. 40 vlL23 3101
20 6 — —
16. 24 12.09
+ +
7THH 4495 6.0£0.0 205. 32£45. 34 4958
1 HHE +2?2127 6.7+2.9 | 254.15+151.73 Jlr36 7882
40 6 — —
31.50 17.26
+ +
7THH 416,81 5.8%1.2 | 426. 76£263. 55 49 95
1 HHE fSISZ'Y 5.8+1.2 519.1+267. 4 }r35'4063
o ’ 7THH 68. 1 5.7£0.5 895.8+344. 3 13.18
+20.8 T T : +2.26

Cmax, AUC,,, : 7 = 1 b F It L L THR
(mean=S.D.)

3) REDEE
BERER N B (T 6) 127 =7 & F > 20mg % ZEIERF & 2\
FREBCHRERAKRES L, BFOXBEREFELZL EOEY

(5)

Cmax, AUC, : 7 =1 ¥ &F UMM & L CFoR
Aeg g RPPEIA) « F auXvF o lEiEE L e U TER
p: BEME, * FEEDY (p<0.05)
(mean=S.D.)

4) BEOEERUVESHEOEE WEANZKEZT—43)
R A ZME (12 B) ZXRIZ, T am¥EF 2 40mg 7
NG, FIR%, HDWVITRRER () ICENE U E
ROk L, BFOFBLOEGHMOPEBLRFTLZLE X
DIYENRE T A — 2 R OREFHRNTRE R & & 4 12T
Cmax, AUC (ZHAE% &5 L WIZEERHR S & O/ THEZITR
W HNRN 0T, FIRBIEG O Tnax [ XFAZEMERE 512~
R L, ARENHED N, HIREGEE G20 2 iR
FEOWIHEEEH (Lz) TEMEIRFICEIREL, FEER
RO BT,

WRLER (Z9)8) 5.0 Cmax, AUC | X8AZEMEHERE 5:10 b~
<, Tmax IFHER L, ThENABEENRD LN Y,
£ 4 RYERE AT A —4 (BFOEE, BIHROEE

FBEHRE | Cmax ™2 Tmax ** AUC, .. ™ 1z T,
X5 A—% | (ng/mL) (hr) (ng * hr/mL) (hr™) (hr)
it T 27.5 6.0 464. 3 0. 058 11.9
% +8.3 |(4.0-10.0)| +148.9 +0.013 | (8.2-17.5)
[} 2 HIH 25.9 6.0 456. 7 0. 061 11.3
153 +9.4 |(1.0-10.0)| +185.5 +0.013 | (8.0-14.9)
4 24.1 10.0 402. 3 0. 070 9.8
e +11.4 |(6.0-16.1)| +164.5 +0.018 | (5.9-14.1)
BRI 19.6 10.0 381.7 0. 064 10.8
(ZE)8) +6.8 |(4.0-16.0) | +154.4 +0.011 | (8.1-16.3)
g Ze gt
vs. Fl&#% | 0.405 <0.001* 0. 060 0. 004* -
p 1l
g Ze gt
vs. BEERE | <0.001* | <0.001* 0. 005* 0. 368 -
p 1l

H 1 HEERELEIR, 2EROT —X E2HE
2 FanXbF Uik LTHER
3 R (R ME-Rc R AE)
T4 SRS (i) MR K AE)
p: AEME, " AEAEDHY (p<0.05)
(mean=*S.D., 1=12)

(2) BE
R B LSRRI B (K661 Lo TTanF
5 10mg B4 HER 0GR RpEE A ik Uiz & &,
EHEEICEB W TCIIIEE RS IR THEREITRD bR
Mol b O, Cmax (3K 1.3 4%, AUCIHK 1.6 fFlcEh e
HARL, Tipi3# L6 HICIERT AHEMER LD,

Q) FEEEE WEANIZLEZT—4)
HEEDOFHAE 2 AF T 5HE#F (Child-Pugh B (25%H) (6 I
(BPES B, ZPE 1B)) CEEERRA (661 (B 56, ik
L)) &L DTTF 2o XxtF o 20mg 22 FHHLEIRR O % 50
DOIWEEL LI L b &, PEREOHHEELZ AT 5 BEIC
BO TR A & T Cmax ([ZITAERZILRD S
Mo7id, AUCIER BREHICHIR L, T35 3 BICiERE L, %
NENEBENBD LN Y,

4) BEEEE WEANIZLEZT—4)
EEOREERYE (126 Bk 106, Ltk fl) 7 v7 T
=227 U T T2 AEA 30nL/min AH) & @R A (12 61 (35
PELO ], &t 2 ) : 7 VT F =2 2 U7 5 > ZfE 15mL/min




D&

2) k&

2)

3)

UUbE) EOBTTamadtvF 2 60mg ZEEHFH AR O & 505
DIWEEL L L L&, BEOERERF IR T
FEAEAN & BT Ty ICITAEREITRD bR 27220,
Cmax B OVAUC IZWT B 2 fFITH R L, T2 EEN
RO LN,
oK
AT WEANZKEZT—4)
ft ez m (6 1 (Orift 12 %)) 12, T 2% &F L 40mg
1 H2E UKEBSHE) BBRERDERS L, 5 4HH
P % O MR RO PR & E L 72 RE R, At
DOBATHRD B, TP IRE O AUC I e il EE o AUC @
M1/4ThHol, WROT anxtvF v | HEREEZHEL
o, BEE Tug THY, FHAD#E S & (80mg) DK 10000
BD1ThHho729,
RE~DBIT (%)
fBIR#EAT
RS 12 BEOT v b (1=3~4) I "C- ik T = o X F
WERE (T anvoxkF & LT 4bmg/ke) ZRRAOKE L&
E OMIREDIR BT RIZEGED 0. 2% U FTh -7 ¥,
REZMHBA~DOBIT
HIRE 18 HEDO T v b (F1) (2 MCHERT = vt F IR
BRI (T2t F & LT 4bmg/ke) Z RO E L1- & &,
JRIRFFEHE~OBHEOBITRRD bR, K% 24
ﬁ%fiﬁ&wﬁuTifﬁTbt%
R (in vitroBRBRUSNBEAIZEET—4)
t%ﬁiﬁﬂy~b%ﬁ%tjnﬁmnﬁﬁ(%ﬁ&??@
R L A RNIEEANC L DE) OELY, EMFIZR
Y —ATIEER 4u&05h@m&mmt D, FORIKIC
I3 CYP1A2 J2 TR CYP2D6 S E LTV EEZHNS Y,
FauxtFroFREWIL, 4 FeFy FaonFtF
VA at A KT, M5 FrF Yy 6-2A ¥y T
oxtFr Br7z—h, 5 6-YbERFrXy Tkt
F IAraFAR, 68 Ra¥xy 5-A hFy FaaF
®Fr T aFA RRROLN, WITRbTaaXx kT
UL EN %, BAEZTEREYTH -9,
Hitt BAEANZLZT—%)
FHRORPICT 20Xt F I3E e A EFEET, R5E
D 72. 0% X HM & U TR APICHE S, 18. 5% X3 H ik
&z 9,
EMHEEER WEANICKEZT—4)
AEINZ (T HEE
TNREH I
A BYE (14 1) 18, T=2ax%kEF > (60mg HEFEO
Beh) L7 ARXH I (100mg/ HIKERD#E) 2 0%
5L, AEORYEREE M Lz, 7RIS H I U oftfic
XV, RAIOD Cmax, AUC IZZLEA 2. 41 %, 5. 60 fFDHK,
Tw I3 3 BOIER, MmiEs VT T2 AT TT% DB R B S
n, WERLAEEBEENBD SR O,
RoxtFr
fRER A BYE (1260 12, T2uxkEF > (40mg/H 1 [AIX
wEROEE) LoaxwF o (20mg/H 1 BERERDES)
O GL, REIOEYEEEZFM L, SaxtFro
BFAIC L Y, AHID Cmax, AUCIZZNFH 1.60 fi7, 1.59 F%
DR, Typhd 1. 26 FFOSER, HE27 VT T > AL 37% DI
YRHLR, WTRLABEESRD SN Y,
T rEF VL, EER
e A B (14 ) 12, Tar%kEF L (40mg FAZENENRE
HEHR O 35) & 7 7 FF 2 410mg (W22 g AR N & 5.,
IEMER (GEPERIEA & LT 50g #ZE i@ LRI D& 5) %%
NWENDFRERS L, RHNOIEYERE A TG L7z, AH DRIL

