4 27x9HY—SR AT+ 37.5mg
4 27x9HY—SR B TtIL 75mg
ICEAT &M

AEHICERHE SN -BERICRIEFRVRBROEREF. 774 —
BRASHICHY FT . A%EMOBEFEADBHIUSNOEF BRI
FEMZFRI S LIFTEFEEA,

774 —#K% &4t
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1. IR 338 R ORERE K UVBR 36 D %A

Ry T 77 & UMRE (B 2 — K PF-00345408 ; {L%4 : 1-[(1RS)-2-Dimethylamino-1-
(4-methoxyphenyl)ethyl]cyclohexanol monohydrochloride : LAF, X2 T 7 7% 2) 1L, ¥ REE
WHECThd R h=BLO/ AT RLF U ool OFERY AR EERZ /4 285
DL LT 1981 FFITKRE T A 24k (B, 774 F—th) TRAShEZ, Zokr b=rBIO
INT R U2 OoOERBFZN LTHLY HAERHZRTT 27 V7 7 v a Ofl ) D3
FOERE LT, Bt b= IAZBHES (Selective Serotonin Reuptake Inhibitor :
LUF, SSRI) D & 9 B —DOAEHBEF 23 5509 DD 5 DI Dk 4 7RIk 5 A 2D
RANER SN TCE e nb T b s,

1985 ML T 7 7 X2 O fidE (IR) DGR ZBLG L, 199349 A 23 HIc=a2— Y —
T RICBW TR OERZETEL, BN TIX 1994445 H 5 A7 T A TERBINT,

Tk, IBET ReT7 7 A0m EEZBMME LT, 1 B 1EEGOHRKRED 72 VRE (LT,
ER) 23BHZE &4, 1997 4 6 HIZAA A THERBINT=%, [FFE 8 ABIUN10 HIZ, ENEiiE
B L UCKETHAGR I, 2015 4F 4 ABIME 90 » [EHA M2 5 E & IR THARINTWDH, X TF 77
X BR (LT, AHD 1 IAEICIBWTRK D ONHEREEDIZ BRI R LREE, o RifEE
BLONR=y 7EEOEMEL G L TEBY, &bAEKREHNINLTWDLH) 2D 1 5TH
Do

AARTIE, 1995 X0 AAY A 2t 3, 774 P —HRath) 23 O RRIRER % BR 46
L, 2010 27 7 A V=Rt & U A ARRASHEN GO LIRIL, 7 7 A PRS0 R
allR 2 92 L TV D,

1.1. BLEBAR DR HL
1.1.1. FEZH 58

RUTT77F 0%, Eab=r - 07 R U B IALFAZESL (serotonin noradrenaline
reuptake inhibitor : LA T, SNRI) (23S L5819 D TH D, AL, FFHRHABRIZIHB N T,
R OBIICER b= BEXO VT FUF U O FOFRY AR ZREL, REZIHN
RS RS VOBV IARERET D Z EBARINTWD, 2, /7 2 VER{bEE (MAO)
FLEEMERIZZ2 <, 7y MMBHESZ AW REHIBWT, A2y, HHEAX IV, a7 R
T U U FRICKRT B bR S R o T,

1.1.2. A

IR, WD oKy, BEE - B0, SRR, RiEBMNE], BASESEORMSMERL,
IR E, BAE0E, W, MRS O AIEIREZ S, HEAIRICERK 2 XL & 723 Kb
WHRTH D,

I ORDORRIE, BFZERHED SN TWD DD EIEIATEIZ R > TN, BN OB EY S
Thdrtrab=y, JATRLFIVEDE)TIVRRZL, VT ABENMETT2E /T
SRR EEIC o TWAEEZ LN TV,

1.1.3. =%

2002 O LA FHBAE TSR HED EREFHA TlX, AARTO I DIROEFERFHRRIT 6.5~7.5%, 12 %
HRIBRRIZ 22% E BESN TV, F7-, BEAEDEE L vRitEn s [EA BT —)
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W2k B E, HOoWE SR EDIEEZ ST TN D BEHIE 1999 42Tl 441,000 N> Th - 7=
2%, 2011 4E1T13 958,000 AP & 720, BT L TV 5,

1.14. i =—X

2 OWEIE, 2012 AR SRR CIIEFFHREALFHE (disability adjusted life years : DALYs)
THE L 7= BB O AR A 1990 41355 15 47T, 2010 4RI 11 Aic BR- LT ?, HR
BB CATHRMICERREELZ MTTHRBED -2 LN TWD, /2, Lo Lk,
ITHEHARTEH 9 DO RBEHITEML, < OEFIX 2 FLLEOFHEZEERT 25 72 S8 0RE
R1-E%, BE/EFICERRLEA X ZTHEABL SN TWSY, 51T, BAD BRI
EEH_TEmLS, HEEGE T3 HAZBELTWAD, ZOFKDO—DRH DL SN TS
ZEYRB Y, Do, ARBIEES— AR TEVERENZ D,

1.1.5. IBROBR

D DIF DIRIFRIZILHL 5 DI K A FWTEHE, SR TENER LS ORRRTE, SERUTWIVARIESE N
B5D, DOWMOIEYIRFIL, SYEH (5 OFIAEED) ZHOIEEI TV D, BYETER - F
HLRTWREATHD Z D, BUIETITAMEIEICh RN D b v 35 2/ H U 7= ikkeia ik,
HEFFIBIR N E G ST\ % (Figure 1) . MEBEIAHIZEMER ORI B 2\ XS OFER O H
(F3BR) Z T4 5720, F£7o, MERBRIIEIERED OHERTER P OEROEE (F3) 27
i3 p7=dicitbhi, EWNAE LI, D ELFRE TEIT D202 EE% 4~9 » HD
B G385 5T B,

Figure 1. 5 DiRIGROLH] (S - REBE - #ERF) 1ITB1T 5 5 o0lR (R - FME - R -

EE - ) °
4 [aliE
(remission) {recovery)
) s ) (relapse) l {recurrence)
o (response Lo »
- Ko v
fE=E~.D f‘ \ \ \

AVEHRERE FHICRE S FERRIE

MOT, HIOWICET HEYIEEIL, ZBRABIONERERI) DFEEThH 720, =BAHII D
HTIHia ) AERIC K D ne (DN |, B, JERES, IRE RS, SEFERIC X 2IRK,
o IR EERIC L A2 MERT, @WERAIC X 2B AR, REENINEOLND, £
7o, =BRGRG) DEDOHi=a U AEHAZEE L2 UERRPL D DFIZBWTY, EEFERHIC XL IR
INFEFREICRD b DM - S OFRWERIL, BEOREARICKEL XL, REa 7
TAT UV ARIRT SE D728, SHHNREZ T T, MEiaER L OMERHEE 2 NEEiZ L Tn
77
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ZIT, INoOREMICHETHRERZUET S Z L2 HBYE LT SSRI X SNRI 23BA% S 4
kowm%%mu SRABRBIONUBRART Y DEEFREOIEEH L, 2o89i=2 Y AMEH, o
ZREEERSZEICE DEIERN DL, OB WERTH D LIS T\ 5,

BITE CIZENAMZ IV T SSRI X2 SNRI [F AR DO A7 53, MEIRE R L OHERHE R O8]
S Y, ) OFIRROE RN L 7o o TG 1,

1.2. ERPRBAZE#HEI L OV BAE R D ARG
1.2.1. BAZEHE O E

AATH | ABERER, Aiilss 2 raaksr, %lss 2 MakBr 2 52 L 7= 1%, | -
SNWTER L ERE A OHAE (LUT, PMDA, [HERLEIVERGERG - DF2eiE BT A )
EIRBARIRZ FEME L=, Z OIFD PMDA OB S8 LU 2 MBI RS X, BAAND
OWBRE Xt L LT 3 MR 3 BB (CHEEMIEER, Rk 550, Sl a5
Feh L7c, 72, HRFENIC T 7 B RAREBOFEmARNETCH o722 L b, HBIIE 2 tHR
B (JB%R No.220-JA) &5 3 FHFEFEIHEER (B8R No.816-JA) O —HEMLEGABRIC I W T
AF 1875 mg/ Bz 7T RDNDY (A7 T8 R) LALEMT THERFZ2ITo72, Zh b0
Bt boC, o) | A CEERRE R AR AT o e, R S T E AR AR
DOFERTIE, BARANBEIZBWTAAOADENRGES N TS EITE ARV EHIBranz, £
oERERE 2T, 2 | B AR ORIEREAR R A HY Tz, 0%, 2010407 7
4%w%ﬁAﬁk74xﬁﬁAﬁ®Aﬁ%L,ﬁﬁ@%%%ﬁ%?é LLy, ﬁﬁ@ﬁ$

o E— O 2 = 1 [l
ST % 5L, T oI DWW TPMDA EA&E L, BIEBRE LT, AR
AR 9 OFHEREEBE A% L L2 3 H 7 7 Rt BB L ORI 5B & Efi L7-, £
~, l I T B ) D R o i
R I U712, ARRLEIRTEKEE EE;:IEJ’\ZTTOﬁo

122. BBERT—2 RNy br—

HARTEML, BT LT XTORKFER [ 1 /HRBR (85 No.155-JA, 156-JA, 153-JA) ,
ATHAZE 2 FHRRER (JR%% No.219-JA) , 2 H%8 2 #HFER (JB%A No.220-JA) , &5 3 fHSE3 aER (7R
Bk No.816-JA) , % 3 17" 7 AR A HEEER (JA5 No.B2411263) , miliia kB (755 No.817-JA) ,
B LOE Mk 5385 (755 No.818-JA, B2411264) | Z ikt & 45, £7-, BEERE
BLOWFREEERE 235 & U BREIRBRIC OV, AMNECHEiE S - Bl (B85 No.
110-US, 111-US, 140-US) # fHu 7=,

WA KON PR SRR C B4 2 5l ClE, BRI SREL R R [0 2 A E T L 7z R R
FREER (JA%R No. 108-UK, 109-US, 114-US, 116-US, 117-US, 118-US, 119-UK, 127-US, 129-US,
131-US, 132-SW, 133-UK, 135-FR, 136-US, 138-US, 139-US, 143-UK, 144-FR, 145-US, 185-US,
901-US, 95-055-MA, 95-056-MA, 95-057-MA, 95-059-MA, 95-060-MA) %, #METHEjE L7z
O E G L LT R REER (785R No.208-US, 209-US, 211-US, 360-CA, 365-EU, 367-EU, 369-US,
370-US) #&#&EkE LTz,

fRIR T —Z 28 r— OB A Table 1 |28 LT,
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Table1. BRERT—F v r—v

E AR (5% No.) S EERRER (A5 No.)

R G3ER (155-JA)

IR : 12.5, 25, 37.5mg, P (18 #i) e 530k (185-US)

HE# 53R (156-JA) ER :37.5, 75, 225mg (18 #i)

ER : 37.5, 75, 150, 225mg, P (32 f)
g baER (136-US)

g GaER (153-JA) ER : 150 mg/H, IR : 150 mg/ H (24 1))

ER : 75, 150mg/H, P (16 {5 PUE B GRER - B ERFE O (139-US)
ER : 75mg/H (18 #i)
mlRN D% (138-US)

BEOKE (156-JA) ER : 75mg (12 f5i))

ER : 75mg, P (8 f) mEEM o2 (145-US)
ER : 150 mg (16 #)
B O PK 3Bk (108-UK)
IR : 50 mg (v 18 (i, FEsin# 20 #i)
R RS B 0B (111-US)
IR : 50 mg (fREERRA 18 ], BXHERERET BT 12 41,
HEFFZHTIRE 6 Bi)

_ FrEREE B OB (110-US)
IR : 25 mg (TR 14 B, RFEEREREEBEE 18 fi)
I RERE = B DR (140-US)
IR : 75mg, IV :10mg (FEEERA 21 )
IR : 37.5mg, IV : 5Smg (IFEEREREE R 20 B)
~ AT ARER (109-US)
51 FRERER HCHEFRA T 7 7 F T 50mg (10 B1)

R ERA O BA 3Bk (127-US)
Formulation 1~3 : 75mg/H, IR : 75mg/H (16 fi)

IR & ER D% BA B (143-UK)
IR : 50 mg, ER : 150 mg (24 f5))

FRIRANEE 512 381F % PK 3Bk (135-FR)
IV :5, 10, 15mg (12 f5)

IR & ER Oiffsk BA 3B (144-FR)
IV:10mg, IR:50mg, ER:75mg (16 )

CYP2D6 & HAR] PK 8 (131-US)
IR : 75, 150mg/H (EM9 i, PM 6 i)

CYP2D6 i#Efx 725 PK 586& (901-US)
ER : 75mg, DVSSR : 100 mg (EM 7 5, PM 7 fi])

M AEARER (FFRIXT X TIR M)

< UTEANA (114-US) - UF T A (116-US)
sz /— (117-US) - b7 %I R (118-US)
c VAFT (119-UK) - A4 277 3 (129-U9)
«c ANANR<FEY (133-UK)

A MFoE— (132-SW)

cFEXARE A LT 72 (95-055-MA)

7 x4 (95-056-MA)

s TNT TV T A (95-057-MA)

s~ K=/ (95-059-MA)

« JARY Ko (95-060-MA)
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Table 1. BRIRT —F X 7r— ()

[N B R AUR (T5%R No.) SHE A RS (55 No.)

ATHIEE 2 fAFRER (219-JA)
ER : 18.75, 37.5, 75, 150, 225mg/H (34 #l)

CHEER (W) (208-US)
ER : 75~150 mg/H
%50 fHERER (P 100 51, IR 96 %, ER 97 1)

PR 2 HHsUR (220-10) “EER B (209-US)
ER : 18.75, 75, 150 mg/H ER : 75225 mg/F
(ER 18.75mg 117 5l, ER 75 mg 118 i, ER (P 102 /5. ER 95 )

150 mg 114 1) “WER GRE)  (211-US)
ER : 75~225mg/H
(P98 i, ER 100 4, Flu 103 i)

CHE eI (816-JA) “HEMR (@i (360-CA)
ER : 18.75, 75~150 mg/H ER : 75~225 mg/H
(ER 18.75 mg 236 5, ER 75~150 mg 238 #, (P 119 f5], ER 127 i, Flu 120 i)
e b Mil 121 1)
% 3 MR B3 T ARG (B2411263) “HEEM (EE)  (367-EU)
ER : 75, 75~225mg/H ER : 75mg/H, 150 mg/ A
(P 183 3], ER 75 mg 174 3], ER 75~225 mg 180 | (P 83 f5l, ER 75 mg 83 5], ER 150 mg 82 {1,
141]) Paro 81 f4)

EWi5R5% (B2411264)
EH#E ER : 75~225mg/H (50 fi))

FBR FH# 55 (818-JA) #5705k
ER : 75~150 mg/H (247 f4) (369-US, 365-EU, 370-US)
Filln Bl E I RAB (817-A) il & SRR

(208-US, 209-US, 367-EU, 365-EU, 369-US,
211-US, 360-CA, 370-US)

POEEN ER : 75~150 mg/H (100 #i)

AN ;BT SR

() eV S0

IR : AEYESRIA] ER : Bheefis], P: 75 &R, DVSSR : ODV =i 7 B OMBERIF, Mil: S AT 75,
Flu: 7vA*t&F L, Paro:/~axtFo

2. FHI DA E ST

AHNE, SMENZBN TR ) DIEREFEOIRHRIEE LTREL TR Y, KEDHRET /LT Y XL

(TMAP: Texas Medication Algorithm Project) TIE, FMIRIEDRHEZ D72\ 9 DIRIGR D —
BREE L L THER SN, TMAP BE A X 7 U v R T E—BRIICITSUS LRV, Hiz
FEBMEN LN TeDITIRRA T 2 ET 555 0% RIUKE LTHHRSATWD, £ O,
American Psychiatric Association'’, British Association for Psychopharmacology'’, World Federation of
Societies of Biological Psychiatry'®, Canadian Network for Mood and Anxiety Treatment'® 72 & %3
72K D DIRPERRE DB A K74 2B TH, SNRIIE, SSRI, I/VZHFE L FEDOFHIHT
D OML FRRICH B L L THERR S TV %,

HAIZIU T SSRIX° SNRI Z5 DL 9 ©3lT, 7ARFH I, IAFTFTL, Ruxt
Fr, BTV, TardkTFy, IAFTEL, mRAUXaTT ARRE - EanT,
Loy L7ed s, SME & T 2 & 9 DRI ICH T 218 UE OMEIERTZREN TH Y, SNRIIZ
SHEENDP I OEIINF LT T T anxvF L OB THD, £1-, SNEORKRER T,
Bk etk (BEFRICEILEEYIL) OENS, AFIXT 2ot F o L0 EHFHTHY
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O RFEOFH Y SO Ry hU—2 AEZTF U 2B, K%U@ﬁiwmiﬂm:m
ES1F 54, SSRI & EE_TRZLLE « SNRI O F Tl bENL TV D & Sz (Figure 2) .

12, BURD 5 OIFIBRIRTIL, RAIOPL D DETEMMNE SN D DIXEEROK 1/3 2 L é;hf
WDM, SSRINZ 372 s Z R S 7o T BEITHR L CiE, B SSRINCEE T 5 L0 HAHIC
BHETLHZ L THABICEWEMENGTONDL ZENAZT T U ATRENTVSS, Litio
T, AANTE BRI L LTHEITFTIERL, SSRICHS RIS E RIS o T BEICRT 5%
BHEK L LT, o) STV T VR BT LI LD, HZIKAOOr‘%\%@/Afﬁ
WCHIKT DPL) DLV B2 6T,

Figure2. RHEIICRT 5505 SROFHHE (RiSH) BLUREME (BEER) oty Xk 7"H

12—
IRXRAOTS5L @
Bupropion HILES) @

2 11|= ® @Citalopram
';é\.
%

10 Fl%g_;t)me PY
. @I LFiTFY SILEATEY @

o RUST7HVY @
LQg — NAFEF| @
TiRXtEFY o

15 TILRFHIY @

0.8 ] ] 1 [

0.8 0.9 1.0 1.1 1.2 1.3 1.4

ﬂn\{ HEE G KL ’ &0

T km b= VAT R+ U UFRYIAKRRFE, §7 8R0Ee b= AEE, &7 2ofioht 5 o3

3.¥L®

H 3T T AR (B No.B2411263) B L OF DM ORBROEICES X, FiNAIC
%b\fzinugkﬁﬁjb%mu %%E;E?‘T 5 N 1/71:’—0

HO55 & B A7=2P—"SRI LN 375mg A7 =2 —"SR 7L/ T5mg

e - R () 5o - 5Ok

é}

ik - HE (58) %, RAZIERC T 77326 LTI HR37Smg 2B EE L, 13
#%BEDVIHTSmg A 1 B 1FEIRBRICRAOKRET S, 7ok, Fin, FERIZSTC
1 H 225 mg Z i % 72 WP Cll BT 5 28, Bl 1 EMU EoEE &
JTC1HAEELTTSmg 3179 2 &,
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4. BARORER

AFNOBAZEDE, FEEFRFER O BFE ORI % Table 2 12, EEARFER D B DO #&4EX] % Table 3
W2~ L7,
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10.

11.

12.

13.

14.
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16.

17.

JIIEZN. D ORI & xR A O ERRICE T D050 AT BRI 2 Ak
14 FE PR RN I RS &, O ORI & kR VR O FZREIZES 3 D 4F9TE; 2003. Available from
URL: http://mental.m.u-tokyo.ac.jp/h14tokubetsu/Fa T 40 15 2 pdf

JBAETBERART —Z =2 P 1 AERERE. REEE, V- bk < G548
711;1999.

JBAETBERART —Z =2, P23 FFRHEREE. REEE, V- Al < G IR
AJ; 2011.
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Kupfer DJ. Long-term treatment of depression. J Clin Psychiatry 1991; 52 Suppl 5:28-34.
PR, SRR 24 4RI E B 3R A & EERRIC A 7 BB ORDL & SHEA D BB DKL 2012
W BR&OME. ARMEHIIED < BREE; 2012

PR, “FRk 24 SRR A B R A &, Fre B BGREET O 204 2012

GHRIE—, RERERS, NER—RED. AR DI ERIIRATA R T A 1L KD OiMEEE
2012 Ver.l. HA S D [OBEEDRETA R 74 ANEREBS 2447 A 26 A
American Psychiatric Association. Practice guideline for the treatment of patients with major

depressive disorder 3rd ed. URL:
http://psychiatryonline.org/content.aspx ?bookid=28&sectionid=1667485

EHEA, R BT SFEORIER & kK. BARERR 2001;59:1535-8.
/NLE], RS ZBRSR - TUBRRPL D DI HAERK 2001;59:1513-7.
TrINBERE. 15 DIDOFEN — ZBRRHL 9 DFA> 5 SSRI £ T—. {BES: 2000;34:1281-4.
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1.6 SMENZ I D ANKILE IZ B9 2 B

L AR S ERARRECE SRk

R T 7 7% ER (D 7V BAD) 131997 4 6 HICAA A THEERINT-1%, [FHE 8 H
BLO10 A, ZTRENFER L OCKETHER I, 201544 ABIE, 90 » [ELL EOE & il
THERBINTWD, X T 7 732 ERIIAEITB VTR D DIFTEREE DI B ME AR LR 2,

AL

FEB IO =y VEE

DFISIE & B LTV 5,

KEB L OEECBIT AR T 7 7 %2 OA&GRIRILE Table 1 (ZRT, F72, AMEORA SCE
ELT, KEBIOEEDOF LR, BLOMEETET—% 32—k (CDS) ZiRffd 5,

Table 1.  KER X UEEIZBIT 5EBRER
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

EFFEXOR XR® (venlafaxine Extended-Release) Capsules
Initial U.S. Approval: 1997

WARNING: SUICIDAL THOUGHTS 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)
Effexor XR is not approved for use in pediatric patients (8.4)

....................... INDICATIONS AND USAGE

Effexor XR is a serotonin and norepinephrine reuptake inhibitor (SNRI)
indicated for the treatment of:

Major Depressive Disorder (MDD)
Generalized Anxiety Disorder (GAD)
Social Anxiety Disorder (SAD)
Panic Disorder (PD)

ememeeeeemeeeee DOSAGE AND ADMINISTRA TION---rmmmemmemmeememeee

Starting Dose
Indication Target Dose Maximum Dose
MDD (2.1) 37.5-75 mg/day | 75 mg/day 225 mg/day
GAD (2.2) 37.5-75 mg/day | 75 mg/day 225 mg/day
SAD (2.3) 75 mg/day 75 mg/day 75 mg/day
PD (2.4) 37.5 mg/day 75 mg/day 225 mg/day

Take once daily with food (2). Capsules should be taken whole; do not
divide, crush, chew, or dissolve (2).

When discontinuing treatment, reduce the dose gradually (2.8, 5.7).