ROFEIZ
ETL,
B 0,

CRIET 7 7 BEF VU OB/ NS o7, IE
Jﬂh$ﬂ@mwAmi%n%n%%&U%%
Ty X 0. 91 fFICHME L, WINbABEENR
HFICRIFTHE

THT 4V

e A BYE (10 6) 12, T2urxkEF > (60mg/H 2 AKX
wkngh) 547409y (774U & LT 250mg

D 30 SRLRREEIRNES) 20FKRS L, 7474 VD
B Z R Lz, T4 7« U MBI A B T
EN Y 0 NCY LS

MEICRIFTEE

S A AW

RN (B8 B, ZME8F) 12, Fa2rnFxtF (60mg/
B2 BIERAO$ES) LuT 8N 2ng/B 2 BISER A5
5) ZOPM&EE L, MAICRITTRE AR L7, KyEhhe
I EAEIES B hro 72 10,

6. EAKEE
EFERAZ MR E LIZHBEE O EEGRBRICBIT S ex
vivo DIMIEE B GREZIE LSRR, 97~99% Th -7z,
FEORITMIET T 2 1 v F VBB ICREET, KE#RGIC
LERITRD N1,
(BRERREE] * ™ ~
TKFBIRFIZ 31T 5 BRI EGE OB IILL F O L B0 Th o7z,
1. 52 - 5DKEE
(1) —EERNITE M LERRER
D% - D DRBOBEEZHLEL LT, KF (FTamXtF
V& LT 40mg XX 60mg), 77 BAR i v T U HEERE
AKF (Na¥tF L LT 20~40mg) % 6 WG Lz
R, TEIMEEECH DIV b2 ) OFFRHE R E (HAM-D17)
GRFEROELEITE 5 LBV THY, AH (40mg KO
60mg PFARE) O T ERICHT HERIENTRIN, F,
ARF) 40mg ¥ & 60mg FE TR SUSBIRILFR D B s o721,
# 5 HAM-D17 GEIFER K OR—=R T A U b D i
HAM-D17 & ¥ AL 3%
gt | 0| o | |7 7§;$%tmﬁmmm
P T | s |
7 7R 145 3.42 37'.20 i85.38 - -
e I T
;:J 60me #f | T4 3.41 ioé?z 122 (3. ;51 7—Oo. o) | 00"
Prede | 147 3.52 ioaia zgf (—3.21 9—30. 55 |0 001"
S vl RS I P
LB (TR Y — R T )
2 e REA EERN R, M, AL, #GAT HAM-D1T AEHREA A A
i, IR E SR 2 A m e & L it
p: AEMEE, " AEAEDHY (p<0.05)
(mean=+S.D.)
(2) REAEHER
D O¥F + I OIRREDBEEEXNRLE LT, AF (T aaFtF

v & LT 40mg X i 60mg) % fe K 62 W& G Lk R, M
MICh o SR BHERF Sz, £, AK 40mg 1D
60mg ~DHEIZ L 0 &8 LSER B3R b 12,

7% 6 HAM-D17 B EFEF R L O — R T A U9 b DO L &
SEAI 1) n HAM-D17 & 35T ki
R—RF( 215 20.9+5. 1 -
6 FEE 187 12.5+5.3 -8.3+5.2
12 3H i 182 10.1+5.2 -10.6+5. 6
24 JHIF 172 8.4+5.3 -12.6+6.5
52 FKE 146 5.5+4.8 -15.6+6. 1

(6)

(mean=+S.D.)



2. WERREBEREICESERE

ZEER TR B AR
BERIGIEARRIRE IS DR OBE ZNR L LT, KA (F
2% tF L LT 40mg XL 60mg) X7 7R % 12 #iH
Beh LR, EEMMEIE CH D 24 R EEKR R
Z a7 HEEOENRIZRTOLEEBY THY, AFH| (40mg
RO 60mg JEAEE) OF T RIS HERMEINRE T,
F 72, AFH| 40mg B & 60mg FECH RIS BIRITERD B i)

Y
# T 24 WP EIEIE R 2 7 lHEE R N —R T A U h>
b DAL E
24 IFR V-V S FEE P
227 WP S
5B P 7T R & Oxt gk
Behi e x| 1em | X7;{r 7 mﬁ# *f b
%3 Bk /ﬁ’b@'ﬁ e i
RS2 | (95%fEmxm | P
5.78 4.38 el
TTRARRE] 117 +1.99 : - -
A +0.18
(167) (150)
5.79 3. 54
-2.41 -0.81
10mg | *+1.23 +1.86 ) - - -
(85) %) +0.21 (-1.18, -0.43)
5.76 3.41
EN -2.53 -0.93
60mg fiE|  +1.17 +1.77 . - S -
il (86) 72 +0. 21 (-1. 30, -0.56)
5.77 3.48
-2.47 -0. 87
PFERE| £1.20 +1.81 <0.0001*
) (145) +0.18 (-1.17, -0.56)

1 EE R GRFIE)

T2 IRAEE TN IS < IR e
PEGRE, BN, £ 5RECBINEE £ B E S, BRI ORI, R
PERFRR S RN, 24 WP T A 2 7 S E D~ —
AT A RIS, PR, BRI R 2 AR L L.

p: AEMER, " AEEHY (p<0.05)

(2) REAEHER
PEIRIGVEAPR R B SR OBE E MR L LT, KAl (57
2% tF L LT 40mg XiE 60mg) %ok 51 #E®E Lz
FER, MSEIRHE T BPD IR EEE (PO~ A
a7 OB RIZESD LBV THY, EHIRICHR Y $#meh
BN S,

F 8BPIKEIEE (PRI A) AT HOR—AT A Vinh

DI &
ST 0 n  |BPISERIERERE CEROmA) 227 | Ak
N—2F A | 258 3.9%1.9 -
8 3 I 245 2.6+1.7 ~1.3+1.4
16 JH I 230 2.4+1.8 ~1.5%1.5
28 I 214 2. 11,7 ~1.8+1.7
50/51 I8! 191 1.8+1.4 -2.2+1.6

VE 1 : 60mg FEI 50 3, 40mg B 51 ¥
(mean=+S.D.)

3. BRMEFBEICHESER

(1) —EERIEfTEM LR
PAETRIE BT 2RI Z L LT, KA (T anFEFr LT
60mg) XIX7T7EAR%E 14 WEES LR, TEFHGFEE
T D BPIEREIELE CFEOA) AT O 14 R
BEIRIOELEBYTHY, FHEENT (BREIRETTVICED
fEMT) (2T, AH 60mg DT T ERITKT HE-MEIIR
SN2 hodz, 728, BIKAENT CTd % LOCF (Last Observation
Carried Forward) JEIZ &V 14 8 KD R JIME % fi5e L 7= 35y
BOHT T, BERICAEBEESRD LR P,

K OBPIEIHEIEL (CEEOIRAR) A a7 RONR—=ZT A )b

DR
BP T3 HUE .
(PHDfiD) *=7] R
7T R L DXL
AT T E NS .
L 22 R PR 27 | mﬁ
S L Bk ANHO| FEME
’ ZALE? | (95%I34 | p i
X )

(1)

BP 14 EhJiE SR
CEHDIRH) AT IR
7T REEE O
S . - s
FEAT T B G ez s 4 /\ 1\7 _ H
54 ik ik L A bO| B
: LT | (95%(5HE | p i
X )
6.13 4.33 158
FEfT 0 | 7T AR £1.35 | +£1.97 +d 93 - -
RERRE (195) (147) -
FrzED 6.05 3.88 oo -0.32
firhT 60 mgff | +1.29 | *+1.84 +d 9 (-0. 70, 0. 0988
(191) (163) - 0. 06)
6.13 4. 55
| FTRRE| +1.35 iZ?ZZ cl.22 - -
BV IRHT - (195) (195) +0.26
ST HT 10 19
6.05 4.13 . -0.38
(LOCF) . -1.60
60 mg i | +1.29 | *+1.94 ) (-0. 74, | 0.0408*
+0. 26
(191) (191) -0.02)

L PRE R A GHEEIE)

VE 2 ARRAT T IS < AT s
LRARE T M L D7) BebiE, FHIERER, 158 & SRR
DORZHEAERZBEEDE, N—RT A4 0O BPIJLREIERE (KON
%), KO ORHEREE OO DA A AR LT,

[BeoWotr] BGHEZBEEDHE, ~—RT A O BPI-JLNREiEE
CPEIORZ), KD SRS AP OA A AR L LTz,

p: HEMR, *: AEEHY (p<0.05)

(2) REAEHER
PRHEFTRIERE 2R L LT, AFl FagXxtFr &L T
60mg) % 50 MEME G L7-AER, BPI-KWMEEE (CFHO%E
F) AT OELEEFFR 10 0LBYTHY, EHMICH
D B HERF S 19,

7% 10 BPIKEIEE (PO A) AT RRR—RF 1 )
b DO E

Pl R 401 n_ |BPIPHENERE CPHORH) A7 |  JHbh:
N—2FA | 148 4.54+1.99 -

8 Ik 148 3.50+2.01 -1.04%1.56

16 1k 146 3.45%2.17 -1.09%1. 77

28 JHikf 134 3.32+2.10 -1.1941.59

50 IR 115 3.27+2.34 -1.31+1.70

(mean=+S.D.)

4. BHEEEEICHESER

(1) ZEERAITHMLERER
AT 1A FHEHIRIETE (NSAIDs) DRI AR 445 72 18 HENE
JIERF AR LE LT, KAl (Fam¥kEF L LT 60mg)
XIXT TR E 14 EEES LR, EEmEETHD
BPI-EJR EAEE CEBOA) A7 O 14 WAL RIEER
11 OLBYTHY, KAl 60mg #FEOT T BRI 5 EHNE
WRENTE,

# 11 BPIREIEE CEYORHR) AT KOR—RA T A 2 h
b DOELE

BP T4 BRI [ Sl
CEHDRH) 22T b
T s | <A 77 AR E ORI
S5 (L ;);n 1 . \/7)’5@% TER 2= i
LR | (950 fEmxn | P
5.09 3.16 196
TTRARRE| £1.04 +1.78 +o”11 - -
(226) (200) e
5. 14 2.73
-2.43 -0.46
60mg i +1.11 +1.69 0. 0026*
(230) (209) +0.11 | (-0.77, -0.16)
1 EE RS GEmEIE0

2 IRAIE T /T ES TRl R s
Be 5 RE, LR, B h R S BRSO R EAE M & BE R, N—
AT A O BPIERIEEE (EHORAH) AR E Lz,

p: HEMRE, * : AEEHY (p<0.05)

(2) REABRERER
1P AE B At & LT, AKl (FandtFrr LT
60mg) %A 50 WG L=k, BPILMEIEE (B
D) Aa7 OFELRIFE 12 LBV THY, EHRHIC




bz 0 B IHERE S P,
# 12 BPIRRHEAEE (CEHOAR) A3 T JN—AT A p
b OELE

ST 0 n  |BPIKJRIERERE (EBIORA) Aa7 | Eibh:
~—274 | 150 3.8941.55 -
8 jH I 142 2.35+1.72 -1.56+1. 58
16 JH 140 2.17+1.71 -1.76+1.78
28 I 137 1.95+1.54 -2.01+1.76
50 3 121 1.59=+1.50 -2.26+1.63

(mean=+S.D.)

5. ZEMMEEEEECH S KR

(1) ZEE%ih 7B L8R
ABRBALGERTO 3 » AR CTHIC 14 BLAEORA 2 AT D%
HERERBEEERE 235 L LT, Af FavxtFo
L LT60mg) Xix7 7 A% 14 lMEEE LEESR, T
fi$EHEECH 5 BPI-Vh EIE/E CEEHOfRA) A7 O 14
RELEEFE 13O LEBY THY, KAl 60mg FEDOT T EARIC
%9 B EEREA R St Y,

# 13 BPIIR ESEE CEYORAH) A a7 RN —RTF A U h
b DA B

BP T4 BRI [ SR
CE¥O%iA) 22T b
- ‘ | anm g [T TR O
W= | Beh1aE |
S (L Bk /7J>b@2§ e &
L& | (950 fEamxn | F
o 5. 06 3. 14 180
7T EARE| £0.98 +1.70 e - -
X +0. 12
(176) (161)
5.03 2.44
-2.57 -0.77
60mg i +0. 96 +1.54 <0.0001*
Lo 1 _ _
) (160) +0.12 | (-1.11, -0.43)

P AR E GREEIE)

2 BABRTT WIS B fE AR s
B b5 RE, B, B bR & BRSO RS AR A B E R, S
AT A O BPI-EIRESEE (EHORAH) wAERL Lz,

p: HEMSE, * : FEEHY (p<0.05)

(2) REALERER
ABRBALAETD 3 » AR THIC 14 B LD EE T DR
PEZETEMENERIEIER B 2R E LT, &Kl (T avoXtF v
& LT 60mg) % fir K 50 SIS L7 fE 5%, BTV e fE
CEHORA) AaT7 OEREE 4 LBV THY,
WIS b7 Y SRR DHERF S iz 20,

# 14 BPIIHEIEE CEYORA) AT ROR—RAT AV h
b OELE

FFAMG 31 n_ |BPIEJRIEERE (EHORA) AT b
N—=2AF5A4v | 93 3.04+1.76 -

8 IR 91 1.80+1.33 -1.25+1.35
16 J 88 1.59+1.34 -1.44+1.38
28 I 87 1.43+1.24 -1.63+1.42
50 JHE F 81 1.52+1.54 -1.53+1.41

(mean=+S.D.)

[FEEE]

1. EIEH%ER

(1) T v FEREDKIKRER I B\ TIEBTEIE K £ 8 S8 7= 2,

(2) 7 v FoEREERER LI,

() 7 v MRREEMEENET L (BEMREHS R RET VL)
L5/L6 THIMRHELEET V) DRFOMOERET L (T v
MR~ U IR ET IV, ~ U AT A Vv TR, T v
FAZF= R RT y NI TV A 2 BRI T 0
F 4 =T ETN) PITBWTHEIRIER 2R LTz,

2. {ER%RF

(1) Z > MURTEH® 2 WIIMAO e b= K OBR TFEHO
JNT R F U O iAnrzIIZHE LR, (in vitro,
ex vivd e Y in vive®)

(2) 7 v MATBREREIZB T 2 Mtz e =K/ LT K

LU R E TN &2 %, (in vivo)

Q) A FEMRAZED B RIS T B A REEE L OE )
T3 VR IEER P, ke h=r KOV LT KL
U HLY IARBRETEME 2 B8 o 72, (in vitro)

(Bxhs B 53EEZrIA R ]

— AT T 2 n X T MR (JAN)

Duloxetine Hydrochloride
(+) = (S) ~¥Methyl-3- (1-naphthyloxy) -3- (2-thienyl)
propylamine monohydrochloride
5312 1 CyglgNOS « HC1
5y F: ;333,88
b

b4

N _CH; *HCI
\ E
PEIR - BEOMRXITHTH 5,
AB )=V RUT D AF IV ALERF Y RIZETROTL, =4
7=k (99.5) IZRREITRT L, KIZRRETIT W,
Al 165°C

(&RBEM]

IS ) R 2 G 2 RE O b, WU ERT DL,

(B%]
YA LV E 7RIV 20mg L 500 L
PTP100 7 7" )L (10 7 7" )L X 10),
PTP500 %1 7t )L (10 51 7 &L X 50)
YA VR T 7L 30mg ;I 500 v
PTP100 7 7*& /L (10 51 7 & L X 10)

(EZEX#E] "~

1) SBPEIED B RERIERE, 2009, 12, 1411

2) EEIALIE - ERARREEEEE, 2009, 12, 1439

3) EEHLLIE - ERARREEEEE, 2009, 12, 1455

4) REARHER : ERAREMEEEE, 2009, 12, 1483

5) EfEILLIE ¢ ERARREEEEE, 2009, 12, 1427

6) tENEE (BHRICRT 2Ky EE)