Renal impairment: reduce the total daily dose by 25% to 50% in patients
with renal impairment. Reduce the total daily dose by 50% or more in
patients undergoing dialysis or with severe renal impairment (2.6).

Hepatic impairment: reduce the daily dose by 50% in patients with mild to
moderate hepatic impairment. In patients with severe hepatic impairment
or hepatic cirrhosis, it may be necessary to reduce the dose by more than
50% (2.6).

Effexor XR capsules are available as 37.5 mg, 75 mg and 150 mg
strengths (3).

Each capsule contains venlafaxine hydrochloride equivalent to 37.5 mg,
75 mg or 150 mg of venlafaxine (3).

CONTRAINDICATIONS
®  Hypersensitivity to venlafaxine hydrochloride, desvenlafaxine
succinate, or any excipients in the Effexor XR formulation (4.1).

® Do not use with an MAOI or within 14 days of stopping an MAOL
Allow 7 days after stopping Effexor XR before starting an MAOI,
because of the risk of serotonin syndrome (4.2, 5.2, 7.3).

®  (linical Worsening/Suicide Risk: Monitor for clinical worsening
and suicide risk (5.1).

®  Serotonin Syndrome: Risk increases with concomitant use of other
serotonergic drugs. Discontinue Effexor XR and initiate supportive
treatment if serotonin syndrome occurs (4.2, 5.2, 7.3).

®  Elevations in Blood Pressure: Control hypertension before
initiating treatment. Monitor blood pressure regularly during
treatment (5.3).

®  Abnormal Bleeding: Effexor XR may increase risk of bleeding
events. Caution patients about the risk of bleeding associated with
the concomitant use of Effexor XR and NSAIDs, aspirin, or other
drugs that affect coagulation (5.4).

L] Angle Closure Glaucoma: Angle closure glaucoma has occurred in
patients with untreated anatomically narrow angles treated with
antidepressants. (5.5).

®  Activation of Mania/Hypomania: Use cautiously in patients with
bipolar disorder. Caution patients about the risk of activation of
mania’/hypomania (5.6).

......................... ADVERSE REACTIONS

Most common adverse reactions (incidence > 5% and at least twice the
rate of placebo): nausea, somnolence, dry mouth, sweating, abnormal
ejaculation, anorexia, constipation, erectile dysfunction, and libido
decreased (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Wyeth
Pharmaceuticals Inc. at 1-800-438-1985 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

.......................... DRUG INTERACTIONS

L] Serotonergic Drugs (e.g., MAOISs, triptans, SSRIs, other SNRIs,
linezolid, lithium, tramadol, or St. John’s wort): Potential for
serotonin syndrome. Careful patient observation is advised (4.2, 5.2,
7.3).

Pregnancy: Based on animal data, may cause fetal harm (8.1).

Nursing Mothers: Discontinue drug or nursing, taking into
consideration importance of drug to mother (8.3)

See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.

Revised: 2/2015
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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 clinical
worsening and 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) and Patient Counseling Information (17 )].

1 INDICATIONS AND USAGE

1.1 Major Depressive Disorder

Effexor XR (venlafaxine hydrochloride) extended-release capsules are indicated for the treatment of
major depressive disorder (MDD). Efficacy was established in three short-term (4, 8, and 12 weeks) and
two long-term, maintenance trials.

1.2 Generalized Anxiety Disorder

Effexor XR is indicated for the treatment of Generalized Anxiety Disorder (GAD). Efficacy was
established in two 8-week and two 26-week placebo-controlled trials.

1.3 Social Anxiety Disorder

Effexor XR is indicated for the treatment of Social Anxiety Disorder (SAD), also known as social phobia.
Efficacy was established in four 12-week and one 26-week, placebo-controlled trials.

1.4 Panic Disorder

Effexor XR is indicated for the treatment of Panic Disorder (PD), with or without agoraphobia. Efficacy
was established in two 12-week placebo-controlled trials.

2 DOSAGE AND ADMINISTRATION

Effexor XR should be administered in a single dose with food, either in the morning or in the evening at
approximately the same time each day [see Clinical Pharmacology (12.3)]. Each capsule should be
swallowed whole with fluid and not divided, crushed, chewed, or placed in water or it may be
administered by carefully opening the capsule and sprinkling the entire contents on a spoonful of
applesauce. This drug/food mixture should be swallowed immediately without chewing and followed
with a glass of water to ensure complete swallowing of the pellets (spheroids).

2.1 Major Depressive Disorder

For most patients, the recommended starting dose for Effexor XR is 75 mg per day, administered in a
single dose. For some patients, it may be desirable to start at 37.5 mg per day for 4 to 7 days to allow new
patients to adjust to the medication before increasing to 75 mg per day. Patients not responding to the
initial 75 mg per day dose may benefit from dose increases to a maximum of 225 mg per day. Dose
increases should be in increments of up to 75 mg per day, as needed, and should be made at intervals of
not less than 4 days, since steady-state plasma levels of venlafaxine and its major metabolites are
achieved in most patients by day 4 [see Clinical Pharmacology (12.3)]. In the clinical studies establishing
efficacy, upward titration was permitted at intervals of 2 weeks or more.
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It should be noted that, while the maximum recommended dose for moderately depressed outpatients is
also 225 mg per day for Effexor (immediate-release), more severely depressed inpatients in one study of
the development program for that product responded to a mean dose of 350 mg per day (range of

150 to 375 mg per day). Whether or not higher doses of Effexor XR are needed for more severely
depressed patients is unknown; however, the experience with Effexor XR doses higher than 225 mg per
day is very limited.

2.2 Generalized Anxiety Disorder

For most patients, the recommended starting dose for Effexor XR is 75 mg per day, administered in a
single dose. For some patients, it may be desirable to start at 37.5 mg per day for 4 to 7 days to allow new
patients to adjust to the medication before increasing to 75 mg per day. Patients not responding to the
initial 75 mg per day dose may benefit from dose increases to a maximum of 225 mg per day. Dose
increases should be in increments of up to 75 mg per day, as needed, and should be made at intervals of
not less than 4 days, since steady-state plasma levels of venlafaxine and its major metabolites are
achieved in most patients by day 4 [see Clinical Pharmacology (12.3)].

2.3 Social Anxiety Disorder (Social Phobia)

The recommended dose is 75 mg per day, administered in a single dose. There was no evidence that
higher doses confer any additional benefit.

2.4 Panic Disorder

The recommended starting dose is 37.5 mg per day of Effexor XR for 7 days. Patients not responding to
75 mg per day may benefit from dose increases to a maximum of approximately 225 mg per day. Dose
increases should be in increments of up to 75 mg per day, as needed, and should be made at intervals of
not less than 7 days.

2.5 Switching Patients from Effexor Tablets

Depressed patients who are currently being treated at a therapeutic dose with Effexor (immediate release)
may be switched to Effexor XR at the nearest equivalent dose (mg per day), e.g., 37.5 mg venlafaxine
twice a day to 75 mg Effexor XR once daily. However, individual dosage adjustments may be necessary.

2.6 Specific Populations

Patients with Hepatic Impairment

The total daily dose should be reduced by 50% in patients with mild (Child-Pugh=5-6) to moderate
(Child-Pugh=7-9) hepatic impairment. In patients with severe hepatic impairment (Child-Pugh=10-15) or
hepatic cirrhosis, it may be necessary to reduce the dose by 50% or more [See Use in Specific Populations

(8.7)].

Patients with Renal Impairment

The total daily dose should be reduced by 25% to 50% in patients with mild (CLcr= 60-89 mL/min) or
moderate (CLcr= 30-59 mL/min) renal impairment. In patients undergoing hemodialysis or with severe
renal impairment (CLcr < 30 mL/min), the total daily dose should be reduced by 50% or more. Because
there was much individual variability in clearance between patients with renal impairment,
individualization of dosage may be desirable in some patients [see Use in Specific Populations ( 8.7)].

2.7 Maintenance Treatment

There is no body of evidence available from controlled studies to indicate how long patients with MDD,
GAD, SAD, or PD should be treated with Effexor XR.



It is generally agreed that acute episodes of MDD require several months or longer of sustained
pharmacological therapy beyond response to the acute episode. Effexor XR/Effexor have demonstrated
continuation of response in clinical studies up to 52 weeks, at the same dose at which patients responded
during the initial treatment [see Clinical Studies (14.1)]. It is not known whether or not the dose of
Effexor XR needed for maintenance treatment is identical to the dose needed to achieve an initial
response. Patients should be periodically reassessed to determine the need for maintenance treatment and
the appropriate dose for such treatment.

In patients with GAD and SAD, Effexor XR has been shown to be effective in 6-month clinical studies.
The need for continuing medication in patients with GAD and SAD who improve with Effexor XR
treatment should be periodically reassessed.

In a clinical study for PD, patients continuing Effexor XR at the same dose at which they responded
during the initial 12 weeks of treatment experienced a statistically significantly longer time to relapse than
patients randomized to placebo [see Clinical Studies (14.4)]. The need for continuing medication in
patients with PD who improve with Effexor XR treatment should be periodically reassessed.

2.8 Discontinuing Effexor XR

A gradual reduction in the dose, rather than abrupt cessation, is recommended whenever possible. In
clinical studies with Effexor XR, tapering was achieved by reducing the daily dose by 75 mg at one-week
intervals. Individualization of tapering may be necessary [see Warnings and Precautions (5.7)].

2.9 Switching Patients 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 Effexor XR. In addition, at least 7 days should be allowed after
stopping Effexor XR before starting an MAOI intended to treat psychiatric disorders [see
Contraindications (4.2), Warnings and Precautions (5.2), and Drug Interactions (7.2)].

Use of Effexor XR with other MAOISs such as Linezolid or Intravenous Methylene Blue

Do not start Effexor XR 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 4.2)].

In some cases, a patient already receiving Effexor XR therapy may require urgent treatment with linezolid
or intravenous methylene blue. If acceptable alternatives to linezolid or intravenous methylene blue 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, Effexor XR should be stopped promptly,
and linezolid or intravenous methylene blue can be administered. Monitor the patient for symptoms of
serotonin syndrome for 7 days or until 24 hours after the last dose of linezolid or intravenous methylene
blue, whichever comes first. Therapy with Effexor XR can be resumed 24 hours after the last dose of
linezolid or intravenous methylene blue [see Warnings and Precautions (5.2)].

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 concomitantly with Effexor XR is unclear.
The clinician should, nevertheless, be aware of the possibility of emergent symptoms of serotonin
syndrome with such use [see Warnings and Precautions (5.2)].



3 DOSAGE FORMS AND STRENGTHS

Effexor XR" (venlafaxine hydrochloride) extended-release capsules are available in the following
strengths:
e 37.5 mg capsules (grey cap/peach body with “W” and “Effexor XR” on the cap and “37.5” on the

body)

e 75 mg capsules (peach cap and body with “W” and “Effexor XR” on the cap and “75” on the
body)

e 150 mg capsules (dark orange cap and body with “W” and “Effexor XR” on the cap and “150” on
the body)

4 CONTRAINDICATIONS

4.1 Hypersensitivity

Hypersensitivity to venlafaxine hydrochloride, desvenlafaxine succinate or to any excipients in the
formulation

4.2 Concomitant Use with Monoamine Oxidase Inhibitors (MAOQOIs)

The use of MAOISs (intended to treat psychiatric disorders) concomitantly with Effexor XR or within 7
days of discontinuing treatment with Effexor XR is contraindicated because of an increased risk of
serotonin syndrome. The use of Effexor XR within 14 days of discontinuing treatment with an MAOI
(intended to treat psychiatric disorders) is also contraindicated [see Dosage and Administration (2.9),
Warnings and Precautions (5.2), and Drug Interactions (7.2)].

Starting Effexor XR in a patient who is being treated with an MAOI such as linezolid or intravenous
methylene blue is also contraindicated, because of an increased risk of serotonin syndrome [see Dosage
and Administration (2.9), Warnings and Precautions (5.2), and Drug Interactions (7.3)].

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 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 studies 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 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 studies in children and adolescents with MDD, Obsessive
Compulsive Disorder (OCD), or other psychiatric disorders included a total of 24 short-term studies of 9
antidepressant drugs in over 4,400 patients. The pooled analyses of placebo-controlled studies in adults
with MDD or other psychiatric disorders included a total of 295 short-term studies (median duration of 2
months) of 11 antidepressant drugs in over 77,000 patients. There was considerable variation in risk of
suicidality among drugs, but a tendency toward an increase in the younger patients for almost all drugs



studied. There were differences in absolute risk of suicidality across the different indications, with the
highest incidence in MDD. The risk differences (drug versus 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 1,000 patients treated) are provided in Table 1.

Table 1: Difference in the Number of Cases of Suicidality per 1,000 Patients Treated versus

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

No suicides occurred in any of the pediatric studies. There were suicides in the adult studies, 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 studies 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 MDD, 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 abrupt discontinuation can be associated with certain symptoms [see
Warnings and Precautions (5.7) and Dosage and Administration (2.8)].

Families and caregivers of patients being treated with antidepressants for MDD or other indications, both
psychiatric and nonpsychiatric, should be alerted about the need to monitor patients for the emergence of
agitation, irritability, unusual changes in behavior, and the other symptoms described above, as well as
the emergence of suicidality, and to report such symptoms immediately to healthcare providers. Such
monitoring should include daily observation by families and caregivers. Prescriptions for Effexor XR
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 studies) that treating such an episode with an antidepressant alone
may increase the likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar
disorder. Whether any of the symptoms described above represent such a conversion is unknown.
However, prior to initiating treatment with an antidepressant, patients with depressive symptoms should
be adequately screened to determine if they are at risk for bipolar disorder; such screening should include
a detailed psychiatric history, including a family history of suicide, bipolar disorder, and depression. It
should be noted that Effexor XR is not approved for use in treating bipolar depression.

5.2 Serotonin Syndrome

The development of a potentially life-threatening serotonin syndrome has been reported with SNRIs and
SSRIs, including Effexor XR 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 others, such as linezolid or intravenous methylene blue).
Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations,
delirium, coma) autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia, diaphoresis,
flushing, and dizziness), neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia,
incoordination); seizures and gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Patients should
be monitored for the emergence of serotonin syndrome.

The concomitant use of Effexor XR with MAOIs (intended to treat psychiatric disorders) is
contraindicated. Effexor XR 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 a MAOI such as linezolid or intravenous methylene blue in a patient taking Effexor XR. Effexor XR
should be discontinued before initiating treatment with the MAOI [see Contraindications (4.2), Dosage
and Administration (2.6), and Drug Interactions (7.3)].

If concomitant use of Effexor XR with other serotonergic drugs (e.g., triptans, tricyclic antidepressants,
mirtazapine, fentanyl, lithium, tramadol, buspirone, tryptophan, or St. John's wort) is clinically warranted,
careful observation of the patient is advised, particularly during treatment initiation and dose increases
[see Drug Interactions (7.3)]. Patients should be made aware of the potential risk of serotonin syndrome.
Treatment with Effexor XR and any concomitant serotonergic agents should be discontinued immediately
if the above events occur, and supportive symptomatic treatment should be initiated.

5.3 Elevations in Blood Pressure

In controlled trials, there were dose-related increases in systolic and diastolic blood pressure, as well as
cases of sustained hypertension [see Adverse Reactions (6.2)].

Monitor blood pressure before initiating treatment with Effexor XR and regularly during treatment.
Control pre-existing hypertension before initiating treatment with Effexor XR. Use caution in treating
patients with pre-existing hypertension or cardiovascular or cerebrovascular conditions that might be
compromised by increases in blood pressure. Sustained blood pressure elevation can lead to adverse
outcomes. Cases of elevated blood pressure requiring immediate treatment have been reported with
Effexor XR. Consider dose reduction or discontinuation of treatment for patients who experience a
sustained increase in blood pressure.



Across all clinical studies with Effexor, 1.4% of patients in the Effexor XR treated groups experienced a
>15 mm Hg increase in supine diastolic blood pressure (SDBP ) > 105 mm Hg, compared to 0.9% of
patients in the placebo groups. Similarly, 1% of patients in the Effexor XR treated groups experienced a >
20 mm Hg increase in supine systolic blood pressure (SSBP) with blood pressure > 180 mm Hg,
compared to 0.3% of patients in the placebo groups [see Table 10 in Adverse Reactions (6.2)]. Effexor
XR treatment was associated with sustained hypertension (defined as treatment-emergent SDBP > 90 mm
Hg and > 10 mm Hg above baseline for three consecutive on-therapy visits [see Table 11 in Adverse
Reactions (6.2)]. An insufficient number of patients received mean doses of Effexor XR over 300 mg per
day in clinical studies to fully evaluate the incidence of sustained increases in blood pressure at these
higher doses.

5.4 Abnormal Bleeding

SSRIs and SNRIs, including Effexor XR, may increase the risk of bleeding events, ranging from
ecchymoses, hematomas, epistaxis, petechiae, and gastrointestinal hemorrhage to life-threatening
hemorrhage. Concomitant use of aspirin, Nonsteroidal Anti-Inflammatory Drugs (NSAIDs), warfarin, and
other anti-coagulants or other drugs known to affect platelet function 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.
Caution patients about the risk of bleeding associated with the concomitant use of Effexor XR and
NSAIDs, aspirin, or other drugs that affect coagulation.

5.5 Angle-Closure Glaucoma
The pupillary dilation that occurs following use of many antidepressant drugs including Effexor XR may

trigger an angle closure attack in a patient with anatomically narrow angles who does not have a patent
iridectomy.

5.6 Activation of Mania/Hypomania

Mania or hypomania was reported in Effexor XR treated patients in the premarketing studies in MDD,
SAD, and PD (see Table 2). Mania/hypomania has also been reported in a small proportion of patients
with mood disorders who were treated with other marketed drugs to treat MDD. Effexor XR should be
used cautiously in patients with a history of mania or hypomania.

Table 2: Incidence (%) of Mania or Hypomania Reported in Effexor XR Treated Patients in the
Premarketing Studies

Indication Effexor XR Placebo
MDD 0.3 0.0
GAD 0.0 0.2
SAD 0.2 0.0
PD 0.1 0.0

5.7 Discontinuation Syndrome

Discontinuation symptoms have been systematically evaluated in patients taking venlafaxine, including
prospective analyses of clinical studies in GAD and retrospective surveys of studies in MDD and SAD.
Abrupt discontinuation or dose reduction of venlafaxine at various doses has been found to be associated
with the appearance of new symptoms, the frequency of which increased with increased dose level and
with longer duration of treatment. Reported symptoms include agitation, anorexia, anxiety, confusion,



impaired coordination and balance, diarrhea, dizziness, dry mouth, dysphoric mood, fasciculation, fatigue,
flu-like symptoms, headaches, hypomania, insomnia, nausea, nervousness, nightmares, sensory
disturbances (including shock-like electrical sensations), somnolence, sweating, tremor, vertigo, and
vomiting.

During marketing of Effexor XR, other SNRIs, and SSRIs, 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., paresthesia, such
as electric shock sensations), anxiety, confusion, headache, lethargy, emotional lability, insomnia,
hypomania, tinnitus, and seizures. While these events are generally self-limiting, there have been reports
of serious discontinuation symptoms.

Patients should be monitored for these symptoms when discontinuing treatment with Effexor XR. 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 (2.8)].

5.8 Seizures

Seizures have occurred with venlafaxine therapy. Effexor XR, like many antidepressants, should be used
cautiously in patients with a history of seizures and should be discontinued in any patient who develops
seizures. [Must mitigate the risk: Risk factors, concomitant meds that lower the seizure threshold. ]

5.9 Hyponatremia

Hyponatremia can occur as a result of treatment with SSRIs and SNRIs, including Effexor XR. In many
cases, the hyponatremia appears to be the result of the Syndrome of Inappropriate Antidiuretic Hormone
(SIADH) secretion. Cases with serum sodium lower than 110 mmol/L have been reported. Elderly
patients may be at greater risk of developing hyponatremia with SSRIs and SNRIs [see Use in Specific
Populations (8.5)]. Also, patients taking diuretics, or those who are otherwise volume-depleted, may be at
greater risk. Consider discontinuation of Effexor XR in patients with symptomatic hyponatremia, and
institute appropriate medical intervention.

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

5.10 Weight and Height Changes in Pediatric Patients
Weight Changes

The average change in body weight and incidence of weight loss (percentage of patients who lost 3.5% or
more) in the placebo-controlled pediatric studies in MDD, GAD, and SAD are shown in Tables 3 and 4.

Table 3: Average Change in Body Weight (kg) From Beginning of Treatment in Pediatric
Patients in Double-blind, Placebo-controlled Studies of Effexor XR

Indication Effexor XR Placebo
(Duration)
MDD and GAD -0.45 (n = 333) +0.77 (n = 333)

(4 pooled studies, 8 weeks)
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Table 3: Average Change in Body Weight (kg) From Beginning of Treatment in Pediatric
Patients in Double-blind, Placebo-controlled Studies of Effexor XR

Indication Effexor XR Placebo
(Duration)

SAD B B
(16 weeks) -0.75 (n = 137) +0.76 (n = 148)

Table 4: Incidence (%) of Pediatric Patients Experiencing Weight Loss (3.5% or more) in
Double-blind, Placebo-controlled Studies of Effexor XR

Indication Effexor XR Placebo
(Duration)
MDD and GAD el B
(4 pooled studies, 8 weeks) 18°(n=333) 3.6 (n=333)
SAD .
(16 weeks) 47" (n=137) 14 (n = 148)

#p <0.001 versus placebo

Weight loss was not limited to patients with treatment-emergent anorexia [see Warnings and Precautions

(5.11)].

The risks associated with longer term Effexor XR use were assessed in an open-label MDD study of
children and adolescents who received Effexor XR for up to six months. The children and adolescents in
the study had increases in weight that were less than expected, based on data from age- and sex-matched
peers. The difference between observed weight gain and expected weight gain was larger for children (<
12 years old) than for adolescents (> 12 years old).

Height Changes

Table 5 shows the average height increase in pediatric patients in the short-term, placebo-controlled
MDD, GAD, and SAD studies. The differences in height increases in GAD and MDD studies were most
notable in patients younger than twelve.

Table 5: Average Height Increases (cm) in Pediatric Patients in Placebo-controlled Studies of

Effexor XR

Indication

(Duration) Effexor XR Placebo
M(?iveeks) 0.8 (n=146) 0.7 (n = 147)
Géngeeks) 0.3* (n=122) 1.0 (n=132)
SAD

(16 weeks) 1.0 (n=109) 1.0(n=112)
ip=0.041

In the six-month, open-label MDD study, children and adolescents had height increases that were less
than expected, based on data from age- and sex-matched peers. The difference between observed and
expected growth rates was larger for children (< 12 years old) than for adolescents (> 12 years old).
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5.11 Appetite Changes in Pediatric Patients

Decreased appetite (reported as treatment-emergent anorexia) was more commonly observed in Effexor
XR treated patients versus placebo-treated patients in the premarketing evaluation of Effexor XR for
MDD, GAD, and SAD (see Table 6).