7) FHRYEHENED ¢ ERAAEEEEL, 2009, 12, 1499

8) tNER (T v MBI DR - IR IBBATHE)

9) tENEE (7 2 ex T OBRMLANRBHCBE 532 CYP o+
T o [F] )

10) FENERE (BER 2381 2 SR H A1 A k)

11) A FOBEEZ 132 « BRIRFSAPZEEE, 2009, 12, 1613

12) A B - BRACRSHRIEEE, 2009, 12, 1579

13) Yasuda, H. et al. : J.Diabetes Investig., 2011,2(2), 132

14) Yasuda, H. et al. : J. Diabetes Investig., 2015(doi:10. 1111/
jdi. 12361)

15) Murakami, M. et al. : Arthritis Res Ther, 2015, 17, 224

16) F:PNERE (RRMERR JRE & k52 & U 7= [ N 5 ARG = 1 % -
BR)

17) AR (BRI & 55 & LI ENE AT 7 2 R %t R
R)

18) *ENE R (I8 PERESAAE & et G2 & U 7= [E NS AR ke = 3 P 5
)

19) tENEEL (ZETEPEBIEIE 2 x5 & L7 [ENEH Y 7 & AR %t
HREAER)

20) tENERE (R BIEIE & % e & L 7= [E P9 5 TAR A fGE 12 101 5
555

21) HNEE (T v MR D805 21EM)




22) tENERL (PR FEEMEEREN T T VBT D50 R)
23) *ENERE (F O BT T T 5 E0F)
24) tEWNEEL (in vitro Y ex vivo lIZBIFTHE /T I HLD
IAZBHEVER)
25) fEEE (T v NERN= T RIZBIT AT 7 I UE AL
EW N 7in vitrolZHB T HE 7 I U ELEERIAEEM)
26) tENERE (PHIIASNE 2 7 X R EEEEINER)

27) tEPNE R (I PN & FEAP IR AR S AT 3T 5 R SRR BR)
[mkEER ]
THECERICEHOENERHC D& F LT FRRIC TR 2 &

AN

AARA—F4 ) ) —HRa4 EIERERBAEEN
T651-0086 MM RXE @7 TH1IES 5
G 0120-360-605 (E#EEAMRE 1))

AT 0 A ~4x 8:45~17:30

www. lillyanswers. jp

IR RIS EIEERE ¥ —
T 541-0045 KPR H R XIEMENT 3 TH 1 %85
TE&E 0120-956-734

AR5E
BERA—541) ) —#%KE

651-0086 #HEMPRRELEETTE1ESS

all

SLERTETT
EHEAERA S
541-0045  KIEARAREEA3TE | &85

all

YA L Z RN Cymbal ta®lF, KEA—F AV U — -
TR B — DX T,

CYMELJ 12

9)



HA NJLR A T 20mg, [E 30mg
— ERERTEICESIER —

=188

(8) ARFIXE (F) DERERM

gobbobooooobobobooooobbboooon
gboobooboobooboobuooboobon

BHEERRERIAIMT


s13744
テキストボックス
添付文書（案）は審査段階のものであるため，最新の添付文書を参照すること．（新薬承認情報提供時に追記）
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WAV o 1.8 HANE (F) DRERM

1.8 HIXE (F) OFRTERN
1.8.1 #hEE - SRRV ZDETERN
1.8.1.1 %hEE - IR
AELENT 57 2 v XEF O%he - 2% (R) 2L FIIRT.

TRLEE BRI O

2T B EIE
(TSR - ARsEm)

1.8.1.2 #hEE - R DEFRERM

7 2 7% 1%, Serotonin Noradrenaline Reuptake Inhibitor (SNRI) (24338 XL ALAW Th
D, WL OFREO TATHEEIR IR &/ L CNERPEOIESF IR IC B 5T 28 r F= KDY
VT RUF Y U OFRYIALZAET S Z LICED, TIPHEERMEIREZIEELL, $#5HE2
REeblebT EBEZLNTWD., WHTIE, BEMHEEERE 2R E L7 7 & A GEER
(HMEP, HMFG &), I NS MR AE B H 2 %5 & L7277 B ARk EER (HMEO, HMEN,
HMGC 35R) M Okfi =% 57088 (HMEN-Ex i{BR) OfEE [1,2,3,4] 206, T andxkvF o
DTN OV S, SE TR ERTE, & 2 \WOIXEREIE & OB EREEIEIC
£ 2 BRI )T SIS A UG LT D

ENTIE, BMERBEEERE 2 X512, 777 A REE (V9731 5ER) &Uw’%ﬁﬁzﬂ;ﬁj&‘@
ABR (V9732 iRBR) @ 2 ikBRA EN L7z, 77 BRI HRBR T, FEMATO MMRM fi#HT 12
% BPIIFEHAEE (CFEORA) O 14 BRE(b R FGHEEHEAERERE) X, TandtF o
60 mg QD B¥T-2.57+0.12, 7 IR T-1.80+0.12 TH YV, Ta2uaFtvF L HOT T REEIC
KT D EEE D R X7z (p<0.0001) (37 1.8.1-1 &), R, FEaBl, RER], FHRHIE6I,
NSAIDs |2 & 2 HHARE DA EEDONTILOH LTS, 7 2n Xt F o BPI &R R
CEH ORI 137 7 B R el L CHEICSREL, SERENKE < B D ENIT A
Motz [2.5.4.6 BHR]. ENMkeE IR 535 ClE, BPUEREIEE (CEHORA) 1%, FIEGFHE
IKF (2 1) 205 50 W E TOTXTORERER T, Mk W8 G BRBAMAN & i L THEICK
BL, BRDROFVIHEGEINT (R 1.8.1-2 ).

# 1.8.1-1 MMRM f#ATIZ & % BPIEIREAEE (DR A) O 14 BEFE(LE (V9731 k)

S Beh- 14 R A& TR E DL
BHRE s S E % S FRECESE  FRESESE O i
(R Z) (FEERAE) (EERE) [95% 15 FE X [H] P
7SR 176  5.06(0.98) 161  3.14(1.70)  -1.80(0.12)
60 mg QD 177  5.03(0.96) 160 2.44(1.54) -257(0.12) -0.77[-1.11,-0.43]  <0.0001
MMRM FEHT.

BEZNE B GHE, FHMREA, & 50 & MRS O BAEA.
R R—2 T 1 .

RSO A © unstructured.

Hidf : 5.3.5.1-01 Table14.2.1.1.1



WAV o 1.8 HANE (F) DRERM

# 1.8.1-2 KMl RO BPUKIREIELE (CEEIORA) OZ2 i (V9732 #lR)

i BLANE - ‘ f&k% )

! BilEK P (EMERE) O (RS 95%IE XA
0 (153#) 93 3.04 (1.76) - -

23 (17 ) 93 2.38 (1.50) -0.67 (1.17) [-0.91,-0.43]
438 (19 ) 92 2.01(1.45) -1.04 (1.27) [-1.31,-0.78]
8 (23 i) 91 1.80(1.33) -1.25(1.35) [-1.53,-0.97]
1238 (27 i) 90 1.77 (1.41) -1.27 (1.33) [-1.55,-0.99]
1638 (31 i) 88 1.59 (1.34) -1.44 (1.38) [-1.74,-1.15]
2038 (35 i) 87 1.59 (1.35) -1.47 (1.31) [-1.75,-1.19]
2438 (39 i) 87 1.49 (1.29) -1.56 (1.40) [-1.86,-1.27]
2838 (43 i) 87 1.43 (1.24) -1.63 (1.42) [-1.93,-1.33]
3238 (47 ) 86 1.50 (1.27) -1.53 (1.44) [-1.84,-1.23]
363 (51 ) 86 1.56 (1.37) -1.48 (1.36) [-1.77,-1.18]
4038 (55 i) 86 1.58 (1.43) -1.45(1.41) [-1.76, -1.15]
4438 (59 i) 85 1.55(1.37) -1.49 (1.37) [-1.79, -1.20]
48 38 (63 i) 83 1.49 (1.38) -1.57 (1.38) [-1.87,-1.26]
50 3 (65 ) 81 1.52 (1.54) -1.53 (1.41) [-1.84,-1.22]
S SRS 93 1.60 (1.60) -1.44 (1.43) [-1.73,-1.15]

Al ¥ 53 BRBAIARE (Visit8) 2 _X— AT A & LT,
a () PIEEATRBRBHLARED & OFHliE R 2R T

bt AT X DTl

Hidf : 5.3.5.2-02 Table 14.2.6

UbDEBY, ZRMEEERE T 27 2 vt F U OBERDRDHER SN2 &b,
AHNDRNGE « hR%, RVERAEVEICHE S ML Liz.



WAV o 1.8 HANE (F) DRERM

1.8.2 & - AERUZ DRTERH
1821 Bi% - B=
EIAEBAREICHE O IR A e - IR e LT =Xk T oL - HE (8B) 2L TIIRL
7.

WE, AT B LRERE, TanodF e LT60 mg afkn&545. %5131 H
20mg L VBHREL, 1 AR EORIMEEZ257C1 BAELE LT20mg T oM ET 5.

1.8.2.2 A% - REDRERML
18221 BERE

EWNT 7 AR REER (V9731 i) T, TanXtFr UI7 78R % 15 M (REY
14580, Wi 1 EE) %5 L, FaodtF 60 mg DL EE BE S0 5 BRMEKL
OLZEMETM L. ZOREE, 1812 (RLZERY, FEFHMBEA T 5 BPIKH BEiEE
CEEDIEH) O MMRM i#HTC, 7 2 1 X F U RED 7 T B RBEC 6§ D EEE S GEE S -,
F7o, BIKEHIEE TIE, T XToORmFMEE, BPIHEREREES OFEORIHE, PGl &EE,
CGI HEJEME, QOL iHlifstEd WOMAC At A a7 L&Y 7 A r—/L 227, EQ-5D T, T =
0 XtEF 60 mghED 7 7 BRI T A A BERUENRD LI, SF-36 THLYHHAFSHA [&
KHRE, BFEBIBEEE (), ROEA, DRI, B EAEERE ()] C7FarXxtk
F 60 mg BED 7T B AR 2 A B RUGEDRO bive [2.54.5.1(2) ZH].

LEMETIE, AEFSHEHERL, Taax%EF 2 60 mg QD BT 67.4% (120/178 #i), 77 &
REET 55.7% (98/176 f5il) TH Y, HHEN 2% U ELOFEREGOH L, 7T BARREE LT
T anrFd T 60mg QD HETHEENAEIZE - o AFERIL, IR, (55, 1, FEo,
BRI, BHEGER, M7 7=0T ) F AT 27 —BHINTH-o72 (3 1.82-1 ).
Tanur¥tEF 60 mg QD FHOAEFGOL IHBE X THEE T, [E XTI LTEBY,
LEVEICRRE T REMEITRD Do 72 [2.5.53.1 ],

F 1.82-1 HEFEG BBE2%LL L) ORBMEE (V9731 55R)

BRI R 5746 (SOC) 77 'R 60 mg QD

HAEE (PT) N=176 N=178 p it
B (%) R B (%) 5
RN 98 (55.7) 170 120 (67.4) 272 0.0287
T I 14 (8.0) 16 50 (28.1) 69 <0.0001
fE 3(1.7) 3 19 (10.7) 20 0.0006
L 1 (0.6) 1 18 (10.1) 21 <0.0001
il 1 (0.6) 1 6 (3.4) 7 0.1213
AN PR 42.3) 4 2 (1.1) 2 0.4471
—i% - REFEER L O G OREE 6 (3.4) 6 30 (16.9) 33 <0.0001
(mpi) 3(1.7) 3 19 (10.7) 19 0.0006
PR 2(1.1) 2 12 (6.7) 12 0.0113
JEYYE 3 K OVF 4 UE 40 (22.7) 46 37 (20.8) 38 0.7000
LD 28 (15.9) 30 27 (15.2) 27 0.8841




WAV o 1.8 HANE (F) DRERM

BRI R 5746 (SOC) AV AN 60 mg QD

HAEE (PT) N=176 N=178 p it
B (%) R B (%) R
BE, PHERIOLESIHE 10 (5.7) 12 17 (9.6) 18 0.2293
A5 7 (4.0) 7 9(5.1) 10 0.7991
RRIR A% A 10 (5.7) 12 14 (7.9) 21 0.5269
TI=UT ) NTUAT =T —EHN 1 (0.6) 1 8 (4.5) 8 0.0367
T ARG XUEET X ) N T AT 27— 1 (0.6) 1 7(3.9) 7 0.0673
R KOsk EE 1 (0.6) 1 10 (5.6) 10 0.0105
Bl Bl 1 (0.6) 1 9(5.1) 9 0.0198
B R d KOS Rk 26 (14.8) 32 12 (6.7) 12 0.0163
R 8 (4.5) 10 1 (0.6) 1 0.0195
PRRR R 19 (10.8) 26 28 (15.7) 33 0.2102
AR 6 (3.4) 6 24 (13.5) 24 0.0009
BV 5(2.8) 11 1 (0.6) 1 0.1203

a Fisher's exact test
H : 5.3.5.1-01 Table 14.3.1.2

EN 77 & A laRI ke < EN kTR & 53R (V9732 &BR) TiE, TaedkEF o
60 mg % 52 ] (AW 50 M, WRd 2 @) #5 L, SRIEBETE R TR 2 B S
BF DLV O MEZ G L7z, ZORE, 1812 (/R L7zEBY, BPI KFEEE (Y
DI 1, PIERHEE 2 #) 205 50 B E TOTNTOFMEREA T, Mkt 588
Rf & i U CHEICEGE L, SRRIIEMICOIE D FiT 5 Z LR S L.

LA T, AEFERREHRIL, 91.4% (8593 ) TH Y, FHRMN 5% EOFEFHSLIT,
fERL, SUADEZE, IR, D8, #E, ®ifE, e, KER, WEE, FEttoEun,
KO Ch o7 (£ 1.8222 2). BELIAEFEFLOL I PBREIFEE TH o, F
7o, BEIBGICEVERR ERBEE 25 X5 Wi A EFRORBLCAFEFERRBE I RO
72, BEMEGRFOLZ MR T XEMEITEO b o7 [2.553.1 ]

F 1822 HEHES IR 2%U L) OFBHEE (V9732 ER)

SE RIS H (SOC) 60;;1% SD
RAGE (PT) s © "
(%) 5
RN 85(91.4) 313
M 30 (32.3) 38
fE 18 (19.4) 20
L 4 (4.3) 5
mEEA 2(22) 2
—i% - REFEER L OGO 14 (15.1) 15
8 11 (11.8) 11
PR 2(2.2) 2
KA RERR 2(22) 2
JEYYE 3 K OVF 4 UE 34 (36.6) 61
SHEE % 15 (16.1) 21
Rk 5(5.4) 6
ERIN]oRZ 4 (4.3) 4
NHZEZE 4 (4.3) 4
F e~ L~ 2 3(3.2) 3
e 2(2.2) 3




WAV o 1.8 HANE (F) DRERM

SRERIKSYH (SOC) 00 me 2D
AR (PT) BI% (%) P
NEBIE 2(2.2) 2
il e S 2(22) 2

BE, PER L OWE S OHE 26 (28.0) 35
P 8 (8.6) 11
iR 6 (6.5) 6
RE 2(22) 2
LSl 2(2.2) 2
B 2(22) 2

RRIR A% A 12 (12.9) 17
7Y a~E T a e 2(2.2) 2
PR H i B 2(2.2) 2

R KOsk EE 5(5.4) 5
il 2(22) 2

B R d KOS Rk 27 (29.0) 43
R 5(5.4) 5
fiREsE 4 (4.3) 4
BT HESE 4 (4.3) 5
MBS A PR ANE 3(3.2) 3
HEFRIHZE 3(3.2) 4
B 2(2.2) 2
b EME 2SR R 2(22) 2
25 TN BAETE 2(2.2) 3
B HERIE 2(22) 2
B &iJE PR 2% 2(2.2) 2

PRRR R 30 (32.3) 31
AR 12 (12.9) 12
FEIED E W 5(5.4) 5
A B AR 3(3.2) 3
SR 2(2.2) 2
JRTE SR 2(2.2) 2

R 3(3.2) 4
RHRE 2(22) 2

BB L ORI REE 5(5.4) 7
BEIR 2(2.2) 2

MR, HERES J OVHERR IR 13 (14.0) 18
A 5(5.4) 5
B . 4 (4.3) 6
FRGEDORNE 4 (4.3) 4
T LR — R 2(2.2) 2

G KO Tk 16 (17.2) 17
T2 3(3.2) 3
O PENE 3(3.2) 3
FLBE 2(22) 2
BT H . 2(2.2) 2
EZARIE 2(2.2) 2

k=g 9 (9.7) 10
& I 7(1.5) 7

H : 5.3.5.2-02 Table 14.3.1.2
PEoLtBy, ENERRBEOEENS, T2u%EF 1 H 1R 60 mg #5128 - TEE
PERIEIE A IR OUGEN RO Hiv, ML - HE&SEANOFEH T, 28tk AR KE
RREITERD b o T2, Lei > T, BHARNDOEMEIEEERF (233 2 8% H &% 60 mg
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e L.