Table 6: Incidence (%) of Decreased Appetite and Associated Discontinuation Rates” (%) in
Pediatric Patients in Placebo-controlled Studies of Effexor XR

Indication Effexor XR Placebo

(Duration) Incidence Discontinuation Incidence Discontinuation
MDD and GAD

(pooled, 8 weeks) 10 0.0 3 B
SAD

(16 weeks) 22 0.7 3 0.0

 The discontinuation rates for weight loss were 0.7% for patients receiving either Effexor XR or placebo.

5.12 Interstitial Lung Disease and Eosinophilic Pneumonia

Interstitial lung disease and eosinophilic pneumonia associated with venlafaxine therapy have been rarely
reported. The possibility of these adverse events should be considered in venlafaxine-treated patients who
present with progressive dyspnea, cough or chest discomfort. Such patients should undergo a prompt
medical evaluation, and discontinuation of venlafaxine therapy should be considered.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the label:
e Hypersensitivity [see Contraindications (4.1)]
e Suicidal Thoughts and Behaviors in Children, Adolescents, and Adults [see Warnings and
Precautions (5.1)]
Serotonin Syndrome [see Warnings and Precautions (5.2)]
Elevations in Blood Pressure [see Warnings and Precautions (5.3)]
Abnormal Bleeding [see Warnings and Precautions (5.4)]
Angle Closure Glaucoma [see Warnings and Precautions (5.5)]
Activation of Mania/Hypomania [see Warnings and Precautions (5.6)]
Discontinuation Syndrome [see Warnings and Precautions (5.7)]
Renal Impairment [see Warnings and Precautions (2.6)]
Hepatic Impairment [see Warnings and Precautions (2.6)]
Seizure [see Warnings and Precautions (5.8)]
Hyponatremia [see Warnings and Precautions (5.9)]
Weight and Height changes in Pediatric Patients [see Warnings and Precautions (5.10)]
Appetite Changes in Pediatric Patients [see Warnings and Precautions (5.11)]
Interstitial Lung Disease and Eosinophilic Pneumonia [see Warnings and Precautions (5.12)]

6.1 Clinical Studies Experience

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

The most commonly observed adverse reactions in the clinical study database in Effexor XR treated
patients in MDD, GAD, SAD, and PD (incidence > 5% and at least twice the rate of placebo) were:

nausea (30.0%), somnolence (15.3%), dry mouth (14.8%), sweating (11.4%), abnormal ejaculation

(9.9%), anorexia (9.8%), constipation (9.3%), impotence (5.3%) and decreased libido (5.1%).

Adverse Reactions Reported as Reasons for Discontinuation of Treatment

Combined across short-term, placebo-controlled premarketing studies for all indications, 12% of the
3,558 patients who received Effexor XR (37.5-225 mg) discontinued treatment due to an adverse
experience, compared with 4% of the 2,197 placebo-treated patients in those studies.

The most common adverse reactions leading to discontinuation in > 1% of the Effexor XR treated patients
in the short-term studies (up to 12 weeks) across indications are shown in Table 7.

Table 7: Incidence (%) of Patients Reporting Adverse Reactions Leading to Discontinuation in
Placebo-controlled Clinical Studies (up to 12 Weeks Duration)

Body System Effexor XR Placebo
Adverse Reaction n = 3,558 n=2,197
Body as a whole
Asthenia 1.7 0.5
Headache 1.5 0.8
Digestive system
Nausea 4.3 0.4
Nervous system
Dizziness 2.2 0.8
Insomnia 2.1 0.6
Somnolence 1.7 0.3
Skin and appendages 1.5 0.6
Sweating 1.0 0.2

Common Adverse Reactions in Placebo-controlled Studies

The number of patients receiving multiple doses of Effexor XR during the premarketing assessment for
each approved indication is shown in Table 8. The conditions and duration of exposure to venlafaxine in
all development programs varied greatly, and included (in overlapping categories) open and double-blind
studies, uncontrolled and controlled studies, inpatient (Effexor only) and outpatient studies, fixed-dose,
and titration studies.

Table 8: Patients Receiving Effexor XR in Premarketing Clinical Studies

Indication Effexor XR
MDD 705%

GAD 1,381

SAD 819

PD 1,314

? In addition, in the premarketing assessment of Effexor, multiple doses were administered to 2,897 patients in studies for
MDD.

The incidences of common adverse reactions (those that occurred in > 2% of Effexor XR treated patients
[357 MDD patients, 1,381 GAD patients, 819 SAD patients, and 1,001 PD patients] and more frequently
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than placebo) in Effexor XR treated patients in short-term, placebo-controlled, fixed- and flexible-dose
clinical studies (doses 37.5 to 225 mg per day) are shown in Table 9.

The adverse reaction profile did not differ substantially between the different patient populations.

Table 9: Common Adverse Reactions: Percentage of Patients Reporting Adverse Reactions (= 2%
and > placebo) in Placebo-controlled Studies (up to 12 Weeks Duration) across All Indications

Body System Effexor XR Placebo
Adverse Reaction n = 3,558 n=2,197
Body as a whole

Asthenia 12.6 7.8
Cardiovascular system

Hypertension 34 2.6

Palpitation 2.2 2.0

Vasodilatation 3.7 1.9
Digestive system

Anorexia 9.8 2.6

Constipation 9.3 34

Diarrhea 7.7 7.2

Dry mouth 14.8 53

Nausea 30.0 11.8

Vomiting 43 2.7
Nervous system

Abnormal dreams 2.9 1.4

Dizziness 15.8 9.5

Insomnia 17.8 9.5

Libido decreased 5.1 1.6

Nervousness 7.1 5.0

Paresthesia 2.4 1.4

Somnolence 15.3 7.5

Tremor 4.7 1.6
Respiratory system

Yawn 3.7 0.2
Skin and appendages

Sweating (including night sweats) 11.4 2.9
Special senses

Abnormal vision 4.2 1.6
Urogenital system

Abnormal ejaculation/orgasm (men)” 9.9 0.5

Anorgasmia (men)” 3.6 0.1

Anorgasmia (women)” 2.0 0.2

Impotence (men)” 5.3 1.0

*Percentages based on the number of men (Effexor XR, n = 1,440; placebo, n = 923)
b Percentages based on the number of women (Effexor XR, n = 2,118; placebo, n = 1,274)

Other Adverse Reactions Observed in Clinical Studies

Body as a whole — Photosensitivity reaction
Cardiovascular system — Postural hypotension, syncope, hypotension, tachycardia
Digestive system — Gastrointestinal hemorrhage [see Warnings and Precautions (5.4)], bruxism
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Hemic/Lymphatic system — Ecchymosis [see Warnings and Precautions (5.4)]
Metabolic/Nutritional — Hypercholesterolemia, weight gain [see Warnings and Precautions (5.10)],
weight loss [see Warnings and Precautions (5.10)]

Nervous system — Seizures [see Warnings and Precautions (5.8)], manic reaction [see Warnings and
Precautions (5.6)], agitation, confusion, akathisia, hallucinations, hypertonia, myoclonus,
depersonalization, apathy

Skin and appendages — Urticaria, pruritus, rash, alopecia

Special senses — Mydriasis, abnormality of accommodation, tinnitus, taste perversion

Urogenital system — Urinary retention, urination impaired, urinary incontinence, urinary frequency
increased, menstrual disorders associated with increased bleeding or increased irregular bleeding (e.g.,
menorrhagia, metrorrhagia)

6.2 Vital Sign Changes

In placebo-controlled premarketing studies, there were increases in mean blood pressure (see Table 10).
Across most indications, a dose-related increase in mean supine systolic and diastolic blood pressure was
evident in patients treated with Effexor XRs. Across all clinical studies in MDD, GAD, SAD and PD,
1.4% of patients in the Effexor XR groups experienced an increase in SDBP of >15 mm Hg along with a
blood pressure > 105 mm Hg, compared to 0.9% of patients in the placebo groups. Similarly, 1% of
patients in the Effexor XR groups experienced an increase in SSBP of > 20 mm Hg with a blood pressure
> 180 mm Hg, compared to 0.3% of patients in the placebo groups.

Table 10: Final On-therapy Mean Changes From Baseline in Supine Systolic (SSBP) and Diastolic
(SDBP) Blood Pressure (mm Hg) in Placebo-controlled Studies

Effexor XR Placebo

Indication <75 mg per day > 75 mg per day

(Duration) SSBP SDBP SSBP  SDBP SSBP SDBP
MDD

(8-12 weeks) -0.28 0.37 2.93 3.56 -1.08 -0.10
GAD

(8 weeks) -0.28 0.02 2.40 1.68 -1.26 -0.92

(6 months) 1.27 -0.69 2.06 1.28 -1.29 -0.74
SAD

(12 weeks) -0.29 -1.26 1.18 1.34 -1.96 -1.22

(6 months) -0.98 -0.49 2.51 1.96 -1.84 -0.65
PD

(10-12 weeks) -1.15 0.97 -0.36 0.16 -1.29 -0.99
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Effexor XR treatment was associated with sustained hypertension (defined as treatment-emergent Supine
Diastolic Blood Pressure [SDBP] > 90 mm Hg and > 10 mm Hg above baseline for three consecutive on-
therapy visits (see Table 11). An insufficient number of patients received mean doses of Effexor XR over
300 mg per day in clinical studies to fully evaluate the incidence of sustained increases in blood pressure

at these higher doses.

Table 11: Sustained Elevations in SDBP in Effexor XR
Premarketing Studies

Indication Dose Range (mg per day) Incidence (%)
MDD 75-375 19/705 (3)
GAD 37.5-225 5/1011 (0.5)
SAD 75-225 5/771 (0.6)
PD 75-225 9/973 (0.9)

Effexor XR was associated with mean increases in pulse rate compared with placebo in premarketing
placebo-controlled studies (see Table 12) [see Warnings and Precautions (5.3, 5.4)].

Table 12: Approximate Mean Final On-therapy Increase in Pulse Rate (beats/min) in Effexor
XR Premarketing Placebo-controlled Studies (up to 12 Weeks Duration)

Indication Effexor XR Placebo
(Duration)
MDD
(12 weeks) 2 1
GAD
(8 weeks) 2 <1
SAD
(12 weeks) 3 1
PD
(12 weeks) 1 <1

6.3 Laboratory Changes
Serum Cholesterol

Effexor XR was associated with mean final increases in serum cholesterol concentrations compared with
mean final decreases for placebo in premarketing MDD, GAD, SAD and PD clinical studies (Table 13).
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Table 13: Mean Final On-therapy Changes in Cholesterol Concentrations (mg/dL) in Effexor XR
Premarketing Studies

Indication Effexor XR Placebo
(Duration)
MDD
(12 weeks) +1.5 -7.4
GAD
(8 weeks) +1.0 -4.9
(6 months) +2.3 -7.7
SAD
(12 weeks) +7.9 -2.9
(6 months) +5.6 -4.2
PD
(12 weeks) 5.8 -3.7

Effexor XR (venlafaxine hydrochloride) extended-release capsules treatment for up to 12 weeks in
premarketing placebo-controlled trials for major depressive disorder was associated with a mean final on-
therapy increase in serum cholesterol concentration of approximately 1.5 mg/dL compared with a mean
final decrease of 7.4 mg/dL for placebo. Effexor XR treatment for up to 8 weeks and up to 6 months in
premarketing placebo-controlled GAD trials was associated with mean final on-therapy increases in
serum cholesterol concentration of approximately 1.0 mg/dL and 2.3 mg/dL, respectively while placebo
subjects experienced mean final decreases of 4.9 mg/dL and 7.7 mg/dL, respectively. Effexor XR
treatment for up to 12 weeks and up to 6 months in premarketing placebo-controlled Social Anxiety
Disorder trials was associated with mean final on-therapy increases in serum cholesterol concentration of
approximately 7.9 mg/dL and 5.6 mg/dL, respectively, compared with mean final decreases of 2.9 and
4.2 mg/dL, respectively, for placebo. Effexor XR treatment for up to 12 weeks in premarketing placebo-
controlled panic disorder trials was associated with mean final on-therapy increases in serum cholesterol
concentration of approximately 5.8 mg/dL compared with a mean final decrease of 3.7 mg/dL for
placebo.

Patients treated with Effexor (immediate release) for at least 3 months in placebo-controlled 12-month
extension trials had a mean final on-therapy increase in total cholesterol of 9.1 mg/dL compared with a
decrease of 7.1 mg/dL among placebo-treated patients. This increase was duration dependent over the
study period and tended to be greater with higher doses. Clinically relevant increases in serum
cholesterol, defined as 1) a final on-therapy increase in serum cholesterol >50 mg/dL from baseline and to
a value >261 mg/dL, or 2) an average on-therapy increase in serum cholesterol >50 mg/dL from baseline
and to a value >261 mg/dL, were recorded in 5.3% of venlafaxine-treated patients and 0.0% of placebo-
treated patients.

Serum Triglycerides

Effexor XR was associated with mean final on-therapy increases in fasting serum triglycerides compared
with placebo in premarketing clinical studies of SAD and PD up to 12 weeks (pooled data) and 6 months
duration (Table 14).
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Table 14: Mean Final On-therapy Increases in Triglyceride Concentrations (mg/dL) in Effexor
XR Premarketing Studies

Indication Effexor XR Placebo
(Duration)
SAD 8.2 0.4
(12 weeks)
SAD 11.8 1.8
(6 months)
PD 5.9 0.9
(12 weeks)
PD 9.3 0.3
(6 months)

6.4 Pediatric Patients

In general, the adverse reaction profile of venlafaxine (in placebo-controlled clinical studies) in children
and adolescents (ages 6 to 17) was similar to that seen for adults. As with adults, decreased appetite,
weight loss, increased blood pressure, and increased serum cholesterol were observed [see Warnings and
Precautions (5.3, 5.10, 5.11) and Use in Specific Populations (8.4)].

In pediatric clinical studies, the adverse reaction, suicidal ideation, was observed.

Particularly, the following adverse reactions were observed in pediatric patients: abdominal pain,
agitation, dyspepsia, ecchymosis, epistaxis, and myalgia.

6.5 Adverse Reactions Identified During Postapproval Use

The following adverse reactions have been identified during postapproval use of Effexor XR. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to drug exposure:

Body as a whole — Anaphylaxis, angioedema

Cardiovascular system — QT prolongation, ventricular fibrillation, ventricular tachycardia (including
torsade de pointes)

Digestive system — Pancreatitis

Hemic/Lymphatic system — Mucous membrane bleeding [see Warnings and Precautions (5.4 )], blood
dyscrasias (including agranulocytosis, aplastic anemia, neutropenia and pancytopenia), prolonged
bleeding time, thrombocytopenia

Metabolic/Nutritional — Hyponatremia [see Warnings and Precautions (5.9)], Syndrome of Inappropriate
Antidiuretic Hormone (SIADH) secretion [see Warnings and Precautions (5.9)], abnormal liver function
tests, hepatitis, prolactin increased

Musculoskeletal — Rhabdomyolysis

Nervous system — Neuroleptic Malignant Syndrome (NMS) [see Warnings and Precautions (5.2)],
serotonergic syndrome [see Warnings and Precautions (5.2)], delirium, extrapyramidal reactions
(including dystonia and dyskinesia), impaired coordination and balance, tardive dyskinesia

Respiratory system — Pulmonary eosinophilia

Skin and appendages — Stevens-Johnson syndrome, toxic epidermal necrolysis, erythema multiforme
Special senses — Angle-closure glaucoma [see Warnings and Precautions (5.5)]
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7 DRUG INTERACTIONS

7.1 Central Nervous System (CNS)-Active Drugs

The risk of using venlafaxine in combination with other CNS-active drugs has not been systematically
evaluated. Consequently, caution is advised when Effexor XR is taken in combination with other CNS-
active drugs.

7.2 Monoamine Oxidase Inhibitors

Adverse reactions, some of which were serious, have been reported in patients who have recently been
discontinued from an MAOI and started on antidepressants with pharmacological properties similar to
Effexor XR (SNRIs or SSRIs), or who have recently had SNRI or SSRI therapy discontinued prior to
initiation of an MAOI [see Dosage and Administration (2.9), Contraindications (4.2) and Warnings and
Precautions (5.2)].

7.3 Serotonergic Drugs

Based on the mechanism of action of Effexor XR and the potential for serotonin syndrome, caution is
advised when Effexor XR is coadministered with other drugs that may affect the serotonergic
neurotransmitter systems, such as triptans, SSRIs, other SNRIs, linezolid (an antibiotic which is a
reversible non-selective MAOI), lithium, tramadol, or St. John’s wort. If concomitant treatment with
Effexor XR and these drugs is clinically warranted, careful observation of the patient is advised,
particularly during treatment initiation and dose increases. The concomitant use of Effexor XR with
tryptophan supplements is not recommended [see Dosage and Administration (2.9), Contraindications
(4.2), and Warnings and Precautions (5.2)].

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

Serotonin release by platelets plays an important role in hemostasis. The use of psychotropic drugs that
interfere with serotonin reuptake is associated with the occurrence of upper gastrointestinal bleeding and
concurrent use of an NSAID or aspirin may potentiate this risk of bleeding [see Warnings and
Precautions (5.4)]. Altered anticoagulant effects, including increased bleeding, have been reported when
SSRIs and SNRIs are coadministered with warfarin. Patients receiving warfarin therapy should be
carefully monitored when Effexor XR is initiated or discontinued.

7.5 Weight Loss Agents

The safety and efficacy of venlafaxine therapy in combination with weight loss agents, including
phentermine, have not been established. Coadministration of Effexor XR and weight loss agents is not
recommended. Effexor XR is not indicated for weight loss alone or in combination with other products.
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7.6 Effects of Other Drugs on Effexor XR

Figure 1: Effect of interacting drugs on the pharmacokinetics of venlafaxine and active metabolite
O-desmethylvenlafaxine (ODV).

Interacting Drug Analyte PK Fold Change and 90% Cl Recommendation
Ethanol venlafaxine Cmax Avoid concomitant use
venlafaxine AUC
oDV Cmax
oDV AUC
Diazepam venlafaxine Cmax No dose adjustment
venlafaxine AuUC
oDV Cmax
oDV AUC
Cimetidine venlafaxine Cmax rar Use with caution in patients
venlafaxine AUC - with hypertension, elderly
obvVv Cmax or hepatic dysfunction.
oDV AUC
Ketoconazole venlafaxine Cmax [ ] Use with caution
in CYP2D6 EM's venlafaxine AUC L]
oDV Cmax @
oDV AUC L}
Ketoconazole venlafaxine Cmax [ ]
in CYP2D6 PM's venlafaxine AUC L]
oDV Cmax @
oDV AUC @
Indinavir venlafaxine Cmax @ Clinical significance
venlafaxine AUC @ unknown
oDV Cmax
oDV AUC
Metoprolol venlafaxine Cmax Use with caution,
venlafaxine AUC monitor blood pressure
oDV Cmax
oDV AUC
Imipramine venlafaxine Cmax Clinical significance
venlafaxine AUC unknown
oDV Cmax HeH
oDV AUC v
Lithium venlafaxine Cmax No dose adjustment
venlafaxine AuC
oDV Cmax
oDV AUC

[ I I I I I |
0 05 1 15 2 25 3

Change relative to the reference value

Abbreviations: ODV, O-desmethylvenlafaxine; AUC, area under the curve; Cmax, peak plasma concentrations; EM’s,
extensive metabolizers; PM’s, poor metabolizers

* No dose adjustment on co-administration with CYP2D6 inhibitors (Fig 3 and Metabolism Section 12.3)
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7.7 Effects of Effexor XR on Other Drugs

Figure 2: Effect of venlafaxine on the pharmacokinetics interacting drugs and their active

metabolites.
Interacting Drug Analyte PKFold Change and 90% CRecommendation
Ethanol* ethanol Cmax Avoid concomitant use
ethanol AUC
Diazepam diazepam Cmax No dose adjustment
diazepam AUC L]
desmethyldiazepam Cmax
desmethyldiazepam AUC
Alprazolam alprazolam Cmax No dose adjustment
alprazolam AUC [ ]
Indinavir indinavir Cmax L Clinical significance unknown
indinavir AUC [ ]
Metoprolol metaprolol Cmax o Use with caution,
metaprolol AUC L] monitor blood pressure
OH-metaprolol Cmax
OH-metaprolol AUC &
Risperidone risperidone Cmax ] No dose adjustment
risperidone AUC e
active moiety Cmax -
active moiety AUC
Imipramine imipramine Cmax HH Clinical significance unknown
imipramine AUC L
2-OH imipramine Cmax L
2-OH imipramine AUC L]
desipramine Cmax —a—
desipramine AUC e
2-OH desipramine* Cmax (see footnote)
2-OH desipramine* AUC (see footnote)
Haloperidol haloperidol Cmax & Clinical significance unknown
haloperidol AUC @
Caffeine caffeine Cmax - No restriction
caffeine AUC
Tolbutamide tolbutamide Cmax } No dose adjustment
tolbutamide AUC
4-OH-tolbutamide Cmax L]
4-OH-tolbutamide AUC -
Lithium lithium Cmax L] No dose adjustment
lithium AUC 1

[ I I I I I 1
0O 05 1 15 2 25 3

Change relative to the reference value
Abbreviations: AUC, area under the curve; Cmax, peak plasma concentrations; OH, hydroxyl

* Data for 2-OH desipramine were not plotted to enhance clarity; the fold change and 90% CI for Cmax and AUC of
2-OH desipramine were 6.6 (5.5, 7.9) and 4.4 (3.8, 5.0), respectively.

Note:
*: Administration of venlafaxine in a stable regimen did not exaggerate the psychomotor and psychometric effects
induced by ethanol in these same subjects when they were not receiving venlafaxine.

7.8 Drug-Laboratory Test Interactions

False-positive urine immunoassay screening tests for phencyclidine (PCP) and amphetamine have been
reported in patients taking venlafaxine. This is due to lack of specificity of the screening tests. False
positive test results may be expected for several days following discontinuation of venlafaxine therapy.
Confirmatory tests, such as gas chromatography/mass spectrometry, will distinguish venlafaxine from
PCP and amphetamine.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Teratogenic Effects — Pregnancy Category C

Venlafaxine did not cause malformations in offspring of rats or rabbits given doses up to 2.5 times (rat) or
4 times (rabbit) the maximum recommended human daily dose on a mg/m® basis. However, in rats, there
was a decrease in pup weight, an increase in stillborn pups, and an increase in pup deaths during the first
5 days of lactation, when dosing began during pregnancy and continued until weaning. The cause of these
deaths is not known. These effects occurred at 2.5 times (mg/m?) the maximum human daily dose. The no
effect dose for rat pup mortality was 0.25 times the human dose on a mg/m® basis. In reproductive
developmental studies in rats and rabbits with O-desmethylvenlafaxine (ODV), the major human
metabolite of venlafaxine, evidence of teratogenicity was not observed at exposure margins of 13 in rats
and 0.3 in rabbits. There are no adequate and well-controlled studies in pregnant women. Effexor XR
should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Because animal reproduction studies are not always predictive of human response, this drug should be
used during pregnancy only if clearly needed.

Non-teratogenic Effects

Neonates exposed to Effexor XR, other SNRIs, or SSRIs, late in the third trimester have developed
complications requiring prolonged hospitalization, respiratory support, and tube feeding. Such
complications can arise immediately upon delivery. Reported clinical findings have included respiratory
distress, cyanosis, apnea, seizures, temperature instability, feeding difficulty, vomiting, hypoglycemia,
hypotonia, hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying. These features
are consistent with either a direct toxic effect of SSRIs and SNRIs, or possibly a drug discontinuation
syndrome. It should be noted, that in some cases the clinical picture is consistent with serotonin syndrome
[see Warnings and Precautions (5.2) and Drug Interactions (7.3)]. When treating a pregnant woman with
Effexor XR during the third trimester, the physician should carefully consider the potential risks and
benefits of treatment.

8.2 Labor and Delivery
The effect of venlafaxine on labor and delivery in humans is unknown.

8.3 Nursing Mothers

Venlafaxine and ODV have been reported to be excreted in human milk. Because of the potential for
serious adverse reactions in nursing infants from Effexor XR, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug to the
mother.

8.4 Pediatric Use

Two placebo-controlled trials in 766 pediatric patients with MDD and two placebo-controlled trials in 793
pediatric patients with GAD have been conducted with Effexor XR, and the data were not sufficient to
support a claim for use in pediatric patients.

Anyone considering the use of Effexor XR in a child or adolescent must balance the potential risks with
the clinical need [see Boxed Warning, Warnings and Precautions (5.1, 5.10, 5.11) and Adverse Reactions

(6.4)].

Although no studies have been designed to primarily assess Effexor XR’s impact on the growth,
development, and maturation of children and adolescents, the studies that have been done suggest that
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Effexor XR may adversely affect weight and height (see Warnings and Precautions (5.10)). Should the
decision be made to treat a pediatric patient with Effexor XR, regular monitoring of weight and height is
recommended during treatment, particularly if treatment is to be continued long-term [see Warnings and
Precautions (5.10, 5.11)]. The safety of Effexor XR treatment for pediatric patients has not been
systematically assessed for chronic treatment longer than six months in duration. In the studies conducted
in pediatric patients (ages 6-17), the occurrence of blood pressure and cholesterol increases considered to
be clinically relevant in pediatric patients was similar to that observed in adult patients. Consequently, the
precautions for adults apply to pediatric patients [see Warnings and Precautions (5.3,6.3)].

8.5 Geriatric Use

The percentage of patients in clinical studies for Effexor XR for MDD, GAD, SAD, and PD who were 65
years of age or older are shown in Table 15.

Table 15: Percentage (and Number of Patients Studied) of Patients
65 Years of Age and Older by Indication®

Indication Effexor XR
MDD 4 (14/357)
GAD 6 (77/1,381)
SAD 1 (10/819)
PD 2 (16/1,001)

# In addition, in the premarketing assessment of Effexor (immediate release), 12% (357/2,897) of patients were > 65 years of
age.

No overall differences in effectiveness or safety were observed between geriatric patients and younger
patients, and other reported clinical experience generally has not identified differences in response
between the elderly and younger patients. However, greater sensitivity of some older individuals cannot
be ruled out. SSRIs and SNRIs, including Effexor XR, 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 (5.9)].

The pharmacokinetics of venlafaxine and ODV are not substantially altered in the elderly [see Clinical
Pharmacology (12.3) and (see Figure 3)]. No dose adjustment is recommended for the elderly on the
basis of age alone, although other clinical circumstances, some of which may be more common in the
elderly, such as renal or hepatic impairment, may warrant a dose reduction [see Dosage and
Administration (2.6)].

8.6 Age and Gender

A population pharmacokinetic analysis of 404 Effexor-treated patients from two studies involving both
twice daily and three times daily regimens showed that dose-normalized trough plasma levels of either
venlafaxine or ODV were unaltered by age or gender differences. Dosage adjustment based on the age or
gender of a patient is generally not necessary [see Dosage and Administration (2.6)] (see Table 15).

8.7 Use in Patient Subgroups

Figure 3: Pharmacokinetics of venlafaxine and its metabolite O-desmethylvenlafaxine (ODV) in special
populations.
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Special Population  Analyte PK Fold Change and 90% CI Recommendation

Hepatic (cirrhosis) venlafaxine Cmax @ Reduce dose by 50% or greater
venlafaxine AUC L] Individualization of dosing
oDV Cmax L] may be necessary
oDV AUC @
Hepatic (mild impairment) venlafaxine Cmax @ Reduce dose by 50%
venlafaxine AUC @
oDV Cmax @
oDV AUC @*
Hepatic (moderate impairment) venlafaxine Cmax @ Reduce dose by 50%
venlafaxine AUC @
oDV Cmax [ ]
oDV AUC @
Renal (mild/moderate venlafaxine Cmax @ Reduce dose by 25% to 50%.
impairment) venlafaxine AUC L] Individualization of dosing
(e]m)V} Cmax [ may be necessary
oDV AUC @
Renal (hemodialysis) venlafaxine Cmax [ ] Reduce dose by 50% or greater
venlafaxine AUC @  |ndividualization of dosing
oDV Cmax L) may be necessary
oDV AUC L]
CYP2D6 polymorphism* venlafaxine Cmax @ No dose adjustment
poor / extensive metabolizer venlafaxine AUC [ ]
oDV Cmax L ]
oDV AUC @
Age (> 60 years) venlafaxine Cmax L ] No dose adjustment
venlafaxine AUC @
oDV Cmax @
oDV AUC @*
Gender (females / males) venlafaxine Cmax L J No dose adjustment
venlafaxine AUC ®
(e]m)V} Cmax L ]
oDV AUC @

[ I I I I I I 1
0 0.5 1 1.5 2 25 3 3.5

Change relative to the reference value

Abbreviations: ODV, O-desmethylvenlafaxine; AUC, area under the curve; Cmax, peak plasma concentrations;
*Similar effect is expected with strong CYP2D6 inhibitors

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
Effexor XR is not a controlled substance.

9.2 Abuse

While venlafaxine has not been systematically studied in clinical studies for its potential for abuse, there
was no indication of drug-seeking behavior in the clinical studies. 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 history of
drug abuse and follow such patients closely, observing them for signs of misuse or abuse of venlafaxine
(e.g., development of tolerance, incrementation of dose, drug-seeking behavior).

9.3 Dependence

In vitro studies revealed that venlafaxine has virtually no affinity for opiate, benzodiazepine,
phencyclidine (PCP), or N-methyl-D-aspartic acid (NMDA) receptors.
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Venlafaxine was not found to have any significant CNS stimulant activity in rodents. In primate drug
discrimination studies, venlafaxine showed no significant stimulant or depressant abuse liability.
Discontinuation effects have been reported in patients receiving venlafaxine [see Dosage and
Administration (2.8)].

10 OVERDOSAGE

10.1 Human Experience

During the premarketing evaluations of Effexor XR (for MDD, GAD, SAD, and PD) and Effexor (for
MDD), there were twenty reports of acute overdosage with Effexor (6 and 14 reports in Effexor XR and
Effexor patients, respectively), either alone or in combination with other drugs and/or alcohol.

Somnolence was the most commonly reported symptom. Among the other reported symptoms were
paresthesia of all four limbs, moderate dizziness, nausea, numb hands and feet, and hot-cold spells 5 days
after the overdose. In most cases, no signs or symptoms were associated with overdose. The majority of
the reports involved ingestion in which the total dose of venlafaxine taken was estimated to be no more
than several-fold higher than the usual therapeutic dose. One patient who ingested 2.75 g of venlafaxine
was observed to have two generalized convulsions and a prolongation of QTc to 500 msec, compared
with 405 msec at baseline. Mild sinus tachycardia was reported in two of the other patients.

Actions taken to treat the overdose included no treatment, hospitalization and symptomatic treatment, and
hospitalization plus treatment with activated charcoal. All patients recovered.

In postmarketing experience, overdose with venlafaxine has occurred predominantly in combination with
alcohol and/or other drugs. The most commonly reported events in overdosage include tachycardia,
changes in level of consciousness (ranging from somnolence to coma), mydriasis, seizures, and vomiting.
Electrocardiogram changes (e.g., prolongation of QT interval, bundle branch block, QRS prolongation),
ventricular tachycardia, bradycardia, hypotension, rhabdomyolysis, vertigo, liver necrosis, serotonin
syndrome, and death have been reported.

Published retrospective studies report that venlafaxine overdosage may be associated with an increased
risk of fatal outcomes compared to that observed with SSRI antidepressant products, but lower than that
for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-treated patients have a
higher preexisting burden of suicide risk factors than SSRI-treated patients. The extent to which the
finding of an increased risk of fatal outcomes can be attributed to the toxicity of venlafaxine in
overdosage, as opposed to some characteristic(s) of venlafaxine-treated patients, is not clear. Prescriptions
for Effexor XR should be written for the smallest quantity of capsules consistent with good patient
management, in order to reduce the risk of overdose.

10.2 Management of Overdosage

Consult a Certified Poison Control Center for up-to-date guidance and advice (1-800-222-1222 or
www.poison.org). In case of an overdose, provide supportive care, including close medical supervision
and monitoring. Treatment should consist of those general measures employed in the management of
overdosage with any drug. Consider the possibility of multiple drug overdose. Ensure an adequate airway,
oxygenation, and ventilation. Monitor cardiac rhythm and vital signs. Provide supportive and
symptomatic measures.
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11 DESCRIPTION

Effexor XR is an extended-release capsule for once-a-day oral administration that contains venlafaxine
hydrochloride, a serotonin and norepinephrine reuptake inhibitor (SNRI).

Venlafaxine is designated (R/S)-1-[2-(dimethylamino)-1-(4-methoxyphenyl)ethyl] cyclohexanol
hydrochloride or (£)-1-[a- [(dimethylamino)methyl]-p-methoxybenzyl] cyclohexanol hydrochloride and
has the empirical formula of C;;H,7;NO, HCI. Its molecular weight is 313.86. The structural formula is
shown as follows:

N fCHslz

(o

WeloM

venlafaxine hydrochloride

T D

Venlafaxine hydrochloride is a white to off-white crystalline solid, with a solubility of 572 mg/mL in
water (adjusted to ionic strength of 0.2 M with sodium chloride). Its octanol:water

(0.2 M sodium chloride) partition coefficient is 0.43.

Drug release is controlled by diffusion through the coating membrane on the spheroids and is not
pH-dependent. Capsules contain venlafaxine hydrochloride equivalent to 37.5 mg, 75 mg, or 150 mg
venlafaxine. Inactive ingredients consist of cellulose, ethylcellulose, gelatin, hypromellose, iron oxide,
and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The exact mechanism of the antidepressant action of venlafaxine in humans is unknown, but is thought to
be related to the potentiation of serotonin and norepinephrine in the central nervous system, through
inhibition of their reuptake. Non- clinical studies have demonstrated that venlafaxine and its active
metabolite, ODV, are potent and selective inhibitors of neuronal serotonin and norepinephrine reuptake
and weak inhibitors of dopamine reuptake.

12.2 Pharmacodynamics

Venlafaxine and ODV have no significant affinity for muscarinic-cholinergic, H-histaminergic, or a;-
adrenergic receptors in vitro. Pharmacologic activity at these receptors is hypothesized to be associated
with the various anticholinergic, sedative, and cardiovascular effects seen with other psychotropic drugs.
Venlafaxine and ODV do not possess monoamine oxidase (MAOQ) inhibitory activity.

12.3 Pharmacokinetics

Steady-state concentrations of venlafaxine and ODV in plasma are attained within 3 days of oral multiple-
dose therapy. Venlafaxine and ODV exhibited linear kinetics over the dose range of 75 to 450 mg per
day. Mean£SD steady-state plasma clearance of venlafaxine and ODV is 1.3+£0.6 and 0.4+0.2 L/h/kg,
respectively; apparent elimination half-life is 5+2 and 1142 hours, respectively; and apparent (steady-
state) volume of distribution is 7.5+3.7 and 5.7+1.8 L/kg, respectively. Venlafaxine and ODV are
minimally bound at therapeutic concentrations to plasma proteins (27% and 30%, respectively).
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Absorption and Distribution

Venlafaxine is well absorbed and extensively metabolized in the liver. ODV is the major active
metabolite. On the basis of mass balance studies, at least 92% of a single oral dose of venlafaxine is
absorbed. The absolute bioavailability of venlafaxine is approximately 45%.

Administration of Effexor XR (150 mg once daily) generally resulted in lower C,,,c and later T, values
than for Effexor (immediate release) administered twice daily (Table 16). When equal daily doses of
venlafaxine were administered as either an immediate-release tablet or the extended-release capsule, the
exposure to both venlafaxine and ODV was similar for the two treatments, and the fluctuation in plasma
concentrations was slightly lower with the Effexor XR capsule. Therefore, Effexor XR provides a slower
rate of absorption, but the same extent of absorption compared with the immediate-release tablet.

Table 16: Comparison of C,,,, and T,,,, Values for Venlafaxine and ODV Following Oral
Administration of Effexor XR and Effexor (Immediate Release)

Venlafaxine Oobv

Cmax Tmax Cmax Tmax

(ng/mL) (h) (ng/mL) (h)
Effexor XR (150 mg once daily) 150 55 260 9
Effexor (75 mg twice daily) 225 2 290 3

Food did not affect the bioavailability of venlafaxine or its active metabolite, ODV. Time of
administration (AM versus PM) did not affect the pharmacokinetics of venlafaxine and ODV from the
75 mg Effexor XR capsule.

Venlafaxine is not highly bound to plasma proteins; therefore, administration of Effexor XR to a patient
taking another drug that is highly protein-bound should not cause increased free concentrations of the
other drug.

Metabolism and Elimination

Following absorption, venlafaxine undergoes extensive presystemic metabolism in the liver, primarily to
ODV, but also to N-desmethylvenlafaxine, N,O-didesmethylvenlafaxine, and other minor metabolites. In
vitro studies indicate that the formation of ODV is catalyzed by CYP2D6; this has been confirmed in a
clinical study showing that patients with low CYP2D6 levels (poor metabolizers) had increased levels of
venlafaxine and reduced levels of ODV compared to people with normal CYP2D6 levels (extensive
metabolizers) [see Use in Specific Populations 8.7].

Approximately 87% of a venlafaxine dose is recovered in the urine within 48 hours as
unchanged venlafaxine (5%), unconjugated ODV (29%), conjugated ODV (26%), or other minor
inactive metabolites (27%). Renal elimination of venlafaxine and its metabolites is thus the
primary route of excretion.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Tumors were not increased by venlafaxine treatment in mice or rats. Venlafaxine was given by oral
gavage to mice for 18 months at doses up to 120 mg/kg per day, which was 1.7 times the maximum
recommended human dose on a mg/m’ basis. Venlafaxine was also given to rats by oral gavage for 24
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months at doses up to 120 mg/kg per day. In rats receiving the 120 mg/kg dose, plasma concentrations of
venlafaxine at necropsy were | times (male rats) and 6 times (female rats) the plasma concentrations of
patients receiving the maximum recommended human dose. Plasma levels of the O-desmethyl metabolite
(ODV) were lower in rats than in patients receiving the maximum recommended dose.
O-desmethylvenlafaxine (ODV), the major human metabolite of venlafaxine, administered by oral gavage
to mice and rats for 2 years did not increase the incidence of tumors in either study. Mice received ODV
at dosages up to 500/300 mg/kg/day (dosage lowered after 45 weeks of dosing). The exposure at the

300 mg/kg/day dose is 9 times that of a human dose of 225 mg/day. Rats received ODV at dosages up to
300 mg/kg/day (males) or 500 mg/kg/day (females). The exposure at the highest dose is approximately 8
(males) or 11 (females) times that of a human dose of 225 mg/day.

Mutagenesis

Venlafaxine and the major human metabolite, ODV, were not mutagenic in the Ames reverse mutation
assay in Sa/monella bacteria or the Chinese hamster ovary/HGPRT mammalian cell forward gene
mutation assay. Venlafaxine was also not mutagenic or clastogenic in the in vitro BALB/c-3T3 mouse
cell transformation assay, the sister chromatid exchange assay in cultured Chinese hamster ovary cells, or
in the in vivo chromosomal aberration assay in rat bone marrow. ODV was not clastogenic in the in vitro
Chinese hamster ovary cell chromosomal aberration assay or in the in vivo chromosomal aberration assay
in rats.

Impairment of Fertility

Reproduction and fertility studies of venlafaxine in rats showed no adverse effects of venlafaxine on male
or female fertility at oral doses of up to 2 times the maximum recommended human dose of 225 mg/day
on a mg/m” basis. However, reduced fertility was observed in a study in which male and female rats were
treated with O-desmethylvenlafaxine (ODV), the major human metabolite of venlafaxine, prior to and
during mating and gestation. This occurred at an ODV exposure (AUC) approximately 2 to 3 times that
associated with a human venlafaxine dose of 225 mg/day.

14 CLINICAL STUDIES

14.1 Major Depressive Disorder

The efficacy of Effexor XR (venlafaxine hydrochloride) extended-release capsules as a treatment for
Major Depressive Disorder (MDD) was established in two placebo-controlled, short-term (8 weeks for
study 1; 12 weeks for study 2), flexible-dose studies, with doses starting at 75 mg per day and ranging to
225 mg per day in adult outpatients meeting DSM-III-R or DSM-IV criteria for MDD. In moderately
depressed outpatients, the initial dose of venlafaxine was 75 mg per day. In both studies, Effexor XR
demonstrated superiority over placebo on the primary efficacy measure defined as change from baseline
in the HAM-D-21 total score to the endpoint visit, Effexor XR also demonstrated superiority over placebo
on the key secondary efficacy endpoint, the Clinical Global Impressions (CGI) Severity of Illness scale.
Examination of gender subsets of the population studied did not reveal any differential responsiveness on
the basis of gender.

A 4-week study of inpatients meeting DSM-III-R criteria for MDD with melancholia utilizing Effexor in
arange of 150 to 375 mg per day (divided in a three-times-a-day schedule) demonstrated superiority of
Effexor over placebo based on the HAM-D-21 total score. The mean dose in completers was 350 mg per
day (study 3).

In a longer-term study, adult outpatients with MDD who had responded during an 8-week open-label

study on Effexor XR (75, 150, or 225 mg, once daily every morning) were randomized to continuation of
their same Effexor XR dose or to placebo, for up to 26 weeks of observation for relapse. Response during
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the open-label phase was defined as a CGI Severity of Illness item score of <3 and a HAM-D-21 total
score of <10 at the day 56 evaluation. Relapse during the double-blind phase was defined as follows: (1) a
reappearance of major depressive disorder as defined by DSM-IV criteria and a CGI Severity of Illness
item score of >4 (moderately ill), (2) 2 consecutive CGI Severity of Illness item scores of >4, or (3) a
final CGI Severity of Illness item score of >4 for any patient who withdrew from the study for any reason.
Patients receiving continued Effexor XR treatment experienced statistically significantly lower relapse
rates over the subsequent 26 weeks compared with those receiving placebo (study 4).

In a second longer term trial, adult outpatients with MDD, recurrent type, who had responded (HAM-D-
21 total score < 12 at the day 56 evaluation) and continued to be improved [defined as the following
criteria being met for days 56 through 180: (1) no HAM-D-21 total score > 20; (2) no more than 2 HAM-
D-21 total scores > 10, and (3) no single CGI Severity of Illness item score > 4 (moderately ill)] during an
initial 26 weeks of treatment on Effexor [100 to 200 mg per day, on a twice daily schedule] were
randomized to continuation of their same Effexor dose or to placebo. The follow-up period to observe
patients for relapse, defined as a CGI Severity of Illness item score > 4, was for up to 52 weeks. Patients
receiving continued Effexor treatment experienced statistically significantly lower relapse rates over the
subsequent 52 weeks compared with those receiving placebo (study 5).

Table 17: Major Depressive Disorder Studies:

oumh Gretment Primary Efficacy Measure: HAM-D Score
number Group
MeanBaseline ~ LoMiean Placebo
Score (SD) Changefrom SubtractedDifferencea
Baseline (95%CI)
Effexor(XR 75-
Study 1 225 mg/day)* 24.5 -11.7 -4.45(-6.66,-2.25)
Placebo 23.6 724 )
Effexor(XR 75-
Study 2 225 mg/day)* 24.5 -15.11 -6.40(-8.45,-4.34)
Placebo 24.9 871
Effexor(IR 150-
Study 3 375 mg/day)* 28.2(0.5) -14.9 -10.2 (-14.4,-6.0)
Placebo 28.6 (0.6) 4.7 }

SD: standard deviation; LS Mean: least-squares mean; CI: confidence interval.
a Difference (drug minus placebo) in least-squares mean change from baseline
* Doses statistically significantly superior to placebo.

14.2 Generalized Anxiety Disorder

The efficacy of Effexor XR as a treatment for Generalized Anxiety Disorder (GAD) was established in
two 8-week, placebo-controlled, fixed-dose studies (75 to 225 mg per day), one 6-month, placebo-
controlled, flexible-dose study (75 to 225 mg per day), and one 6-month, placebo-controlled, fixed-dose
study (37.5, 75, and 150 mg per day) in adult outpatients meeting DSM-IV criteria for GAD.

In one 8-week study, Effexor XR demonstrated superiority over placebo for the 75, 150, and 225 mg per
day doses as measured by the Hamilton Rating Scale for Anxiety (HAM-A) total score, both the HAM-A
anxiety and tension items, and the Clinical Global Impressions (CGI) scale. However, the 75 and 150 mg
per day doses were not as consistently effective as the highest dose (study 1). A second 8-week study
evaluating doses of 75 and 150 mg per day and placebo showed that both doses were more effective than
placebo on some of these same outcomes; however, the 75 mg per day dose was more consistently
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effective than the 150 mg per day dose (study 2). A dose-response relationship for effectiveness in GAD
was not clearly established in the 75 to 225 mg per day dose range studied.

Two 6-month studies, one evaluating Effexor XR doses of 37.5, 75, and 150 mg per day (study 3) and the
other evaluating Effexor XR doses of 75 to 225 mg per day (study 4), showed that daily doses of 75 mg
or higher were more effective than placebo on the HAM-A total, both the HAM-A anxiety and tension
items, and the CGI scale during 6 months of treatment. While there was also evidence for superiority over
placebo for the 37.5 mg per day dose, this dose was not as consistently effective as the higher doses.

Examination of gender subsets of the population studied did not reveal any differential responsiveness on
the basis of gender.