72, MBS TTIE, BIMEBIEERE xS & U iEst 7T 2 AR R IR ER 2 B (HMEP, HMFG
ARER) OEEFHMIIEE O BT, T2 X% F L 60/120 mg QD FED 7T v REHHT DA
BRUGEDPHEO LTS, ZoOfRE, EBYERRIERE Z x5 L Lo 7 7 2 A kR
3 @B (HMEO, HMEN, HMGC i) Kk OVEsMikisx G308k (HMEN-Ex i#BR) O#5R [1,2,3,
4] ZHDE T, KETEBMEFG SR, & 25 WISEEE &L ORI EE ISR O B m k9
BiEIGAE & L, W& 60 mg THARR STV D.
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1.8.2.2.2 MHRERVHIESE

I OW - ) DIRREDBEE XSG L LI EWNERFER (A2027, A203C k) OFER D, 20 mg
DO EZBRMG LIZ5A, 40 mg XL 60 mg 5 #5286 L7 & el U C, #5E1A% 1
W OAEFEEGIZ LT IEREMELS, PIMIHEEZ 20 mg &5 2 LICL D ARENSET S L
EZT (DO « 9 OWREBORIENEARFFHERSR). Lo T, ENBEAROmEIGNE T
X, PIHIHEZ 20mg & LTW5D.

FRORRERE 2, BRMMEAEIERE 2R L LIZENERRRTYH, PIHHEEZ 20 mg
LT TORER, ENT T B RLHERER (V9731 BR) TiE, #58B% | EBOAERERIC
XoHIERE, T2rFxEF 2 60mg QD FET 1.7% (3/178 i), 7 Z & AREET 0% (0/176 f5i) T
HY, T anXeFURE T TR LEOMICKERETRD NPT (F 1.8.2-3 ).

# 1.82-3 LEHIGE | BREOAEFZHEBUC L 2913 (V9731 ER)
BB 1R

Be 7 TR [ NN TRy
7SR TSR 176 0 32 (18.2%)
60 mg QD 20 mg (1 i@ﬁ?ﬁ) 178 3 (1.7%) 56 (31.5%)

Hi# . CTD FfiENT 3% 2.7.3-02

F7o, EWNERRRER T, MIHHE20mg 2 1 &S L7, Z &1 20 mg 772 60 mg
ifﬁ%bt.%@%%,lW77t$ﬁ%ﬁﬁ(®Blﬁ%)fi,MMMA%WKiéBH
KR EIEE (DR A) OZALET, PIEEHRE 2 #) 22067 2 rXtF U EHOT 7 ik
IZXT DA ERUEN DI, HHHZOECH) SRR MR Sz [2.5.4.5.1 (1) 2.

PLEXY, UIHESL LT20mg 2 1 ARG L, £O%IE 1AL EORMFE %2215 T 20 mg
POMIHET 5 = Ly Lol L7

1.8.2.2.3 &5

EFMEREHEIE BT 2 x5 & LEEENT 7 B ARXHEER (V9731 3 R) CI, 7 2nxteF %
1 B 1 EEIEBICRE LA, 18221 ICRLEERBY, FaunbFrorI Rk
THREERBERDRP R SNz, Fiz, ENKREEGRER (V97323 Bh) TH, T2rF
tF a1 B EERERICEEG L.

81 MR CIE, RERMRORFEORBLRE LIZFER, RERMPEDEIESL S
PEICRIETREBIINES L, "M ATRA TEY T A ICRIETARFORBORE L/ NS N LR
TRIEE T (90« ) DIRIED RLENGEAGRHFEE R 2.7.1.2.1.5, 2.7.1.2.4.1, 2.7.1.242, &
W2.7.222.6 ). 728, OGN T TOEBMERBEEIIERE 2 x5 & U ENEGRRBR K
FEITF LTV,

LLEX Y, BEAROBEIGE & RIS, BRRBRCOREICESE, kLTl A 1 EFHA
BB EOREERITD Z &#ﬁé&#ﬁbt



YA nNILEhTEL

1.8 B XE () DEERML

1.8.3 FRALDIE () RUZDRERM

AFN O EOVEF () 13 TR ERE G IRASCE O RLHEEHIC OV T

CEIEE 606 =,

L 59 45, FEK 9 A 4 A 25 AAT) ROTERR M ESRK S O EoEEREEEIC OV T

T 607 &, R 944 H 25 HED)

(CHEIL L, ASHI D FERRIR M ORI BRI S 25D & RE L

7o, 7k, BUERGEKRFH AT ARFHE CThH D0, BREAET LEFT (TR DB
L, BHAZZELRWREANT IR l) &Lk

M EOER () OLfiNg A EARHL
[%%(&@*%Fﬁ%%btm:t)] P
<HEXIIHRICEET HERALDEE

- BRI E IS AE D R XU ZETE M BAEAE (A © IR I A
. BT DM EEHE & 2 B (TR MERE R AE U3 AT BB E
k%ﬁént%% (ZDF, KFRDORGEEET D&,
- EIYEBEEE ISP S IEIC V555, 3 w AL RKEA R
THEEDHR, KROBRGEZEETDHZ L,

6. FIRIZK L TAAIZRET 25613, BHRSE, BRdEX,
HOE, BOBRMESORMIEROREHRY 27 2FE L, AHlOkE
DAz HEICHB 5 Z &,

(9]

I TN BIEIE OO R2 W 73 6 812 52
s oLk o, HEEME L.

AHFNOIREXI G & 72 D FBE D
UNEIREND Lo, HEEME
L.

<RZERUVRAEICEEY 2ERALDIEE> AL
(EFRLDEE]
1. BERES (ROBEICKEEIERETSHIL) AL

2. EERQEKRNEE

(10) 1B PERESREIZFE 5 R, ZERIEBIRIE I Z 0 5 IR D&
AFNZ X DB BITERFE TR SHERIETH D Z &
DD, JEIE DR D S IUEE OIFH 2 0 TITV, Kk
BEUANDORIEGBET 52 L, £, BEOWRELZ I
BRL, AR zEBRERG LN L,

IR TN BIEIE O TR¥R 3 6 812 52
fishad ko, EERELZ.