Table 18: Generalized Anxiety Disorder Studies:

Study Treatment Group Primary Efficacy Measure: HAM-A Score
Number
Mean Baseline LS Mean Change Placebo Subtracted
Score (SD) from Baseline (SE)  Difference® (95% CI)
Ven XR 75 mg 24.7 -11.1 (0.95) -1.5(-3.8,0.8)
Study 1 Ven XR 150 mg 24.5 -11.7 (0.87) -2.2(4.5,0.1)
Eff XR 225 mg 23.6 -12,1 (0.81) -2.6 (4.9, -0.3)
Placebo 24.1 -9.5 (0.85)
Ven XR 75 mg 23.7 -10.6 (0.82) -2.6 (4.6, -0.5)
Study 2 Ven XR 150 mg 23.0 -9.8 (0.86) -1.7 (-3.8,0.3)
Placebo 23.7 -8.0 (0.73)
Ven XR 37.5 mg 26.6 (0.4) -13.8 -2.8 (-5.1,-0.6)
Study 3 Ven XR 75 mg 26.3 (0.4) -15.5 -4.6 (6.9, -2.3)
Ven XR150 mg 26.3 (0.4) -16.4 -5.5(-7.8,-3.1)
Placebo 26.7 (0.5) -11.0
Study 4 Ven XR 75-225mg  25.0 -13.4 (0.79) -4.7 (-6.6, -2.9)
Placebo 24.9 -8.7 (0.70)

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

14.3 Social Anxiety Disorder (also known as Social Phobia)

The efficacy of Effexor XR as a treatment for Social Anxiety Disorder (SAD) was established in four
double-blind, parallel-group, 12-week, multicenter, placebo-controlled, flexible-dose studies (studies 1-4)
and one double-blind, parallel-group, 6-month, placebo-controlled, fixed/flexible-dose study, which
included doses in a range of 75 to 225 mg per day in adult outpatients meeting DSM-IV criteria for SAD
(study 5).

In these five studies, Effexor XR was statistically significantly more effective than placebo on change
from baseline to endpoint on the Liebowitz Social Anxiety Scale (LSAS) total score. There was no
evidence for any greater effectiveness of the 150 to 225 mg per day group compared to the 75 mg per day
group in the 6-month study.
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Examination of subsets of the population studied did not reveal any differential responsiveness on the
basis of gender. There was insufficient information to determine the effect of age or race on outcome in
these studies.

Table 19: Social Anxiety Disorder Studies

Study Treatment Group Primary Efficacy Measure: LSAS Score
Number
Mean Baseline LS Mean Change PDliz;.tc.::)e(:lcselib(tgl‘;;: ed
Score (SD) from Baseline (SE) CI)
Study 1 Ven XR (75-225 mg) 91.1 -31.0(2.22) 11.2(-5.3,-17.1)
Placebo 86.7 -19.9 (2.22) -
Study 2 Ven XR (75-225 MG) 90.8 -32.8 (2.69) -10.7 (-3.7,-17.6)
Placebo 87.4 -22.1 (2.66) -
Study 3 Ven XR (75-225 MQG) 83.2 -36.0 (2.35) -16.9(-22.6, -11.2)
Placebo 83.6 -19.1 (2.40) -12.7 (-6.5, -19.0)
Study 4 Ven XR (75-225 mg) 86.2 -35.0 (2.64) -14.6 (-21.8, -7.4)
Placebo 86.1 -22.2 (2,47)
Ven XR 75 mg 91.8 -38.1 (3.16) -14.6 (-21.8, -7.4)
Study 5 Ven XR (150-225 mg) 86.2 -37.6 (3.05) -14.1 (-21.3, -6.9)
Placebo 89.3 -23.5 (3.08)

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

14.4 Panic Disorder

The efficacy of Effexor XR as a treatment for Panic Disorder (PD) was established in two double-blind,
12-week, multicenter, placebo-controlled studies in adult outpatients meeting DSM-IV criteria for PD,
with or without agoraphobia. Patients received fixed doses of 75 or 150 mg per day in one study (study 1)
and 75 or 225 mg per day in the other study (study 2).

Efficacy was assessed on the basis of outcomes in three variables: (1) percentage of patients free of full-
symptom panic attacks on the Panic and Anticipatory Anxiety Scale (PAAS); (2) mean change from
baseline to endpoint on the Panic Disorder Severity Scale (PDSS) total score; and (3) percentage of
patients rated as responders (much improved or very much improved) on the Clinical Global Impressions
(CGI) Improvement scale. In these two studies, Effexor XR was statistically significantly more effective
than placebo (for each fixed dose) on all three endpoints, but a dose-response relationship was not clearly
established.

Examination of subsets of the population studied did not reveal any differential responsiveness on the
basis of gender. There was insufficient information to determine the effect of age or race on outcome in
these studies.

In a longer term study (study 3), adult outpatients meeting DSM-IV criteria for PD who had responded
during a 12-week open phase with Effexor XR (75 to 225 mg per day) were randomly assigned to
continue the same Effexor XR dose (75, 150, or 225 mg) or switch to placebo for observation for relapse
under double-blind conditions. Response during the open phase was defined as < 1 full-symptom panic
attack per week during the last 2 weeks of the open phase and a CGI Improvement score of 1 (very much
improved) or 2 (much improved). Relapse during the double-blind phase was defined as having 2 or more
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full-symptom panic attacks per week for 2 consecutive weeks or having discontinued due to loss of
effectiveness as determined by the investigators during the study. Randomized patients were in response
status for a mean time of 34 days prior to being randomized. In the randomized phase following the
12-week open-label period, patients receiving continued Effexor XR experienced a statistically
significantly longer time to relapse.

Table 20: Panic Disorder Studies:

Study Treatment Group Primary Efficacy Measure: Whether Free of Full-symptom
Number .
Panic Attacks
Percent of patients F ree | , diusted Odds Adjpited Odds
of Full symptom panic Ratio® to placebo Ratio® 95%
attack P Confidence Interval
Ven XR 75 mg* | 54.1% (85/157) 2.268 (1.43,3.59)
Study 1 Ven XR 150 mg* | 61.4% (97/158) 3.035 (1.91, 4.82)
Placebo 34.4% (53/154) -- --
Ven XR 75 mg* | 64.1% (100/156) 2.350 (1.46, 3.78)
Study 2 Ven XR 225 mg* | 70.0% (112/160) 2.890 (1.80, 4.64)
Placebo 46.5% (73/157) -- --

#(dds ratio (drug to placebo) in terms of probability of free of full-symptom panic attacks based on logistic regression model.
95%CI: 95% confidence interval without adjusting for multiple dose arms.

* Doses statistically significantly superior to placebo.

14.5 Pediatric Patients

Two placebo-controlled studies in 766 pediatric patients with MDD and two placebo-controlled studies in
793 pediatric patients with GAD have been conducted with Effexor XR, and the data were not sufficient
to support a claim for use in pediatric patients.

16 HOW SUPPLIED/STORAGE AND HANDLING

Effexor XR" (venlafaxine hydrochloride) extended-release capsules are available as follows:
e 37.5mg, grey cap/peach body with “W” and “Effexor XR” on the cap and “37.5” on the body.
NDC 0008-0837-20, bottle of 15 capsules in unit-of-use package.
NDC 0008-0837-21, bottle of 30 capsules in unit-of-use package.
NDC 0008-0837-22, bottle of 90 capsules in unit-of-use package.

NDC 0008-0837-03, carton of 10 Redipak® blister strips of 10 capsules each.

e 75 mg, peach cap and body with “W” and “Effexor XR” on the cap and “75” on the body.
NDC 0008-0833-20, bottle of 15 capsules in unit-of-use package.
NDC 0008-0833-21, bottle of 30 capsules in unit-of-use package.
NDC 0008-0833-22, bottle of 90 capsules in unit-of-use package.

NDC 0008-0833-03, carton of 10 Redipak® blister strips of 10 capsules each.

e 150 mg, dark orange cap and body with “W” and “Effexor XR” on the cap and “150” on the

body.

NDC 0008-0836-20, bottle of 15 capsules in unit-of-use package.
NDC 0008-0836-21, bottle of 30 capsules in unit-of-use package.
NDC 0008-0836-22, bottle of 90 capsules in unit-of-use package.

NDC 0008-0836-03, carton of 10 Redipak® blister strips of 10 capsules each.

Store at controlled room temperature, 20° to 25°C (68° to 77°F).
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The unit-of-use package is intended to be dispensed as a unit.
The appearance of these capsules is a trademark of Wyeth Pharmaceuticals.

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (Medication Guide).

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

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

Suicidal Thoughts and Behaviors

Advise patients, their families and caregivers to look for the emergence of suicidality, worsening of
depression, and other psychiatric symptoms (anxiety, agitation, panic attacks, insomnia, irritability,
hostility, aggressiveness, impulsivity, akathisia, psychomotor restlessness, hypomania, mania, other
unusual changes in behavior), especially early during treatment and when the dose is adjusted up or down.
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 [see Boxed Warning and Warnings and Precautions (5.1)].

Concomitant Medication

Advise patients taking Effexor XR not to use concomitantly other products containing venlafaxine or
desvenlafaxine. Healthcare professionals should instruct patients not to take Effexor XR with an MAOI or
within 14 days of stopping an MAOI and to allow 7 days after stopping Effexor XR before starting an
MAOI [see Contraindications (4.2)].

Serotonin Syndrome

Patients should be cautioned about the risk of serotonin syndrome, with the concomitant use of Effexor
XR and triptans, tramadol, tryptophan supplements, with antipsychotics or other dopamine antagonists, or
other serotonergic agents [see Warnings and Precautions (5.2) and Drug Interactions (7.3)].

Elevated Blood Pressure

Advise patients that they should have regular monitoring of blood pressure when taking Effexor XR [see
Warnings and Precautions (5.3)].

Abnormal Bleeding

Patients should be cautioned about the concomitant use of Effexor XR 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 (5.4)].
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Angle Closure Glaucoma

Patients should be advised that taking Effexor XR 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 (5.5)].

Activation of Mania/Hypomania

Advise patients, their families and caregivers to observe for signs of activation of mania/hypomania [see
Warnings and Precautions (5.6)].

Cardiovascular/Cerebrovascular Disease

Caution is advised in administering Effexor XR to patients with cardiovascular, cerebrovascular, or lipid
metabolism disorders [see Adverse Reactions (6.1)].

Serum Cholesterol and Triglyceride Elevation

Advise patients that elevations in total cholesterol, LDL and triglycerides may occur and that
measurement of serum lipids may be considered [see Warnings and Precautions (6.3)].

Discontinuation [Symptoms]

Advise patients not to stop taking Effexor XR without talking first with their healthcare professional.
Patients should be aware that discontinuation effects may occur when stopping Effexor XR [see Warnings
and Precautions (5.7) and Adverse Reactions (6.1)].

Interference with Cognitive and Motor Performance

Caution patients about operating hazardous machinery, including automobiles, until they are reasonably
certain that Effexor XR therapy does not adversely affect their ability to engage in such activities.

Alcohol
Advise patients to avoid alcohol while taking Effexor XR [see Drug Interactions (7.6)].

Allergic Reactions

Advise patients to notify their physician if they develop allergic phenomena such as rash, hives, swelling,
or difficulty breathing.

Pregnancy

Advise patients to notify their physician if they become pregnant or intend to become pregnant during
therapy [see Use in Specific Populations (8.1)].

Nursing

Advise patients to notify their physician if they are breast-feeding an infant [see Use in Specific
Populations (8.3)].
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Residual Spheroids

Effexor XR contains spheroids, which release the drug slowly into the digestive tract. The insoluble
portion of these spheroids is eliminated, and patients may notice spheroids passing in the stool or via
colostomy. Patients should be informed that the active medication has already been absorbed by the time
the patient sees the spheroids.

Distributed by

I
@ Wyeth Pharmaceuticals Inc

Assubsidiary of Pfizer Inc, Philadelphia, PA 19101

LAB-0466-12.0
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Medication Guide

EFFEXOR XR(e-fex-or)
(venlafaxine hydrochloride)
(Extended-Release Capsules)

Read the Medication Guide that comes with EFFEXOR XR before you start taking it and each time you
get a refill. There may be new information. This Medication Guide does not take the place of talking to
your healthcare provider about your medical condition or treatment. Talk with your healthcare provider if
there is something you do not understand or want to learn more about.

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

EFFEXOR XR and other antidepressant
medicines may cause serious side effects,
including:

1. Suicidal thoughts or actions:
e EFFEXOR XR and other antidepressant
medicines may increase suicidal thoughts
or actions in some children, teenagers, or
young adults within the first few months of
treatment or when the dose is changed.
e Depression or other serious mental illnesses
are the most important causes of suicidal
thoughts or actions.
e  Watch for these changes and call your
healthcare provider right away if you notice:
e New or sudden changes in mood,
behavior, actions, thoughts, or feelings,
especially if severe.

e Pay particular attention to such changes
when EFFEXOR XR is started or when
the dose is changed.

Keep all follow-up visits with your
healthcare provider and call between visits if
you are worried about symptoms.

Call your healthcare provider right away
if you have any of the following
symptoms, or call 911 if an emergency,
especially if they are new, worse, or worry
you:

attempts to commit suicide
acting on dangerous impulses
acting aggressive or violent
thoughts about suicide or dying
new or worse depression

new or worse anxiety or panic
attacks

o feeling agitated, restless, angry or
irritable
trouble sleeping
e an increase in activity or talking
more than what is normal for you
e other unusual changes in behavior
or mood
e Visual problems
e cye pain
e changes in vision
e swelling or redness in or
around the eye

Only some people are at risk for
these problems. You may want to
undergo an eye examination to see if
you are at risk and receive
preventative treatment if you are.

Call your healthcare provider right away if
you have any of the following symptoms, or
call 911 if an emergency. EFFEXOR XR may
be associated with these serious side effects:

2. Serotonin Syndrome
This condition can be life-threatening and
may include:
e agitation, hallucinations, coma or other
changes in mental status
e coordination problems or muscle
twitching (overactive reflexes)
e racing heartbeat, high or low blood
pressure
e sweating or fever
e nausea, vomiting, or diarrhea
e muscle rigidity
3. Changes in blood pressure. EFFEXOR XR
may:



e increase your blood pressure. Control
high blood pressure before starting
treatment and monitor blood pressure
regularly

4. Enlarged pupils (mydriasis).

5. Anxiety and insomnia.

6. Changes in appetite or weight.

7. Manic/hypomanic episodes:

greatly increased energy

severe trouble sleeping

racing thoughts

reckless behavior

unusually grand ideas

excessive happiness or irritability

talking more or faster than usual

8. Low salt (sodium) levels in the blood.
Elderly people may be at greater risk for
this. Symptoms may include:

e headache

e weakness or feeling unsteady

e confusion, problems concentrating or
thinking or memory problems

9. Seizures or convulsions.

10. Abnormal bleeding: EFFEXOR XR and
other antidepressant medicines may increase
your risk of bleeding or bruising, especially
if you take the blood thinner warfarin
(Coumadin®, Jantoven®), a non-steroidal
anti-inflammatory drug (NSAIDs, like
ibuprofen or naproxen), or aspirin.

11. Elevated cholesterol.

12. Lung disease and pneumonia: EFFEXOR
XR may cause rare lung problems.
Symptoms include:

e worsening shortness of breath

e cough

e chest discomfort

13. Severe allergic reactions:

e trouble breathing

o swelling of the face, tongue, eyes or
mouth

e rash, itchy welts (hives) or blisters,
alone or with fever or joint pain.

Do not stop EFFEXOR XR without first
talking to your healthcare provider. Stopping
EFFEXOR XR too quickly or changing from
another antidepressant too quickly may cause
serious symptoms including:

e anxiety, irritability
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o feeling tired, restless or problems sleeping
headache, sweating, dizziness

e clectric shock-like sensations, shaking,
confusion, nightmares

e vomiting, nausea, diarrhea

What is EFFEXOR XR?

EFFEXOR XR is a prescription medicine used
to treat depression. It is important to talk with
your healthcare provider about the risks of
treating depression and also the risks of not
treating it. You should discuss all treatment
choices with your healthcare provider.
EFFEXOR XR is also used to treat:

e Generalized Anxiety Disorder (GAD)

e Social Anxiety Disorder (SAD)

e Panic Disorder (PD)

Talk to your healthcare provider if you do not
think that your condition is getting better with
EFFEXOR XR treatment.

Who should not take EFFEXOR XR?

Do not take EFFEXOR XR if you:

e are allergic to EFFEXOR XR or any of the
ingredients in EFFEXOR XR. See the end
of this Medication Guide for a complete list
of ingredients in EFFEXOR XR.

e have uncontrolled angle-closure glaucoma

e take a Monoamine Oxidase Inhibitor
(MAOI). Ask your healthcare provider or
pharmacist if you are not sure if you take an
MAOI, including the antibiotic linezolid.

* Do not take an MAOI within 7 days of
stopping EFFEXOR XR unless
directed to do so by your physician.

* Do not start EFFEXOR XR if you
stopped taking an MAOI in the last 2
weeks unless directed to do so by your
physician.

People who take EFFEXOR XR close in
time to an MAOI may have serious or
even life-threatening side effects. Get
medical help right away if you have any
of these symptoms:

e high fever

e uncontrolled muscle spasms

e stiff muscles



e rapid changes in heart rate or blood
pressure

e confusion

e loss of consciousness (pass out)

What should I tell my healthcare provider
before taking EFFEXOR XR? Ask if you are
not sure.

Before starting EFFEXOR XR, tell your
healthcare provider if you:

e Are taking certain drugs such as:
e Medicines used to treat migraine
headaches such as:
o triptans
e Medicines used to treat mood, anxiety,
psychotic or thought disorders, such as:
o tricyclic antidepressants

o lithium
o SSRIs
o SNRIs

o antipsychotic drugs
e Medicines used to treat pain such as:
o tramadol
e Medicines used to thin your blood such
as:
o warfarin
e Medicines used to treat heartburn such
as:
o Cimetidine
e Over-the-counter medicines or
supplements such as:
o Aspirin or other NSAIDs
o Tryptophan
o St. John’s Wort
have heart problems
have diabetes
have liver problems
have kidney problems
have thyroid problems
have or had seizures or convulsions
have bipolar disorder or mania
have low sodium levels in your blood
have high blood pressure
have high cholesterol
have or had bleeding problems
are pregnant or plan to become pregnant. It
is not known if EFFEXOR XR will harm
your unborn baby. Talk to your healthcare
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provider about the benefits and risks of
treating depression during pregnancy

e are breast-feeding or plan to breast-feed.
Some EFFEXOR XR may pass into your
breast milk. Talk to your healthcare provider
about the best way to feed your baby while
taking EFFEXOR XR.

Tell your healthcare provider about all the
medicines that you take, including prescription
and non-prescription medicines, vitamins, and
herbal supplements. EFFEXOR XR and some
medicines may interact with each other, may not
work as well, or may cause serious side effects.

Y our healthcare provider or pharmacist can tell
you if it is safe to take EFFEXOR XR with
your other medicines. Do not start or stop any
medicine while taking EFFEXOR XR without
talking to your healthcare provider first.

If you take EFFEXOR XR, you should not take
any other medicines that contain (venlafaxine)
including: venlafaxine HCI.

How should I take EFFEXOR XR?

e Take EFFEXOR XR exactly as prescribed.
Y our healthcare provider may need to
change the dose of EFFEXOR XR until it is
the right dose for you.

e EFFEXOR XR is to be taken with food.

e Ifyoumiss a dose of EFFEXOR XR, take
the missed dose as soon as you remember. If
it is almost time for the next dose, skip the
missed dose and take your next dose at the
regular time. Do not take two doses of
EFFEXOR XR at the same time.

e Ifyou take too much EFFEXOR XR, call
your healthcare provider or poison control
center right away, or get emergency
treatment.

e  When switching from another antidepressant
to EFFEXOR XR your doctor may want to
lower the dose of the initial antidepressant
first to avoid side effects

What should I avoid while taking EFFEXOR
XR?




EFFEXOR XR can cause sleepiness or may
affect your ability to make decisions, think
clearly, or react quickly. You should not drive,
operate heavy machinery, or do other dangerous
activities until you know how EFFEXOR XR
affects you. Do not drink alcohol while using
EFFEXOR XR.

What are the possible side effects of
EFFEXOR XR?

EFFEXOR XR may cause serious side effects,
including:

e See “What is the most important information
I should know about EFFEXOR XR?”

e Increased cholesterol- have your cholesterol
checked regularly

e Newborns whose mothers take EFFEXOR
XR in the third trimester may have problems
right after birth including:
e problems feeding and breathing
e seizures
e shaking, jitteriness or constant crying

e Angle-closure glaucoma

Common possible side effects in people who
take EFFEXOR XR include:
unusual dreams
e sexual problems
loss of appetite, constipation, diarrhea,
nausea or vomiting, or dry mouth
feeling tired, fatigued or overly sleepy
change in sleep habits, problems sleeping
yawning
tremor or shaking
dizziness, blurred vision
sweating
feeling anxious, nervous or jittery
headache
increase in heart rate

Tell your healthcare provider if you have any
side effect that bothers you or that does not go

39

away. These are not all the possible side effects
of EFFEXOR XR. For more information, ask
your healthcare provider or pharmacist.

CALL YOUR DOCTOR FOR MEDICAL
ADVICE ABOUT SIDE EFFECTS. YOU

MAY REPORT SIDE EFFECTS TO THE
FDA AT 1-800-FDA-1088.

How should I store EFFEXOR XR?

e Store EFFEXOR XR at room temperature
between 68°F and 77°F (20°C to 25°C).
e Keep EFFEXOR XR in a dry place.

Keep EFFEXOR XR and all medicines out of
the reach of children.

General information about EFFEXOR
Medicines are sometimes prescribed for
purposes other than those listed in a Medication
Guide. Do not use EFFEXOR XR for a
condition for which it was not prescribed. Do
not give EFFEXOR XR to other people, even if
they have the same condition. It may harm them.

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

For more information about EFFEXOR XR call
1-800-438-198S5 or go to www. EFFEXOR
XR.com.

What are the ingredients in EFFEXOR XR?

Active ingredient: (venlafaxine)
Inactive ingredients:

o Extended-Release Capsules: cellulose,
ethylcellulose, gelatin, hypromellose,
iron oxides, and titanium dioxide.



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

antidepressants.