3. HEEH

AL

4. Bl{ER

D3 DR - D DIKEE
Emﬁﬁﬁﬁmxwfgiéﬁﬂﬁﬁ%W7ﬁwwlﬁwm(%
AR A8 2 &) 13663 6 (90.2%) (B bz,
b O, B 269 B (36.6%), AR 228 1 (31.0%), 78 168
Bl (22.9%), BEJE 154 61 (21.0%), 1EFA 102 61 (13.9%), K87
Bl (11.8%), HFEV 80 ] (10.9%), ~VU 7 Uk KEH 56 )
(7.6%), FEELHE 52 61 (7.1%), ALT (GPT) L& 51 651 (6.9%),
iR 50 %l (6.8%), F&EUE 45 B (6.1%), AST (GOT) L5 38 4

[E N R BR TRl B - BIME
OB >\ Catdk L.
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fEH FOEE () OFL#ENE B TEARHL
(5.2%), BAKBEE 38 B (52%) Th-otz, (KBE)
HERAEREESICEHE S &R
EWNERRBRICB VT, 24t &mﬁ%msmﬁﬁa@W%(m
KA A8 2 &) 13374 61 (73.8%) IZFRH BTz,
72 b OLE, IR 106 B (20.9%), HL 85 1] (16.8%), @mw;ﬂ‘ 50
B (9.9%), 1EFE 49 1] (9.7%), HEV 42 fi (8.3%), PRI 34
Bl (6.7%), 118 31 f5] (6.1%), FJF 29 i (5.7%), T 24 {5
(4.7%), ALT (GPT) L5 24§ (4.7%), AST (GOT) L5 23 #i
(4.5%), WarE 21 61 (4.1%), y-GTP L5 18 i (3.6%), Al-P L5
17 1 (3.4%) TH o7z, (KBE)
TR IRIE (2 S &R
EW%%ﬁﬁmﬁwfxﬁgﬁﬂﬁﬁ%W2&@¢lWW%(%
PR R A8 25 Te) 13183 # (69.1%) (23D bz,
72H O, BHR 69 1 (26.0%), L 55451 (20.8%), {EFL 42
(15.8%), 178 17 6 (6.4%), HFE 171 (6.4%), P 15 31
(5.7%), BAIHEE 15 6] (5.7%), REIE 11 61 (4.2%), 5EJE 10
B (3.8%), AR 10 % (3.8%), MEEJE 8 il (3.0%), T 8 fil
(3.0%) Th-oTz, (KBHEF)
1S HEIERAEIZE S &RE
EW%%ﬁﬁmﬁwTﬁiéﬁﬂﬁﬁ%WBMﬁqlWW%(%
AR R A E 2 5T) 1% 175 61 (50.9%) 2B BT,
7ebOIx, EIR 69 1 (20.1%), L35 61 (10.2%), {HFS 34 15
(9.9%), Ve 20 Bl (5.8%), MEEBAPLEL 14 61 (4.1%), FAKBEGR
13 5] (3.8%) TH oz, (KiBIF)
ER MBI ETAE (S S R TE
[N B PRERBR I 35V T, 2 RRA R 51 228 511, FIMEA (B
ERAE R A2 ETe) 1T 113 #] (49.6%) (238D bz,
Teboid, MR 33 F (14.5%), #8301 (13.2%), A%
29 Bl (12.7%), 021 B (9.2%), HEERE 13 il (5.7%), &
BRIBGE 9 5l (3.9%) Tho7-, KFREF)
(1) EXGEIER ML
(2) ZnithoEIfERA

RO LD REWERD S 5o HaIciy, LEISCT, B, | ENERKRER TR0 S zfmlfE
IS H T % 72 & O G e L& 247 5 &, RiZonWCidm G, AR
A fREEAFHE L7z, HEICOWNT
@g S%EAE | 1~5%A 1%A]if BRI ||y BERGR o E N EERRERER T
B EYE" Eit ) AR E
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A FEARAL

fEH FOEE () OFL#ENE
£, ERP 2%, JER@
BURIS, M
EiFE K
S & 2%
P K IFTYH,
BEER #, mIE O
K, IR
AR, BH | RIR, 5< | HW, Bl | B, 24—
i, OE | bA, LU | & AoEd, | FALR
U B, IRER, | EEOOEEE, | W, IR,
WS SRS BEE MR s 2,
w, A2, B hELy, K
Kt WE (EEY | R4, K
H e, HEAS | BM, &
F—o b7 BITIRE,
2, HEAREHR, | B OREE
PR, 85 | TR IEAR
JETE, MRS, | ARSEMREE
i
B, & | EEE, & ANZE, B NHSASS, N
BRIHEE, M, REEREEE | R, BB, | MEESR, N0
HIvas a8, fH | K, IEEAPE | MEEEA PR B, WETE
B, TR | R, THER = BAEE
B, B& ESPNIES
Hug TIFRERE S, | WO, RN
R MREzig T, | B
HJw
gk, MR, | 2P
v HLE -5 E, bR
PR, Rpk
AST (GOT)
E&H, ALT
(GPT) L5,
v-GTP L&,
Ji ik “ey e
v 5., AP
5, LDH k
=
~ES ey | BEHim
B, FRMER | (B
% B, ~~ b | i, B
7 U M M4, A
b, S Bk b
s e, BAE | miEREE
i ;JF% . .
N 0, i
Bl SR R PEHERE R 2R, PR
(AR, 5 | WIER,
FEBEE, Fhitt | B
PR, BER
WAPR SR - fEE i
G P b=
5., BUN L
5, SR, R
R7LT
/7 VT T =

ERAEBEEIERE 2RI 5 L Lz
] PN G R 5 R 0D R R 5 2
LEH L.
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A FEARAL

VHESR, R
B
S, Y | fmth U | B ERE
7%V R | B KT, &7
&, = NURZRN!
rem AT a—)L iE, LR
i k&, RPE HUE, &7
7 FIR 05y FL
MffE, e
RN
=
FEIF, (KE | R, S,
A, IREHE | BV, PR
ot i, CK (CPK) | 5, JfyE, #
k5 T, &k
H BRI GE I EE2HIET5 2 &,
M1 HREHRIE UM B WO TS STV B RIVER O 72 5 BEEE A
5 2E~DERE ALY
6. iR, Eiw RIIBF~OKRE AL
7. INREADERE AL
8. BEKRSE ALY
9. BRLMOIFE AL
10. ZDHDEE AL
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1.8.4 &M

1. Skljarevski V, Ossanna M, Liu-Seifert H, et al. A double-blind, randomized trial of duloxetine
versus placebo in the management of chronic low back pain. Eur J Neurol 2009; 16 (9): 1041-8.

2. Skljarevski V, Desaiah D, Liu-Seifert H, et al. Efficacy and safety of duloxetine in patients with
chronic low back pain. Spine 2010; 35 (13): E578-85.

3. Skljarevski V, Zhang S, Desaiah D, et al. Duloxetine versus placebo in patients with chronic low
back pain: a 12-week, fixed-dose, randomized, double-blind trial. J Pain 2010; 11 (12): 1282-90.

4. Skljarevski V, Zhang S, Chappell AS, Walker DJ, Murray I, Backonja M. Maintenance of effect
of duloxetine in patients with chronic low back pain: a 41-week uncontrolled, dose-blinded study.

Pain Med 2010; 11(5): 648-57.
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duloxzetine hydrochloride
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=Sy S

pioglitazone hydrochloride
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T-G-2 5
154, PRSI/ e R el 1 o
valacielovir hydrochloride HNJI:}
| H*N‘J%N HEY
HyN J
H,0 AN
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International Nonproprietary Name
for Pharmaceutical Substances

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
international Nonpropristary Names for Pharmaceutical Substances®, the following names are selected as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in
medicine ar pharmacy.

Recommended International Nonproprietary Names
(Rec. INN): List 33

Lists of proposed (1-65) and recommended (1-31) international nonproprietary names can be found in
Cumulative List No. 8, 1932
Recommended Intemational Chemical Name or Description and Molecular Fonnula
Nonproprietary Name

(Latin, English)

alestramustinum estradiot 3-[his(2-chloroethylicarbamate], 17-ester with L-alanine

alestramustine

alglucerasum
alglucerase

alovudinum
alovudine

altumomaburn
altumomab

amesergidum

CosHaClaNz04

glucosylceramidase (human placenta isoenzyme protein moiety reduced)
CEBSEH:}BMNG?ZO‘IHSW .
{for non-glycosylated protejn)

3'-deoxy-3'-fluorcthymidine
CigH15FN204

immunoglobulin G 1 (mouse monoclonatl ZCEQ25 anti-human antigen CEA),
disulfide with mouse monoclonal ZCEO25 light chain, dimer

N-cyclohexyl-1-isopropyl-6-methyiergoline-8f-carboxamide

amesergide CasMHasNO

amitivirurm 1,3, 4-thiadiazole-2-carbamonitrile

amitivir CaHu NS

andolastum 4. 4'-di-1 Hetrazol-5-yibenzanilide

andolast CygHy:NgO

ardeparinum natricum Sodium salt of depolymerized heparin obtained by peroxide degradation (at
ardepatin sodium elevated temperature} of heparin from pork intestinal mucosa; the end chain

structure appears to be the same as the starting material with nc unusual sugar
residues present; the low molecular weight heparin produced differs from the
starting material in molecular weight only; the average relative molecular mass
range is 5,500 te 6,500 daltens, 98 per cent of which ranging between 2,000 anc
15,000, the degree of sulfation is approximately 2,7 per disaccharidic unit.