This product’s label may have been updated. For current full prescribing information, please visit

www.pfizer.com

Distributad by

———
@ Wryeth Pharmaceuticals Inc

A subsidiary of Phizar Inc, Philadelphia, PA 13101

LAB-0542-5.0

Revised: Feb 2015
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75 mg/ HIZEUG LZRWEBRE T, RAKHERN 225 mg/H £ THETHZ LI2XY, AOREAEMN
HbH, BWEIGL, RRKTSmgHTo, 7 AU EOMBTHEETLZ &,

25. 4727 —IREHLDOEIVFHZ

A7 27 P —IR BEOEG-Z5TTND 9 DREHIZBWNT, bt oHE Bl ~7
77X 315mgE 1 B2ENGA 72/ —XR AT BN T5mg a1 HLE]) I2CTA 7=V
P —XR B S ENA~DEVEZEZITOHERHDH, L LR, ERNCHERE AT 5 LR
5D,

2.6. Kk BE RH
I EERE T B ~ D e -

#2 (Child-Pugh A 27 =5~6) F£7-XHFEE (Child-Pugh A 27 =7~9) OFFEREREE 2B 5
LEFETIE, 1HEELTS0%EL THEET 2528, EE (Child-Pugh 227 =10~15) OfF
BRI E £ I 2 AT 5 BE T, S0%U EOBENSMNERGLEN S5 (EHRBEER~
OBEDHESWR)
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BERRERE A~ DG

% (CLler = 60~89 mL/min) £ 72132 (CLer = 30~59 mL/min) OB HEREFEE A H 4 5 HBE
TIiE, 1 HEE L T25%~50%E L TREGT52 &, MRS 22T 5BEEITHEE
(CLer <30 mL/min) OB F§REREE 247 5 BF BT, 1 AL LT 50%LL B L Tih
THZ L, BHREREED 7 VT T AL TIEINRY DEAENH H1-0, —HOBEIZE D
TIIWGEAFEINHEST 5 2 L AL L (BBRBREER~OBREDHESR) |

2.7. MERFIRYTE

KO OWMERE, SRMERNLEE, e REEE, =y /7EEE2ATHREICENT /7=
JH—XR BTN EEDL HWVOHEET RENZONTIE, R T T AN
BTV,

KD DWRPHEREE O BYERIEIZ B WX, RIS LTeB by H £33 LL EORny 723K
WiRIEE BT HE NS T T, I —LEEERTH D, IR G L, RHEEKE 52
BN DT> TRG LTI TIE, KO SWRMEEEOBEICNT 24 7 =7 P —XR W7 E
NS AT 7 P —IR EONROHFFN RSN BEBRBROESR) , O DRLNTET —#
ML, A7 =27 % —XR B 7NV OHRFEIEICVLERHER, PIHRIGSE ERT D DICHEER
AREF L THLHNE D DITHONTITN > TR, EBI L BE OFMZ 1TV, HEEREED
WEEMER X ONESI A IO W TCHIT A Z LAV ETH S,

DREER S E R B L O SR LEERZICTOWVTIE, 6 » AROERRERICHBNTA 7=
P —XR I T NDEIERRENTWD, A 7 =7 P—XR B 7B THER D S L 7= 2%k
REREERE B L O SR LREE RS TR 2 HEGEE O LBEMEIZOW T, EHR 72323 24
HWThD,

RBEMOA 7 =7 —XR I T ENVOEGIZLY G ER LT =y 7 EEBRF IR LR
PG LUEBERBRICBWNC, A 727V —XR I T AT, 7T vRBEE L CTHEE
TORENHEFHCERICERE S (BERBROESR) , 4 7= 7 —XR I 7B/ TE
W E LTz = v 7 BEEBE KT DGR O MBI OV T, EMI 2R LETH
Do

28. 4 7= 7% —XR A VoS

AREZRIR D 22X 19 2 D TIE/e<, REBRZWT 2 L2 5, A 7= Y —XR BT
TV OERRRERIZIN T, HEOHIRIT 75 mg 7o 1 @R ORI A 221 TiThiviz, 850 M
WS LB G a0 05 (REBIUERA LOERCHSH) |

29 HEBOBRREENET5E 7 I VBMLEBERAEE (MAOI) ~0, F72i3 MAOI 7> 5
DY X

R B OTRIEZ A L 925 MAOI DG 1ED S 14 HUWIZIZA 7 =7 P —XR B 7L % H
WRWZ b, Fm, A 727 —XR I FEAOEEF IR LY T HEZBWT, s
BOREZ AN L T2 MAOI OBEZBET 5 Z L (BR, BEBIWMEALOEE, XWiHE
EROEZR) |
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A7 7P —=XRATENLVEYRVY) FERRZAF LTI NA—72 Y, o MAOI & DHER

Yo b= SEEHO ) AN ERT AR D720, VXY U RERIEATF LT A—FE
EWEROBREIIFIA 7=V P —XR DA EZRE LN &, AREESTBRARE, AL
B4 L5BEICONVTHRETIVNERND D (BROESR) |

A7 2P —XR DTN ERGHROEFIZEBNT, VRV REEEFATF LT —FEICK
HBENBREETLLEAN DD, VARV RERIZAF LU T A—FEIb D IERIEN 2L,
U Y RELIIATFT LU T A—FHEIZ K DIRE &V Y IBTERIRE DY, B b= e RO
DEERY A7 % L2 LYW ESNT=5E8, 41 7273 —XR A 7L ORGE2ELIZHIEL,
VRV U RELFIAF LU T NA—FEORENAHETH S, 7T HMEIL, VXYY REEEFA
F L U TN —FHE DR 51% 24 FE O WT RV E T, BEO®r b= JEEREOIE
REFBRCBET LI, A 727 —XRITELOELEFI) XY REREFAFLUT
N—FHEDORIE G 24 RiIR ICHBTE 256050 BERLIVER LOEROESH) |

AF U U T N —Z IR (RO BERE 72T RPTES 70 £) 12 TG LI25a, 7213 1 mgkg
L0 BENDRVHEERZA 72 7S —XR I T BV EHLEBAED Y 2271250 TE, HH
MTIEZR, LLARRG, EANIZO LS 2EHICE TS r = JEEEOFE LD raEME:
IZOWTHETSHZE BEBLIUMEHAEOEEOESR) |

3. e RR
A7 = 7P —XR B FENMIROFRE TS S5,

e 375mg (v v 7 WKE, W), [EffexorXR] EHIT/ART ¢ AL, [375)
EHIT)

e 75mg (¥ v :¥Yhita, W], [EffexorXR] EHIF/HRT 1« : Phita, [75] &
FI52)

e 150mg (v 7 :H#ta, W), [EffexorXR] LFEIFT /AT ¢ k86, [150]
& FI57)

4. =

4.1. BBE

AKFNX, RUTT7 7R UEBRE, TANRCT T 7R any £ IR o wInF o4
WNZH LIBBUE 2/ 3 5 BFEICIIEZSTH 5,

4.2.%€ ) 7 I VB LEERFAER (MAOD & DA

e N UIEGEREO U A7 BN ERT D AREEN H D T2, FEREE OIRE H I TO MAOI & A
T2 —XR I FENLEDOHH, 13 A 727 —XR I FEAOEEFIEE T ALUNO
MAOI OfE ISR TH 5, £72, MAOI DEE-H IR 14 HEILAN O B 121, FEHBEEOIEHE
HI)CA 7=/ B —XR W 7B AZEE LW L (FE- AR B5BLI0ERALoRE, X
YREEROESR) |
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o NS UIEEREO D) AN ERTHRREER S D70, VRV RERIEIATF LT —FE
2 ED MAOL B 5 FDOHRFITIZA 7= 7 —XR A TSV E2EE L2 (A AR B
ERBIMEALOEE, KWHEEROESHT) |

5. FEBIUOHRA LOER
5.0./0R, FEH, BLUEFERANCEITSERSELICERITH

NI KOV DR 5 DIMEREEERF TIX, Lo 2HORAOHFEEIZ b o, 5 DR O
EBLO/ F3ABRSERS L OBERITA (ARMEN) , BTN RBLIT 5 AlRetEn &
D, ZOVAZE, HLENREENRALND ETHRSGENRD D, 9 DIFCRFE DM ORI E
TABDOY A7 2@ AZ EBRMONTEY, ZTNOOEERERISAZROAE R TRIRT L7025,
PO 23N, IRIFEVHIOR T OBRERET, 2 WO, HERMEROREEFHIET 50150
DEEZFFORREMEN B D E EFERE SN TV D, K ) DWMEESE £ 3OS ERE2 AT 5
N HEH, BROEERN (Fl 18~24 5%) (2B 5509 D3 [SSRI (BRIt h=>
FHL Y AL IHESR) B L OFEOM] O 7T & Rt B O DFA T OFE RN D, H19 DI
L VHEBAEBLOARTS (AR OY 27 NEL 2D ERNRENT, SRRz
T, 25 L EORATIT T 7R Ll L THL D DR HIZ L2 A& RO Y 27 EAITERD 5
e, £72, 65U EDORATIET 7R EDOHEIZBWTH ) D3FHIC L2 BREmD Y A
JIKTRRO LN TS,

KO ORMERETE, MAMEE F IO BmEE 2 T2/ NI L OEFEOBFE ZxIR E Lz
Lo O 9 KO 7T ARG RERER (GF 24 38R, 4400 FILL L) OPFEMENT N ER Sz, K
2 OMERRE, OB MIEEEH T ORABREEZRGR L L7 7 R xR O OFA iR bT
W2k, 677,000 4 0L EOBE ARG E Lz 11 FEOHT S S 295 O HAZAER  GRER R
DOHRAE2 5 A) BNEHl STz, FEAFCRRER OV X7 IZBHER/NNT Y X 0R0D bR,
T RTOEANZB W TEFEREIZBIT 5 AR OB A BTz, BEENRE D@ T-DIX
KD OB EERE T, @IER OB RER ORT Y A7 I3 ERA LN, 72720, FEhER
FONEER OV A 7 7 (FERER T 7 v AR (XL TN Th 72, FEREE 772 REE
IZBWTHBRERARD b= BEHOZE (1000 AH) % Table 1 12/ L7,

Table 1. EEBEL7I2ABIIBVWTEREMBIRBD bh-BEEDZE (1000 AH)

i 7T B AREE L el U7 NS
18 %A 14 130
18~24 % 5 e

7T v ARRE L g U7 B N
25~64 % 1 ik
65 ik A 6 e

INEBREZWRE LR T, B LEEEIIZRD N o1, MABEZTSRE LR
T, BEBINERD SN, BFRLZEEEN VT E5720, BRI 5 3KA| 02
OWTIIEERAE L N2 o T,
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ZOBEBREmMO Y 27 BNEEERE By A 2B M) ITBWTEED b NENITONTIE
RHTH D, LNLRRS, I WM ABE LR L Lo 7 A R ERR L v, 1o
OEAMHT L2 LITHD, IDHOBFBRLELEDLIENTEL LWV HZET A TRSNT
W5,

WD TEIE THL ) DA E I DT X TOEEIL, #@URe=21 72T\, BERIK
REOEAL, BRRMEN, BERITEEICONWT, HicRGHG%EY AWM, £ E5E0ET
E (HEER, JER) 1%, FOEEL BT L,

K5 DFMEREE S L UM O R BCRIR B LIS OIRIR T, H1) SIIBEEZZ T TV DAL
FOVNEBFIZBWT, UTFOMERBI®E SN TWD, R, Ml =y 73%E FIRE 5
RIS, Mo, BCRME, mENE, T Y7 (eEENAED) , B KOBWE, 72, b
DIERDOFEHL L 9 DJF OIALE KO F 7213 B A ORBO KR EBIRIZH 03 Tlde g, =
D OFERIT A ZREAEBLORE TS 5 AR L BREIN S,

D ORPEALERET TS, BEMEMAFIL TWD, £7003 9 DB E 71T B BEm ORIk
EEBEZONDIERZFH L TWDLEEIIBNT, FICZDERNEE TH D, BREHAT L, b
DUVNEE D LD RIERDARNEZ S 72 o 1o 8121E, &G PO R L&D, MR GED
KHEBRRTLHZ L,

BEFIEEZRE LTZ5GE, HEZEE L THIET XX TH D, FIRITARERIR Y BAIZITH &
THDHN, FROP TS HDFEOIERZ X 2T EMENRH D Z LS TVn D EEBIY
FREOER, R - ARBOHEZMR) |

KO OFMIERE F 72132 OO (EERR L OFERBER) Tht) 2o G425 T
HERFOFER LOT#EFR I UL, BREEMORBBITIZ, Bk, S, 7278
b, BEOMMD ER UTEROF I L TREELZEMHRL, 20X 5 RIERNA LIS ILE
BIZEFENEFE ICRETOLERH DL EICEETH 2 L, 20 X5 RERICITFER L OU#
FICLABHOBIELEEND, BEHREDO ) 27 2T 57-0, BE % BIFIET 2 RIK
HEDA 7 27 P —XR I TNV EATTTRETH D,

P EEEBREDA I V== 7

KIDHTE Y — RiE, MBMEEEOYIZIER TH 2 RN H 5, HEGRBR THYL I TV D
DTV, —RIZIE, MBEREEDO Y A7 NHDHBFICBNT, TOXHRo Y —FR
i) OEBMTIHIET 52 LIk by, BRE /MR Y —Rag| 2 EZ LI <T5280H
HEEZEZHLNTWS, EROIEROWT NN, 20K 5 RIFHEOZRERTHONE I NIEAR
HTHD, LOLERD, I IEREETLEBEEICH D SFEGE2ED D5E1E, SRR
URATBRHLE I DERWTT 572012, FRNCEYIR A7 ) —=0 T k752, A7) —
=270, B, BIMEREE, 5 SIROFRE S & O, sEMREREOBEELED D 2 &,
A 7 = 7P —XR A T /ATRERM: D DI OIRE COM TR SN TV RN EIZERE T
ThD,
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5.2.n b= fEGER

SNRI (Em b=+« A7 R U UBEYIALER) BIOSSRI EDOFFHIZL D, Admic
fElmZz MIETAREE O H Dt w N = EERENEBL L L OWENH H, ZHUIA 7 =7 P —
XR B T NNDOHOFEETHIBT 50, Flobto h=AEHEE (FY 7&2 U REH, =mAbt
B T =), YFULA, FTIvR—, NIUT 77y, TAERY, B heVa—r
R« U— R EETe) , BLOEr b= OREEIHIT 234 (Frlo, RS L O mRESE
DI OFE B AT &35 MAOL, B2 iXY 2V Y REBIXOATF LT —E) EofFHIZXY
FEL LT,

o b= UEBEEEOERICIILU TG EN D, FBRkEOZ(L G2, WMk, 9%, #%,
) , B ZE (AL, SR, AZEME, &R, 7T, WL FErE EV) , ph
e (B2 0E, #REk, [EfE, IA4 27 e—X X, RSTTE, WHilEEREE) |, KERERL LD
Wtk (BT, b, WErE, THD . kv b= JERBEORRIEREL, BHOBZEE 15
792 &,

v

™ IF B TR

FBHEEDIREAL L LA 7 = 7 % —XR B 72L& MAOL OFHIZESRTH D, UV
REZIFIAF LU T NA—FER ED MAOL 25 HOREEFIZH, 4 727 —XR I 7B a8H
HLBRWZ L, AF LU TN —DOFHREEIZOWN TR S 723X T, kR 51285 1~
8 mg/kg D GHFPAICEET 2 HE TH o7, AF LU 7 —OMRRE (B 0§85 F 72 13 R0 H%
HEH) Ik a8E, HWVTLVIEHEORGICET 2 @®EIT o7, A 7= 7P —XR AT
T EHRGFROBEIS, VR RELEFATF LT N—E72 8D MAOI 245 L i iids
BRI HV1ED, MAOLIC L DIREEZBMGT 88T, 4 77 —XR W 7LV %
HiET o2 L (R, AE - AR BYHEEEROESR) |

A 77 —=XR AT BN LMD = AERZE (M) 72 REEKR, ZRARTEE, Iy
Yy, 7Tz BZ=)L, UFTL rTFI<vRK—, 72, NUT"T70, B Pa—
X« U—hagte) L OJFHPERRIICLERGS, FIOERMIER S L OH R ERFICE 7 &
SUREBEREO U R BNEED Z LB AH0, HESLETHL CRPHEEROESZR) . L
FRO X 9 IR BN TG A ICIIEBIZA 7= 7 —XR BB EfthotEa b= EREONF
Madi U, SCREEZITO 2 &,

5.3. IE L&

L IR U T, RIS R TR /RIS £ ORI M £ 0 _F 572 & DN Rt 72 i U E
B bz EWEROEZE) |

A 7 =7 P —XR I 7RO EERMGHTR X OGP ENICEABIRT S 2 L, ST s
AOFL TV BEARIEA 7 =7 —XR BT BMI K DIREZBBT RN hr—LT 52 &,
B EOAPFE - IRE EFIZ L > TEAT 282006 5 0MEEBE-IIMNEREEELH

THBRFICRET DL AITEREET S, FHnR e BAE, EEEE MITT A REEND D,
A7 7P —XR I 7N TIE, BEREEZET L0E EAOREFNHRE SN TS, FHge e
MEEFNEERSINZHEICE, RREOHE IR EPEERFT52 &,

A7 =7 P —OREKRRIZDIZY, 4 7 =7 —XR 72 AEEO 5 b, LR 105 mm Hg
LI CIMEME O PEBERIMFIZ 15 mm Hg LA ED EF R A LN EBE T 14% TH o720k L, 7
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TERBETIZ 09% TH o 7=, RIS, £ 7 =7 —XR B 7 BARED H 6, ILHEIM0E 180 mm Hg
LU CIMEAMZ O UL AFE 12 20 mm Hg LA LD EF RSN EE T 1% Tho72DICkt L, 7
TEREETIZ03% TH-7= @WEHOIHE, Table 10 2M) , 4 7 =7 —XR I 7L OFEEIC
X0 Fefey e i B (3 Bl osEe 3 2 kBRI W, MEMZRIE# M= (SDBP) 90 mm Hg
UEBIOR—Z2F7 4 LD H 10mmHg ML EER LA EERSND) AL (BIE
FDIE, Table 11 M) ., A 7 = 7 ¥ —XR H 7 & /L) 300 mg/ B LL_E o B 51 X 5 Hif
Hy 72 M B OB A2 FEMI T T 2 I BE DA+ Th o Tz,

5.4. BEHm

A 7 =7 P —XR B 7 /%G T SNRI £721% SSRI DR AL, BRI, MffE, S, SR
i, WAL I s &AM ER A2 KIET i CoHmEFESR ) 27 2@m» 5B NnH 5, K
TAEY v, AT A RERRESRE, LT 7 Uy, PreimEE E 72 i Mg iE ic T 5 %
DI OIEF & OPFIE, HILY 227 2@ 5 2 L 0N 5, JEFERE B L OEZEFEE GER) IR
REINaR— b TV ) ZBWT, B b= FRVAARREEOE S & LS H oA
EDOBEMENNIEEN TS, A 727 B —XR B T BIVEFFAT oA RRIPIRIERK, 7T AE Y |
MREEENC B % E T K 9 2t D 3RAN & OOF FICBIE S 2 HIL D U A 7 12OV THREIZER

o RN

5.5. BAZER AR

R T 77XV UREBRIE G2 OP ) SO %R - AR L0, R A
ZUF TR W B O R A BRI B W CEAZERB A NBERIEN S & 2 Z SN D AlRetEn H
éo

5.6. BR Bk

K OJFHEEERE, AR LEEREE Iy V7EERE LS L LTRETERRIC B W)
T, BREITREEN A 7 = 7 —XR I T AREOEE THRE SN (Table2 2M8) , o
PRI TR D DI EOREE 2T, [EEOSH 2 —HOBEITHB T, B R %
BRI OHRERDH D, B EITREOBEND D EBEHICA 7 =7 P —XR I 7B EMEHT
LA, EEICERG T2 L,

Table2.  THEIRETRBIZBWVTA 7 = 7 ¥ —XR I PV BOBE CHE Sh-BR E - 13®
BORBEE (%)

W EIE A7 =% —XR AT EI 7R

KD OIRPEREE 0.3 0.0

M 22 R 0.0 0.2

e e 0.2 0.0

Nz I EE 0.1 0.0
PFIZER CONFIDENTIAL

Page 8



R T 7 7%V UER
KEAM SCEFIRR

5.7. B AE (B A

ERMEARLIEEICBIT DR RBR O 7' 10 A7 7 ¢ T LK 9 SitEEER L O R
IEEIZBITOIRBOL ha AT T4 THREEZEDT, XU T 77X U ERAL TN EE
(ZRBWCTHEER 2SR ST, S EXERBERICBVNTRU T 7 7% 0 DZRD
HEE 7 EDS, B LVER OB Z ), EENRZVIEE, RN ELS 2512 L,
ZOBEENETZ LB L TV D, WS SHERIIE, il BfRIRE, R, $SEL, W
EEIEES L ONT R EE, TR, SO E 0, DN, RIS, BREERCMEINEE, 157,
A V7NV WERELR, BEfE, RBR, O ORAIRE, HEO, MRGRE, EE, RRkEE (Exkva vy
FREER 72 L), IR, 29T, Rk, O EV, EHRH 5,

A 7 = 7P —XR BT E/, D SNRL B L SSRI OHi i IZB T, 25 OIF| OG- 1k,
FRIZZERDOFIET, RS, SRIENE, Wl 2o v, EREE (B, Exva
7RI 72 EOMITRE) |, AN, SEEL, PR, WBIR, THHALE, ARE, B, HBB IO
FAEINET EOFEFRGOARBNRERH D, ZNHOFRIT@EF L ha—/LA[RETH D73,
HERBEEIR AR STV,

A7 2P —XR AT EMZEDEREEZF T HEEE, 2085 RERICOWTEEZER T~
XThbd, BARTIETHOTIEARL, AIRERRY EG BT 5 2 L 2H#ET 5, BEEOM
BELIXEREP LRI 2 OIERP BT 25581, tORGRICET I EEBET DL, O
%, ERINISHITHECHICEET D2 ZENEEND (- AROESH) |

5.8. FEBRIE

R T 77XV OEGERITERIENZBD 5N TWD, DE < D) D3R LR, KERE
DEEDH DEEITA 7 = 7 P —XR I BNV ERGTHRCIE, EEICEG L, KERIENFE
RLEGAICEEEE2TIETH2 8 [VAZERETHZ L 0 URAITR T, KERERMEEZET
S L0

59. {7 + U U AMAE

A7 =27 P —XR B 7 E/N%ZET SSRI £721X SNRI DR T, & MU 7 AMIENFKHT DL Z L
Nob, TD% L, FURIRAFNVE CREEGTERRE (SIADH) Off5 e L TR MU o Al
JEDFBLT 5, MG T~ U o7 A205 110 mmol/L AJii DFEFI D HE STV 5, miflefsa TlE, SSRI
R SNRI DR TIEST MY T AMIED ) 27 RN@EL b 2 E03bh 5 (kB EEA~OREDE
ZM) . £, FIRAIZRAL TS EE, FRERENDLRVEETITES Y Y AMED Y
A WR@EL 725, KT MU U AMIEDOEBED H 5 BFTIE, 47 =7 % —XR A7 EALORMAT
LA L, @O ERAEEZIT Y 2 &,

K7 b U U A MEOEE & ERICIE, 8, £ KT, FoERESE, 85EL, B, AN
HBEENDH D REERITIREND D, L VIEZN D,/ B D WIT2MEOEE L ERIZIE, SR,
S, FEAEIEE, BiE, PEUEIE, FEERENRD D,

5.10. /NRBEICBITAHEB LI CHEOE(L

RE DAL
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KD OWTERSE, SRMERLRER L ORISR ZREO/NLEFE ZXHR L Lie 7 7 &k bR
WZB T DIREO I L OMKRERED ORI (3.5%LL EIRE D LIZEBEOES) %
Table 3 3 X " Table 4 27”779,

Table3. A 7=Z¥%—XRAIFEVO_EERT 7 RHRRARICE T 5/ NEEEOREHR
BHLOEBE (kg) OEHELE

T ST
(HATHD) A4 7 =P —XR B FEIL 7R

R 9 IFPEREE I L Ot N2

I

(4 RBROFE, S M) -0.45 (n=333) +0.77 (n = 333)
L\\:—'—»;zgli—‘

%ti‘?Iézg?%B 075 (n = 137) 1076 (n = 148)
H [H

Tabled. A 7= P —XRATENVOZEERT 7 ANRRABRICBIT2/NEEBEOKER
D 3.5%LhE) DRER (%)

1 S AE

(1) A4 727 P—XR BB 75 vR
K5 TR E ORI L h _

(4 SRBRDED, 8 ) 18"(n=333) 3.6 (0 =333)
R EE as _

(16 ) 47" (n=137) 14 (n = 148)

t T RARBIHT D p <0.001

REBAITIBFIC LY BRNREZ 2 LEBFICRSTRO b (BEBIOER LOERDH
ZH)

KO OFMEEEL AT H/NEBLOEFEBE LG L L2EERABRICBNT, 4727 ¥—
XR W7o N ERE 6 7 ABESREG LIZEO U A7 IOV TEHMEi Lz, /NNEB X OEEBREIC
IREIEINNERD B, Fif - M2 — B SEEMOT —Z IZESW=THliEL Y 407
Mode, IREHMOERE & PRIEOZE, FHEF (120 E) [ZhTRNEEE (12 ek
i) OFBKRE M7,

HEOEL

KO OFMERDE, SRMERZEERL L OMERZEEDO/NTEBRE EG L LIZEH 77 R %
HERIZB T 2 EDOWVHZ % Table 5 137, SRR ER LUK 5 DfitEEEBEE % %t
G b LR T, RBRBOBREIZBWT, FEOZMIMICE LR HE LWENRD bz,
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Table5. A 7 =x=ZH%—XR I FENDT5ERMBREBICEITA/MNEBEOHEEDEHE(L

WGAE (1) A7 —XR DTN 77 R
KO ORMEREE (8 HH) 0.8 (n = 146) 0.7 (n=147)
RS (8 W fH) 0.3"(n=122) 1.0 (n=132)
tha N ziEE (16 HIH) 1.0 (n = 109) 1.0(n=112)

T p=0.041

6 # HEINZDT= 2R D OFtEEERE 2R L LICHFERRBRICENT, MBI OHFFREEIZ
HROBEARRBD IR, Fin - Ml —BSEEHOT —2ITESWETHIE L Y HIE
Mmole, EEEOMERE FRIKEROED, FEEE (12%UL) ([HE~TRNEEE (127K
i) DTHBRE oI,

5.11. /NRBEIZEB T 2 BBDOE/L

KO OIRMEREERE, SRR LEERL LS RLEERE LR LE LA 727 —XR
TN OTIRATRERIZIBWN T, BHEE (BRIEE L THESh) oRIUIT 7R EIC
LCA 727 —XR I T BAETLY ZL MG SN (Table 6) .

Table6. A 7 =7 % —XR I EALDFFERMBRBRICKITS/NEEEOABRBEDOT
BHRBIUARAELEE & LioRERIER® (%)

36 S A4 7P —XR B I 7R
(H118) TR kR FEELR Hk R
KO OJFMEREER L ORI AR LR E 10 0.0 3 -
(fr&, 8IAM) '
AR E
22 0.7 3 0.0
(16 F#RED)

a

KERBDZHA & LERET RIS 727 —XR I TEAHEBLOT TR RENTNRE 0.7%TH o7,

5.12. BB MR BRI X O ERER M At 2

RUT 77X OBREICEY, FRICHEEMERMZECHBRERMEMM R OB TE I TWVWE,
ITPERE R BE, Bk & 72 1 IR PR DO &H 5 BEFICR T 7 7 X o ERGT AL, b
DEEFERNBET LD H DD, +oEETDH I L, IERNVENTZLGEITE, BEHIZES
HREHlRAZE/mL, X777 X% OB EFILZHRETHZ L,

6. BIfEH

SUF ORI, AR SCEOMOET LY FHMCEEL TS,

o BEVE FEROEZM)

o /N, FEY, BLUOWAICKEIT 2 AR EELSLOARTSA WERSIUERLOTERE
DIAZM)
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o Tnr h=lEREN EERBIUERALOTEEOHESH])

o MEEF EEBICERLOBEROESMT)

o HEHM (BEBIUERLOBEEROESMT)

o [PHZEMEMFENIE (BERLOER LEOEROHSH)

o BN WRE: BERBLUMER LOEROHESHR)

o HEMUEMERE (EERBLUER ELOEROHESR)

o HHREFEE (A - AROEZM)

o JITHEREREE (YL - AEOESH)

o KR BEBIVERLOTEROHSM)

o X MU YAME BEBIOERLOBEROESMT)

o NRBFIZBTAIREBLOHEOEL EWEBIXUEALOEROESR)
o /NRBEIZEITHEMOLEN BEBLIOEREOEEOHSM])

o HVEMEMGER EIS K OUFmRERMERi R (BERB L OER EOoEROHSH)

6.1. ERIRBRBR TOEAIRR

BRI Z AR R T CTEM SN TV D720, B 2 HAIDBRIKRER TRO b2 IEH O
FEBLR 23l D FAN DR PR AR TRBW0 D AVIZRNWEH ORI & EEIE T 5 2 LI TE T, BRI
LT LTV IEIR LR L TORWATREEN D 5,

T2 EIEH]

KO OFMERESE, SRR LEE, R ZEE, =y 7EEORKRRICENT, 1 7=
P —XR I S AEHEE RO b EREWEH GEBLERD 5% o7 T B R EDOFHBLRD
2 5L ) 1FEL (30.0%) , EHAR (15.3%) , ANELEE (14.8%) , T (11.4%) , HERE (9.9%) ,
BEARE (9.8%) , 8 (93%) , 4 v RTF 2 (53%) BLOU B R—HE (5.1%) Tho7,

Gk o h & LIRS S EITER

AWEIVEZ RS LB IRET Y 7 B AR AEBRICBNT, 4 727 —XR B 7L (375~
225 mg) FEHBF 3558 B0 O H RUNAEFRO-OICEEEZHIEL, 77 A& EE TIX
2197 BlD 5 B 4% 03 %52 1k L7z,

A SEOHRE (KK 12 M) I2BWTA 7 =7 P —XR I 7w AKHERED 1%L, FT&
HHEICE - 72 FE72RIVEA % Table 7 1287,
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Table7. 77 R REBR B&E 12 8B) B TEREFIECEZRIERSREE LZBE
ORIE (%)

ARk A7 =% —XR AT 77 R
FRGE n=3558 n=2197
et

48 )35 1.7 0.5
FIEL R 1.5 0.8
THibEs %

HEL 43 0.4
TR R

FEMED 2.2 0.8
IR 2.1 0.6
fe R 1.7 0.3
I8 X O B4R 1.5 0.6
T 1.0 0.2

77 A IREAER TR L 2 EAREIER

FGR & 7= AT E O TR ATREBR I 2 A 7 = 7 P —XR W e V& KERG S B e
Table 8 |Z/R T, R T B 7 T LIBIT DT 7 7 % 0IxT HIREO S L O IT R
720, BT R T AL, EEMRB LU EHERRAR, FEXHB X ORI EEE, APLEE (1
7P —IREEDOH) B L O KEFICBIT 238, BEHEB IO EHERBRNE Sz (E
BhT IV —)

Table 8.  THRATERRBBRICIH N TS 7 =7 P —XR A PNV 2R EShIBE

W I E A7 —XR I TN
KD DI tEREE 705°
MR R 1381
R 819
Ro oy 7 EE 1314

* A 7z IR SEOTIRATRERIE I, KO OWMREERET 2% L LERRICK N T, BAR5HED
A 7 = 7 P —IR EN 2897 Hilic x5 S T-,

mi, 77 vRx, EE/ AARERE (375~225mg/H) RBRICBWNTA 72/ —XR I Tk
NGB (RO DWMREE B 357 ], RN LEEERE 1381 i, tha R ZEERE 819
B, =y 7EEEZ 1001 F) O 2% EIZHERL, 7T BRIV 7 =7 P —XR I 7BV
BED T 132 < HBL L 7o BWEH O R8BI % Table 9 (1277,

R BEEFRT, BWER 1 7 7 A VIR E REZITRO LN ho T,
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Table9.  FEREWEA : £EIED T 7 AN RHABR (BE& 12 8F) TBIT2BEH (7=
7Y —XR I S ENVBEBED 2% U LICRBE L, Y5 ERELVA 77 P —XR
h TR NBEOH BRREBERRE» - ZBER) OB

AR Ak A7 =7 —XR I TN 75 ER
NG n=3558 n=2197
el

A JTIE 12.6 7.8
TN

& I E 3.4 2.6
ELES 2.2 2.0
IiIREE NS 3.7 1.9
TH bas %

B 9.8 2.6
(A 9.3 3.4
T 7.7 7.2
1 Pz fk 14.8 5.3
BIDTIN 30.0 11.8
Ml 4.3 2.7
T R

LN 2 2.9 14
FEE D F 15.8 9.5
AHRE 17.8 9.5
U B R—jik 5.1 1.6
FfRIE A 7.1 5.0
SRR 24 1.4
fEH R 15.3 7.5
PR 4.7 1.6
IR 2

HIW 3.7 0.2
R EE L O E SR

BT (BiTxaEte) 11.4 2.9
R R A

TR B H 4.2 1.6
WAIR ATl ZR R

BPREELH BB AL X (BE) ? 9.9 0.5
WA NH X LE (B ° 3.6 0.1
AV R LNE (o) ° 2.0 0.2
AVRT A (BYE) ? 53 1.0

T BHRITEMEERICHSL (727 —XR I 7/ n=1440, 77 &R n=923)
b ORISR ERHICESS ([ T2 —XR I T E A n=2118, 7 TER n=1274)

PR R RABR TR L 72 2 Ofth O EITEH]

2RSS
Lol B RARACVEAR T, Jefh, ARME, SR
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THEER-H LN SRS I OER LOEROHSM) |, HELY
M3 K TV Y > 3FR-BER L (R X OER EOEROESR)

B RE-5 = L AT v— Ve, REEN EERIOEREOEROHSNR) |, (KERED
EER LR LOEROHSM)

PRER PR (EB L OER EOEROHZMH) |, ML EERBLUER LOREED
HEM) , Wolk, 8L, T YT, LR, HRRIUE, A7 n—X X, EENE, B

KB L O BAEFHERRZ,  D5FE, %%, MEBIE
BRI AR, EIREY, HUS, URICHIEE

WRAETEAZ R RO, PERIET, JROCES, BUR, NS 72 3 SR Mg in &t 5 A RREE
(A#HZ, RNEFE i E)

6.2. A Z NV AV DOEL

TIRAT 77 B A3 EERBRIC BN T, EIMED A28 537z (Table 10) , A 7 = 27 H—XR
A 7R ME, AFE T AT OMEIE I THEAEAFANANEMZ OIHE T3 K ORsR L+ 2 -5
SHTz, RO OWMEREE, SRMEALES, AN ZEE, B0 =y 7 EEO2HRKRERIC
DY, A7 =27 —=XRATENAEEO DD, HLEMIMAE 105 mm Hg UL TIHIEMZ O R i+
W2 15mmHg UL LD ERNRALNTZEEIX14% THo7=DIZRL, 77 2AREETIH0.9%TH -
7o [AIERIZ, A 7 =7 —XR I 7 RARED S 6, IUHFEHILE 180 mm Hg LL_E TR O I
MAEIZ20mm Hg A LD ERBHLNTZEBEFIL 1% THS 7203t L, 77 EREETIZ03% Th -
776

Table 10. 77 & RXHRRABRIZBIT 2 MV IERL XL IR MEDR—X T 1 U bR
BEHE TCOEHENL (mmHg)

A7 7Y —XR 7B

TS 75 mg/HLL T 75 mg/ H i 77 R

(J17) SSBP' SDBP? SSBP' SDBP? SSBP' SDBP?
KD DIt E

(8~12 M) -0.28 0.37 2.93 3.56 -1.08 -0.10
BT 2R

(8 JEfH) -0.28 0.02 2.40 1.68 -1.26 -0.92

(6 » AM) 1.27 -0.69 2.06 1.28 -1.29 -0.74
PSR E

(12 #E) -0.29 -1.26 1.18 1.34 -1.96 -1.22

(6 » AM) -0.98 -0.49 2.51 1.96 -1.84 -0.65
R 7 [EE

(10~12 JE ) -1.15 0.97 -0.36 0.16 -1.29 -0.99
U AT o0 ISR B 1

2 NS O SRR
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A7 =7 P —XR A7 ENAOEGIZL Y FHgR 2 ME ERA- (3 [BloEkE T 5 kEERFIZI50 T, SDBP
90mmHg UL LB I OR—2F 4 ULV S 10mmHg UL EEF L7Z5E EER) DAL
(Table 11) , A 7 =7 % —XR I 7 &L ¥ 300 mg/ H LA Lo @ &5 512 X 2 Feen 72 i+ E
OB Z T 2 1T BEERZ A+ THh - 72,

Table 11. A 7 =7 % —XR I 72NV OTHIRRTRBRIZ T 2 WEMLIERM LE DRHER 72 EJ

1 I i FHEHIPH (mg/H) FEHLE (%)
* D I PEREE 75-375 19/705 (3)
AN 37.5-225 5/1011 (0.5)
RN E 75-225 5/771 (0.6)
Ny fEE 75-225 9/973 (0.9)

MR 7T B ARSHRERERICBWT, 727 P —XR B 7O L 2 /AEOEEEhnE
X7 7RI bE-o7- (Table 12) BERBICHEAEOEBOESH) |

Table 12. A 7 =27 % —XR ISV OWHER 7T 2R BRBR (&E 12:80) 2B 30kHE
¥ (bpm) OEKEEA T TOFHHIME

W hE (AR A7z —XR TN 7R
KO OWMEREE (12 #HfH) 2 1
DR LREE (8 ) 2 <1
thaRLEE (12 1) 3 1
Nz 7 EE (12 8H) 1 <1

6.3. BRIRIREEDEAL

M=z L A7 a—)L

KO OFMERE, SEMERLEE, AR EEE, =y 7 EEOHRMRRERICIS VT, M
Ha L AT o — LB ORKEBIZ A OEIZA 7 =7 P —XR 7B AT ER LIZOIZK L,
77 RBECTIZME T L7z (Table 13)
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Table 13. A 7 =27 % —XR IR NVOTHHEIMRBIZBIT 52V AT v —VRE (mg/dL) DK

RERE £ COVHESL

HE (Y1) A7 7P —XR I TN 77 %R
KD DIt E

(12 FE ) +1.5 7.4
A 2

(8 HfH) +1.0 4.9

(6 » HFH) +2.3 7.7
FEREEE

(12 38 f#) +7.9 29

(6 #» AH) +5.6 42
NR=w J[EE

(12 38 f#) +5.8 3.7

KO OMREEREFEENRE LA 7 7 B R RRRICBNT, f 727 P —XR AT %E
MERBEREGLZEE, =27 U DEEBIERETOME =2 L AT 12—/ /LREDNL
FRAEITR 1.5 mg/dL TH 72Dk L, 77 B REETIT R TEA 7.4 mg/dL TH - 7=, 2K
PERLEEERE 2 RG L LIehilkAT 7 7 A EBRICBs N T, 4 727 P —XR I eV & i
RSHMBLN6 » HHEELIZ L&, R—=2T7 4 UL EKBERAETOMEa L AT 0 —1
TEFE D) EREIZENFENA 1.0 mg/dL, 23 mg/dL THoZDIZH L, 7T RETIEIENE
AV TEDY 4.9 mg/dL, 7.7 mg/dL Tho7-, R LREREZRRE LR~ 7 84
XHERBRICBNT, 4 727 P —XR B 7V ZRE 2 BRBLO6 » HMELG Lz &, ~—
ZTA U PBEEBE R ETOME A LV AT 0 — /LI E O EFEIZE N ENE 7.9 mg/dL,

56mg/dL THoT-DIZKI L, 7 I B REETITEHE TERAZNFN 2.9 mgdL, 42 mg/dL TH -
Tro N v ZEEBEFELENGE LIZHIRATY 7 2R ERBRICB N, 4 727 P—XR A7 E
NERE 12BEREG LIEEE, X=X 74 UNOREBIERETOMEa L AT v —/LRED
Y EFEITH 5.8 mg/dL THo7zDIizxt L, 77 B REETITEHE FHEN 3.7 mgdL TH-o 7z,

12 7 A7 7 v R BIERHARBRICB W, f 727 P —IR 8% 3 » AU ERE L&, X—
ATA VIO EREBIZR E TORa L AT v —/LEOF EAEIX 9.1 mg/dL ThH-7=DIZxf L,
77 B AR RECIEER FEA 7.1 mg/dL Tho7z, B2 L AT o — BB G HIRKTRIC E5-
L, BB CEEEZ R TEARA LN, X T 7 7 X UERGRED 53%, 772 REED 0.0%
2, ERRICEREMEOHAMIE 2 L AT o — D ERARL LN [ (1) R—R2 T A bRk
BIZEAETCOa L AT r— 1O EHH 50 mg/dL BL BT, =2 L A7 v —/UE2 261 mg/dL BL EIZ E
HEL, Q RXR—=ATA oD a L ATa— O EFYEN 50mg/dL UL ET, 2L AT r—
JVIEZS 261 mg/dL PA BIC ERE LTERSND] .

RNV N

BE 128 (FFERER) BXO6 » AMOERLZEER LUV = v 7 [EE O AT R R
IZEWT, ZEERFME Y 77U Y NREOEKBIZR OVHMEIZA 7 =7 P —XR I 7 /LR
T 78R LY R L7 (Table 14)
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Table 14. A 7 =7 % —XR U 7NV OHKEREBRIZKITS MY 7V Y FRE (mg/dL) O

BRBZRE TCOEHEL

wE () A4 727 P —XR B FEIL 75 R
AR E

(12 # ) 8.2 0.4

(6 » AM) 11.8 1.8
Nz g EE

(12 ¥ H) 5.9 0.9

(6 » AM) 9.3 0.3

6.4. /NREBE

7T AR RERRBR IS T A/ NEB X OEFEH (6~17) OXT7 77X ORWERA T 1
Ty A, ML TERA SR L T, BN L FIEE, BAEEE, RERY, fE BB IO
BHalATo—L EEREO LN BEBXMEA LOEERE, BREBRELEA~OBREDIESR),

NRZRG & LT BRIRRERCTIE, BREIEORNWER RO bz,

Bz, MNEREBETIIUTORWERARD b - I8, B, WerR, seRiim, S X
O P

6.5. &B&K, BEFIRESNIEIER

A7 =7 P —XR B T BNVDOAKGEE, AFORGHIZUTORWEANESILTWVS, ZNHD
BIERIZ A ARADOER S BRMICHRE SN D THLH7-0, REMEEZ IEMICHEE LD,
HRNETE L OREUREZA SN LTV 752 L0 FT L TERU,

257774 7% —, MERE
LMEFR-QT IEE, LEME), LEMEENR (P —R K A7 Magt)
THAb ARl

MR E Y 3R (EERS X OER EOBROERR) |, MikhE (TEERERE,
FAERRMEm, A EkE/ER X OVLIIMEREAE) |, IR R, i/ s E

AFBLOREACT NV v aliE BEEBIUEHLOBEROIHESM]) , HIRRFLE S R
BoyWEERE (SIADH) (BERBLIUOEHLOBEEROESR) |, FEERERY, Ik, oo
7 F HENN

BB B RO LR

FRER EMEGRE (NMS) (SR X OEAEOREOESM) | ko k=R ES
LTUOBAEORBOESBM) | #E, BRI (U2 N=TBLOUAXRUT) |, W
HEE L OSTHEE, BRMEY A% R DT
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PR 33 Ffili i PR ERHE 22 0E
BEL B AT 4 —7 2 A« a0V VIEGRE, IR HERAE, SV
BRI PAEMARNE EERLICER LELOBEEOESR)

7. KW EER
7.1, AR R TEME D B B KA

R T 77X EMOFRRERITERT 2 A Z U HE G LI2GE5D ) A 712250 T, i
FCICRFENCEMm SN2 1T, LERST, A 727 F—XR B 7B/ E 2D DK
POFRHTOXLERNS LG AT EELET D,

72.€ /) 7 I U LEERRHEIK

EITTMAOL D52 IEL, 47 =7 P —XR I 7/ L REEOERIIERZ AT 559 K
(SNRI F721% SSRI) D5 % Btk L7- B3 F 7= 1XE VT T SNRI F 7213 SSRI D% 5-% H1E LT
MAOI O 5% Bith L7- B3 <, BIWER (—EITEE) AgEsh s (B AR &3,
BEBIXUMEALOEROESR) |

73.2u b= fERE

AT 2 7P —XR BT ELOERETFE L O a b= SEERENRET 5 AfRetEic S, o

7 x P —=XR BTN E R b= ARBIEA R EY B RIS KT MOIE [N 2
FIEA], SSRI, ZDfhd SNRI, U x> U R (RIS MAOL OHUAEWE) , UV TF U A,
NI~ R—, B b Va—rX U= E25E8] 20FHT B3, EEXMLETHD, 1 7=
7 P —XR I 7R EFROEAE OO BRI LB RIGE, RGBS X OV B
BRICEENLETH D, A 727 —XR A TFENALE N T T 7 AT OB G T
Sy (k- AR 23 BERBIOMEH LELOEREOHESHR) |

7.4. MRERE ZEET A FERXAT v FMERREEK, TAEI Y, ULTZ7 U URE)

MM B &zt e b= 3k EE R %E 2R3, vu b= FRY AR ZLET
LR O & AL E IO R B & ORIZIIEERH Y, FEAT oA FHERRIERS 5
WET A Y COfFHES RO Y 27 F ERSELBEAND D EEBIOER EORE
DOIEZHM) . SSRIBELNSNRI Z UV 7 7 U v EEAERS Li5GE, Hlonig Y, bigeElE
FICET BN RESNTWE, L7 7V ERALTWAEREIZOVWTL, 4 7 =7 P—
XR 51 7N OFR GBI E TP IERFIC 0 E T A0 ERH D,