* Official Records of the World Health Organization, 1855, 60, 3 (Resoclution EB15.R7); 1969, 173, 10 {Resolution
EB43.R9).



Recommended Infernational
Nonproprietary Name
{Latin, English)

Chemical Name or Description and Molecular Formula

clinprostum
clinprost

deferipronum
deferiprone

dexniguldipinum
dexniguldipine

dezinamidum
dezinamide

dimiracetamum
dimiracetam

dorzolamidum
dorzolamide

drospirenonum
drospirenone

dufoxetinum
duloxetine

ecabapidum
ecabapide

ecadotriium
ecadotril

enadelinum
enadoline

enazadremum
enazadrem

enofelasium
enofelast

epoelinum alfa
epoetin alfa

epoelinum betg
epoetin beta

(+)-methy! (3a5,5R,6R,6a5)-1,3a,4,5,6,6a-hexahydro-5-hydroxy-6-[(E)-(35)-3-
hydroxy-1-octenyi}-2-pentalenevalerate
C22H3604

3-hydroxy-1,2-dimethyl-4(1 H)-pyridone
C,HgNO,

(+)—(R)~3—(4,4—diphenyipiperidmo)p'ropyt methyl 1,4-dihydro-2,8-dimethyl-
4-(m-nitropheny!)-3,5-pyridinedicarboxylate
CBSHSQNSDB

3-{(c, o, o-trifluoro-mHtalyloxy)-1-azetidinecarboxamide
CHiiFaNa0,

{(£}-dihydro-1H-pyrrolo[1,2-alimidazole-2,5(3H,6 H)-dione
CgHsN2Q,

(45,6 5)-4-(ethylamino)-5,6-dihydro-6-methyl-4 H-thieno[2, 3-blthiopyran-
2-suifonamide 7,7-dioxide
CioliaN20454

{6R,7R,8R,95,10R,135,148,155,165,175)-1,3' 4',6,6a,7,8,9,10,11,12,13,14,15,15a,16-
hexadecahydro-10,13-dimethylspiro-

[17 H-dicyclopropal8,7.15,16]cyclopentalalphenanthrene-17,2'(5' H)-furan]-
3,5'(2H)-dione

CaaHacOs

(+)-{&)-N-methyl-y-(1-naphthyloxy)-2-thiophenepropylamine
CygHigNOS

m-{[[(3,4-dimethoxyphenethyl)carbamoylmathyllamino]- M-methylbenzamide
CaglasNzOy

N-[(S)-o-(mercaptomethylihydrocinnamoyllglycine, benzyl esier, acetate (ester)
CorHzNOLS

Nemethyl-N-[(B 1,7 8,858)-7-(1-pyrrolidingh)- 1 -oxaspiro[4 .5)dec-8-yi}-4-
benzofuranacetamide
CaalapN205

4,6-dimethyl-2-[(6-phenyihexylaminol-5-pyrimidinol
CmHgsNao

(E)-4'-fluore-3,5-dimethyl-4-stilbanol
C, 6!"‘1 bf‘O

1-165-erythrapoietin (human cione AMHEPOFL 13 protein molety), glycoform o
CapaFiao1NansOr408s .
(for non-glycosylated protein)

1-165-erythropoletin (human clone AHEPOFL 13 protein moiety), glycoform §3
CB{)QH€301N229024085 .
{for non-glycosylated protein)

137
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X - FIEFOEEEREEHOFTLYD
€5E)

b4 - 5l

(D(S)-N-A FI-3-(1-F 7 FNFF)3-2-F= /W) TFa L7 I U —FHEE B4 T an¥t
F UHERYE) B OV DRIA

i

H, O
@/\/\ _CH,* HCl
» N

e -

IS

O 9 « HDIRHE
O TFEiERICLE 5 KR
B PRI P At s 5
BRHER IR IE
8 M R iE

Mk - A&

L. 900 « 9 DIRKE, BESRIFIEAPIRIE I LE D K
WE, AT H LEEIE%, TandxtF b LT40 mg A RO¥E5T 5. #5131 H 20
mg KVBASAL, 1 HEE EORMEEZ2ET T BHREE L T2 mg ToEETD. 0k, 2HER
F7EAITIE, 1 H60mg ETHETHZENTED.

2. BRMEMRIEICLE S B, B MEMERAE LR S R
WE, AT B 1EEIES%, TandxtF L LT60 mg ARG T S, BEIT 1 H 20
mg KVBAGAEL, 1ML EORMREEZ2ETC1I BHREE LT20mg T OHET 5.

BIHSE DR E

JREE  BIEE, B  BEE, A5 E A E SR

UK T anXeT CEERE

Hils RO [BE] A oSBT 20mg (1 BT RAFT 20X F T 224mg (FaoxtFr
CElbva L LT 20mg) &A)
o7 PA SN E T TN 30mg (1 7 FEHAFTF 20 v F I 337 mg (FanxtF
L LT 30mg) &F)
[SEFE]
EULZ/EGE B LDsy & 5 M AR DO FAE &
vk @ LDsj : 491 mg/kg
Q = LDs, : 279 mg/kg
A X &0 BERE D EBE & © >100 mg/kg
[ HE Sk pE]
B b Ay o
R 7.
it BeHHm | BHR (mgkg/ 1) (mgkg/ F) F AT
7 v bk 1% H & n %14, 16, 59 %4 ESMEE], BRI
A (IRAH) (HERE O - H)H) &
A X 1% A tqm 3, 10, 30 3R |, BEFLHERUS O
S, MEH, R
(18]
Be b e o
R 7.
it BeGHm | BHR (mgkg/ 1) (mgkg F) F AP
7 v bk 6 % H & n %3, 12, 47 %3 ESMEE], BRI
(IREHT) (MERE D -H) i) b
A X 6 % H tqm 3, 10, 30 3iTRE |, BEFLSHERUS O
S, MEM, EUE, B
(TR - bk (E)
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12 A &0 3, 10, 30 3iPE |, BEFLHERUG O
SE, WEM, VRRE, SLEE
(T - HRAE - REURAE), S
P EL
i L 2 5

BEF B 90.2% (663 1 /735 Bi)

BIVER OFEE Bil% BIVER OFEE Bil%

GITIN 269 MZTVETAL N 56

AR 228 e 52

(mp/2) 168 ALT (GPT) #0 51

IS 154 NI 50

fE 102 PR 45

T 87 AST (GOP) #4/in 38

HEN 80 AR 38 %

2. BERRIGPERRRBEE 20 5 K0

BIVEF B 73.8% (374 5] /507 i)

BIVER OFEE Bk BIVER OFEE Bil%

AR 106 IS 29

G 85 T 24

& I A 50 ALT (GPT) 40 24

155K 49 AST (GOP) #4/in 23

HEN 42 Mgk i 21

B 34 v-GTP 40 18

HVE) 31 ALP #411 17 %

3. HRMERRAEICLE D &

BIVERIRELE  69.1% (183 5 /265 fi)

BIVER OFEE Bil% BIVER OFEE Bil%

AR 69 BARIBOE 15

GITIN 55 RN 11

fE 42 IS 10

F &) 17 AR 10

HEN 17 N 8

P& 15 T 8 %

4. 1EBVEBYRIEICAE O IR

BITERIRELE  50.9% (175 5 /344 i)

BIVEH O FELE Bil% RIEF OFEE Bil%

AR 69 HVE) 20

GITIN 35 HE AN PR 14

fE 34 AR 13 %

E I s R U
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BE -BEZDIETETEHDODFE LD
(;:Bfn)
L5540 - B4
st

O 950 « HDIRHE
O TFEUEBRICHE YK
BEPR I At e 5
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