7.5. BMEEK

Phentermine Z ZipJliEI & X T 7 7 X U OHAEEOZ ML X OAERME IS T
RN, A 7 =27 —XR B IO EEOFHAR SIS, A 7= —XR DT
YL A RERE B A CHEA X 23 A & O TR+ Z S IX@Efsnch 5,
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7.6. £ 7 = 7 ¥ —XR I S AV RITT A OERE

Figurel. RUIF 77XV BLUOEFBEEREY O-BAFNARU T T 7 XL ODRYETRIC
RETHEERRY DR

HEEREY 3% PK t# & U90% ClI i
THI— RU377%20 Cmax BERERETRZE
RyST7¥FoY AUC
oDV Cmax
obv AucC
STEIL RUST7HFVY Cmax BE5EDRGTFE
RYST7HVY AUC
obvVv Cmax
. ___obv AuC
SAFUY R"¥FIFEYY cmax BME, BHES L SFRERED
RLIITRLY AuC BRE~GIELTERT AL
oDV Cmax
obv AuC
CYP2D6 EMT®D ~YII7EYY Cmax EELTEATACL
b haty— RUSTFHIY AuC
oDV Cmax
obv AuC
CYP2D6 PMT () RYFT7¥LY  Cmax
7hIArI-n RUSTFEYY AuC
obv Cmax
obv AUC
AVSHEL AY3I7%¥YY Cmax BERERBI TR A 8 B 0N S RBR
RUST7HIY AUC
obv Cmax
gDv AUC
_ RUST7FVY Cmax FELTHERT AL
#bFmE—N RUSTrELY AUC nEEMETHT &
obVv Cmax
) obv AuC
P i cmax BRI BIRACH B AT
obVv Cmax
obv AuC
JFYL NUS77F%Y Cmax BEBORAGFE
RUSTFHIY AUC
obv Cmax
obv AuC

—r T 1 T T 1
0 05 1 15 2 25 3
BEEEMOOELL

ODV : O-AAF N T 7 7%y, CL:AGHEKMH, Coax : S MIEPRE, AUC : i & i T mf,
EM : extensive metabolizer, PM : poor metabolizer

*  CYP2D6 PREIK L OO AR SRIER S EOFAHi 2 L2\ (Figure 3 3 X TV 12.3 1H)
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77 A RIETA 7 = 7 —XR I SV DOEE
Figure2. HMAEERAEDBIUZOEERBEHOEDHRBICRIETNUF 77T OE

HEEREY 10N PK & & 1T90% CI -3

—* I4/—)L Cmax ) _
TN I8/ —)L AUC * BrRAZETLC L
7484  Cmax Ll
STHEIRL AUC
FRAFLSTHL Cmax
FRAFLOTERL AUC
FLNTSIS L FLT5YSL Cmax BEEORETE
FLIS5YS5L  AUC
Cmax

SPEIRL BEROBHTE

H

ige?®

LUSFEL :?f::t AUC BEBRAOI TR AN B AN AT
S
AkFoo—L A rFoo—y Cmax e FBELTHEATSL
ApFoo—y AUC - nEEMETHT &
OH-* hFOE—1L c:::; @
OH-# h7BAa—)L
YRRY Ky yasy R CMAX e
paxy gy AUC
Cmax -
L TN iy
TEIEE S
f43F53: PraT Cmax HeH
R it j,f s Auc -
S7757 Cmax
20H 13753
2:0H ;f;;f: Cmax —a—
FLI53L AUC e
2-0H Fv 755> Cmax (HIEBR
3,953, AUC (HEBR)
2-0H F¥753v PY

Ci
ABRY E—L noRyE—L CRER o ERMICEASS MR
NnaRy F—)L

., Cmax &

HoxA hoz4v
= »2z4>  AUC
FLTHRER FLTHI K Cmax
FLTAEZE AUC
4-OH-FLTHZ K
4-OH-FLTHRZ K AUC

UFIL cmax ™ BEBORGETE
UFYL  AnG

HERDORHFE

ERERHIICERD B B A ETH

AUC

IR L

BREBORETE

Cmax

UFIL

[ I I I I I 1
0 05 1 15 2 25 3

HEEMNDSDEL

AUC : ISR AR PR, Cop : S MAEHIRE, CL: EEXME, OH: b Fr ¥ Hk

QO0HT V77 I0DT7 —FIFEENRKEWTZORIRLTWRY, 20HT V77 IO Cr BENAUC O
R L N90%CT IZFEN 6.6 (5.5,7.9) BL1U44 (3.8,50) TH-oiz,

A DOPWRE TR T T X OREEZITTOARNWE XD ) — U L o TA L BREMET R X
UREHHERE~ DB 2, R T 7 7 F 3 0 OHERFFRIE IR L2 h o> 72,

7.8. KW L BRIRREAE & OHEIEA

T2y 7 UV (PCP) BLIOT v 7 =X I v OGEFREEIC LD A7 ) —= 0 TRBE
T, XUT 77X ERGINTZEFICBNTRBIEORREIRE SN TS, 2, A7
V==V TREORRENMENZ EIZELD2bDTHD, XU T 77X 0G5 FIE#£EAMIZ
D=0 BEEORBE RS R T I Nb b, AV~ NI T 7 o — BESHER L OMRGR
Tk, RUTFTT77FL U EPCP, TUo7 x24I HKATHIENTE D,
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8. B EEA~DEE
8.1. iR
PETTTENE, SRAIAG VR fERRBE 44 C

R T77X 0 %T7y FEFIZUHFICE ho | BRAHRHAED 25(F (T v ), 4% (¥
PR TN TS HE (mgm’ #iE) TRELEZEZA, BAERHITRD bhiholz, LinL
NG, Ty MIAEEM SIS TRERE L & &, HAEROKRENS], FEERM,
BHHOKROIO 5 B COMERECEOBEINNAbNT-, ZOHEROERIIAHTH D, =
MO RIZE PO 1 BRI ED 25 F0ME (mgm® #5) THON-, T v MHAERD
FECRICET A EEEET, b MO AHED 025 (% (mgm’#E) Thot-, XU TF77F
D EIEMERHY O-ATF LT 7 7% (ODV) 27 v PBLOUHFICEELEZL
ha 27T TSR A RMERRICEB W T, BEE 13 (T ) BXRU03 (UHF) ThH
O T o RIFRD bR o T, a5 & LRRRBRII T vy, f 727
P —XR B TN O ~OE G, BERFISDIBRA~OEEN Y A7 % ER 5 LR s
GEIZRET HRETh D, BWE AW A AFEERBRA RIIL T L e MIAMES 2N
ZEEEEL, AAOHRA~OEEIIHA LNV E L INDHGAIIRET HRETH D,

TN LIS D 2%

TR 3 Wit 2 A 7 = 7 B —XR I 7L L UM SNRI & 5 U SSRI (ZBRFR S 7= B4R
IZBWT, ABRIEER, FERAMBCREREEZLE LT HHHENREO SN, 20X 5 A IHE
IR IE CRET 2 Z L83 H 5, WiE SRR R, FkESA, 7 /) —8, IR,
FOBIAE, (RIRRLE, FEMGEE, W, K, HERRIET, HRELE REITE K
B, O oX, S, BIOMEFEHRNE Tholz, ZuH ORF#EIE SSRI 3 L TUVSNRI D
BN THEORED D VIE, EAIOFIEZIZALIND X9 RERIC—E L W5, BRE?E
0 b= EEREE B L TWABRAELHA I LICHEETAVNERD S BERBLIUERA LOBE,
EPHEEROESMR)  HIEF 3B, 7 =7 —XR h P 254 58548120%, EX
FREMED®HD VR T XX T 4y NEHEBEICEETHZ &,

8.2. i & HEE
b RO E HEEICKTT AR T 7 7 2 DB T TR,
8.3. BB ~DEE

N7 77X UBLO0ODV Tt NEAF~BITT A Z EndgEINTnWD, ILIRICHT 51
72 Y —XR B T RINOEELRBIEROARENENH B 720, AT IET D0, ARG %
HIEd 270, REBICKT A AR OBEEEAZZE L LT, IRETRETH D,

8.4. NRFE~DOHRE

A7 2P —XR I T BIIIBWT, KIOWMEREELZHFT D 766 4 D/NEBREZEZ NG E LT-2
ODT TR, BILOSRMARALZEELGT D 1934 0/NEREERELTZ2o0D7
T RRERBRICBWN T, NETOARBIOHERZAJGEE T 272D+ 07T — 235 onehho
7=,
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N FEIICHL, 4 727 P—XR B TR ADEREBRHT D56, RAIDOU R 7 LREKER
MBEVEDNRT U A RETTRE Th 5 Bkl oEs, BEB X CMER LoBER, BWEROESMR) ,

A7 2 7P —XR BT BAPNNREFEORE, HiE, RG22 8% TEHE & 3 238k
WTREEF SN TR0, FEha SN B s, 4 7 =7 % —XR H 7 RI/VIIKE & FRICERE
ZRIETAREMENH D Z LR En: BEBXMER LOEROTHESM) . 4 7=/ —XR
T 7'V EERGT H/NRBFICK LT, FRICRENEMRICO 256, EMMICEEETE
T2 EE LV BEERBLUER LOBROESR) /NIBEEICBIT DA 7 =7 P—
XR 7ML D 6 5 AU EOEMNEEOLZEMEIZONWT, ZHVE TICREMICHHME S e 2
ElEn, ANEREE (6~171) ZXSRICE I N BRICB W T, NWEEFIZBWTRE L
MEBLORaLATE— L0 LRI, MABREIZBWTBIEINT-FHREERNIICEENRD D &
Ez bz, LER- T, RABEICBITAHH EOERIL, NEEEICLEHIND BER
JUER LEOBER, BWEROESH) |

8.5. RlhE ~DRE

KO OFMERE, SRMEREREE, e RZEE, NSy IEEERE LA 7 =7 P —XR
A 7w DRRERBRIZ IS 1T 5 65 sl LD BF DOEIG % Table 15 12777,

Table 15. ERMERID 65 RA LD BEOFIE (BIUNRABEEK) *

W JEE A7 =% —XR AT &I
KD OFRPEREE 4 (14/357)
A 2 6 (77/1381)
Ao RNZEE 1(10/819)
Nz 7 EE 2 (16/1001)

* A 7Y —IR EEOTIRATRER TlE, BED 12% (357/2897) 73 65l ETH -T2,

EEn R L IR AR & ORI LA E T ITAE RIS EITRO bT, St
RERER D b miin s L IEREEE L O OZENRRD bR oTz, LN LAERD, miiE o
A, L EWESZ A R T AT SE TE RV, 4 7 =7 —XR 7 7'/ & ETe SSRI 35 L
WYSNRI %, KT FU T AMAED Y A7 BE O @S (2361 A ERRICER KT N U U A fUE
ORBEEENDH D BEBLOER EOEECESR) |

¥ B o

R T 77X BLUODV OEYERER, mEE ICB W THERZLITRD by (KR
O IEE LW Figure 3 2/0) . @IE 1B\ T, SO A% Z 8 Uz SRS T HESR S 3,
JF - BREBEDIKN T 72 &, Bl 12 < A O MMOEERM DRI L > TR G EZHET HZ &
NDLETHL (k- AROHEZH) |

8.6. RIS X UMER

2OOEKREER (1 H2EERGHB IO A 3ERE) PoBoncr 77 7% &5 83 404
Bz %t & UTo REER B REMRNT OFE R, ARICKX VALV T7 7720 0 BX 0DV
DOMmBE N7 7L, Tl E TN LD RELZZ TN E RSN, B, FlnElT
PERINC K 2 &SI E Ly (i - HEO T L O Table 15 )
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8.7. BEDOHMyEF ~DF 5

BHBEERICBITARV T 77 F VU BLUOEEEREY O-HAFARV S
7 7% OEYBRE

Figure 3.

HAl et RER 537N PK e & U90% Cl i
R (RFAEZE) RUST7HIY Cmax hd
RUST7HIY AUC @ BEBES0%ULHBTH L
ODV  Cmax P BEREEORHET 5 &
oDV AUC @
B (BERE) NyIITERLY Cmax @ BEBES0%LERET B
RUST7%0 AUC @
oDV Cmax [ ]
oDV AUC [
B (hEERE) Ry5T7HY Cmax [ ) BEBES0%LEHET L
RUZ77%2Y AUC @
oDV Cmax @
oDV AUC @
R —— RUSTPHELY Cmax P BERE25%D BE0%L LRET 52 &
Ry5T7HLY AUC e BERREORNET R L
oDV Cmax [ ]
oDV AUC ®
B (EER) A¥FI7¥Ly  Cmax b BERESO%LIEHET B E
NyIITERLY AUC ®  ERRSORHET AL
oDV Cmax @
oDV AUC L3
CYP2D6% B (LB (L BE NYITTRLY Cmax * BEBOWLTE
RU377%v0 AUC ™Y
oDV Cmax @
oDV AUC @
BRE GOZBB) NUST7FVY Cmax L 2 BREBORHFE
RUZT7%IY AUC Y
oDV Cmax [ ]
oDV AUC [
PER (/B Ay577%yy  Cmax by BEROBITE
Ry377%v0 AUC @
oDV Cmax @
oDV AUC @

ODV : O-RAF N T T 7xH 30, Coax
* JRUVY CYP2D6 FLEIRCHRBEDIEAN TE IS,

9. MELR I L CTMEFHE

9.1. BHIRY A

[
0

T T T T
05 1 15 2
HEB,SOEIL

A 7 = 7 —XR B T T EHIEY) T,

9.2. KWELA

2.5 3 3.5

B AETRERE, AUC : M i THEAE, CI: FHEXH

FERERER I WNT, XU T 7 7 X U OFELH DO AIREMEIZ DWW T, RFINTHRET L7 2 & 137203,
FERRBR OFE R TIX, EWE RO DITEIOMENIA HILTWRY, LML S, HlkATOM A
TR > B FARAIER TR E D & 2 SRR ISR S, W S, SLH SN RRE 2 THlJ
L2 LIFARAEETH D, LN - T, [ERNTEEOEYILAREZ EBRSHEL, ILAREOH S
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BETIINRV T 77XV OEAH L WVITELAOBEATEERSBET S 2 8 Wz 1T, mEE
WAL D Z L, AEORM, iR H17H) |

9.3. Mkt
Invitro BRERICBWT, R TF 77X 0%, FAEFA K, XUV IOTEE L, PCP, £7-1XN-
AF)-D-T ANT XU RIRICRT LT, B2 E A RE RN -T2,

N T T 7 XIS o WHEEIZR WO T D2 PR RCR I ER 2 s S e o 1o, EREE
WIS RIRRER TIE, B B A REE 7 i M O FLA O Ik A TR S 2o Tz,

BRR TN T 7 7 2 R EGFHCBOW THIIUER S RE ST s (A - AROHEZHR) |

10. BERE
10.1. & M TORER

47i7ﬁ¥XRﬁ7ﬁw(ﬁ90fﬁ B, SRMEARLEEDE, aRLEE, ~=v

m%ﬁ%)%i047mﬂﬁamﬁ(kOOWiﬁﬁﬁﬁ%ﬂ%)®m%mﬁ% IZBWT,
Zoﬁ@Liﬁﬁ(4717?%XR$??N%£@47:?ﬁ%mﬁ&5$%T%ﬂ%h6#£
:U}M#)ﬂﬁiéﬂfwéo;hE®%i IAF M ToOBEER GBI OMARB L0 F
7 va— L Ot L A EER S REEND,

b % INTIERIE, BIRTH -7, HE INTEOMOIERIE, WEHRE 5 HEOMUEK
ORI REE, PEEOFZEMED VY, B, FREOLON, Y& - BIETh-oT2, 1ZEAEDr—
ATBNT, WER G BEETIERIZA LN o T, MESNRERGDIZEAL
D, N7 77X OERET, BEOERHAEOREL T Cholo e s, N
T 7R 275 g ZERULIZEFIT 2 FORFHIEEZ8E L, QTc MRENX—RF A ED
405 msec (Z%F L, 500 msec F CTHERE L7z, o 2 Fl BT, BEORMHEIRDHE I LTV 5D

B G D ENL, FRIATD R 272y, AT 2125 EIF AR K OSRHERIEZR & NI AR
BIOEERKG TH o7, TNTOBENEIE LI,

TG OFEHBRBRMND, XU T 77XV U ORBRSGIITICT Va—LrB IO/ 23 Al & o

OEHCRA Lz, AR OB E#HRGICEHE L CL<HiEsh s aERERITE, Mk, E#EL~ro

At (IR O EMEE T) , BlE, EERIE, I\ ENH 5, LEXOZENL (FlxiE, QT [H
%@ﬁﬁ 7 a7, QRS OIEE) , DEEMAENR, AR, (KifE, SEEHRLRE, RlERMED £
\, FFIEEESE, 'u b= EERE, BLOREAHE I TND

&%éhfwéVFDX&7?47ﬁ%®ﬁ%fm,&V§77%Vw1$mﬁﬁ0%&%@

, BERE Uiz & XZESEERIF O U A7 % ER SEDAREMENH DY, ZERSRPLD DI L
@Ltﬁm,%@H%@ﬁﬁw:&%ﬁbfwéoEi%ﬁﬁ@m,&y§77#vyﬁﬁﬁ@
i%m%@ﬁ&%@bf&ﬂvﬁﬁ)xﬁ%lﬁ%#ot:&ﬁfénhwwﬁ77%vy
BeHBEORE S 13RI, BEEGICB TR T 7 v omEIic kY, BEEERIRO Y
xyﬁE@EE%iéﬁmowfiT%faéoﬁi&ﬁmjzﬁ%ﬁﬁﬁékw,%%%Eﬁ
ICEHT ARIEE (W78 L) O 727 —XR I TNV EZNTGTTRETH D,
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10.2. BERE DALE

Certified Poison Control Center |28 &% & - C, DO HA XL ABLOBE 2552 &
(1-800-222-1222 F 7= 1% www.poison.org) ., MEH G ITR LTI, HEEEWVEFAVE I L O
RhEw, XREEEZITHY 2 &, ORI O ELR G OUEIZHW G D — I 72 515 L R TR
WAEITH Z &, AIOBEGORRENEEZETHZ L, KuBa iR L, BUICEIFLMGL, B
EATH 2 b, DRI XONA XY A U= —F 52 b, @O ER LOYEROL
BEbHITo T &,

11 AR « R

A7 2P —=XR AT BWIR T 7 7 VEBEZ2EH95 1 A 1 EROKRSHOHRED 7
£ /LT, SNRI Th %,

{b5744 1L(R/S)-1-[2-(dimethylamino)-1-(4-methoxyphenyl)ethyl] cyclohexanol hydrochloride or
(#)-1-[a- [(dimethylamino)methyl]-p-methoxybenzyl] cyclohexanol hydrochloride, ZEERTIZ
Ci7HyNOHCL, 4313 313.86 TH YV, (LFMENITZLTOLEEY TH D,

N “:HS)Z

(o

c
|
H

H,CO sHCI

venlafaxine hydrochloride

RS T7 7R UEmBEIL, K BT NY 7 AL 5T 02mol/ll DA A BREEIZIEE I )
T 572 mg/mL OFEMEZAT L, ACAORESEREKRTH L, 47 % 7 —/ 7K (0.2 mol/L 1
b RV T L) OSBRI 043 TH 5,

Y O g R I XERL D 23— T ¢ > 7 R B OPLHBOHE L K o CTHIlE S v, pHITIRAF L7220,
HT'ME, XTI 7rH L LT37.5mg, 75mg £721F 150 mg IS T HEDONR T 7 7
XU A ST, ERSEIMWIIEREE L e —2, 2 F e —R, PT5FL, B a R
n—R, BRAGER, BRILT X U nbird,

12. BRERIEE
12.1. VERIBEFF

EMIBITERCT T 7R 0 0H) D3 E L TOEMAIENETFIIARATH LR, ta h=r
BLO/ AT RLF U U OFRYIAARZRETHZ EI2XY, FIHERICB T2 h=0F
LT T R ) o OIRHEEBIERICEE L CTWD EE 2 BN TWD, FERRABRICBWLT,
R T 77X BIOZEOEEREHY ODV M &MHEIck T2 tEe h=rBXO /7 R
TV O IAFIZKTT DRSO 72 BHEIETH VY, >0 R X U OFID IABIZK
DHWVHEETH DL Z ENRENTND,
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12.2. &%

R 77X UBIOODV I, invitro ICBWTLAAB Y UMETEFLa) UZRIK, x4
SVHZBERBIOT LU voy BRI LTI EAEHMEEZE 20, L O%R
KA LT SRPREMEY, oM Ch oDk~ 7Zehia U UAEH, BEEIEM T X OV MmE %
EREEEL TWAEEZ LN TND, RN T 77 X% 0 BLOODVIE, £/ T I0vAF oA —
£ (MAO) FHEIEMEAH 72\,

12.3. P EhiR

R T7 77X B XN0DV OMBEFREX, KIER DB G 3 B LINIZEFRIBIC®
THNRT T 7 XU UBINODV L1 H 58 75~450 mg OFFICBW T, BB EZ R LT,
ERIRRBICBT DM EENSRHHE LT 77X 0 BIRODVDOZ VT T A%, £
NZEH 1.340.6 L/h/kg 33K 0004 +0.2 Livkg, B2NTOHEREIITZZI 5 +2 R B LW
11 £ 2 K], BT o (EFIREEICIRIT D) AR EILEN LN 75437 Lkg 3L 5.7+ 1.8 Lkg
Thd CEME + EHERZE) , X777 F 280N 0DV IXTREIRERIC TR B2
WZREET D (ZNEN27%HB L VV30%) .

W ES L OV i

RUT 77XV ATEE DS BHICRIN SN D0, D% T2 IEBRIERTNI TR CH &
N5, ODV MNEEHMRH#TH D, ~ AT ZARBTIE, HERAOBE LRV TF 7 7%
OEGEDDVIR EH U SNz, RXT T 7 X% OIS, T XA ZE YT 0135
45%TdH D,

A7 7P —XR A TBLVOEE (150mg, 1 H1[E) TiX, A 77V —IREED 1 H 2 RS
LT, Cox WMET L, Toax (FEEIEL7= (Table 16) . XU T 7 7F D IR EF 721X XR
BT EMITRILC 1 BREZERE LA, X777 %L ODV OREFEET 2 SO AIRF T
FECTH Y, MFEFREOEIMIA 7 =7 F—XR I T EALDFROT DK -T2, 2D L
ME, IRELHARTA 727 —XR I FELOWIGEEIZL VERTH DN, 1ZIER UL
T 5,

Table16. A 7x=ZP—XRAITELVBLUOAS 727 —IR EOBRABREHLDOR FT 7%
Y UBITRODV D Coha B E R Thay DELEE

RT3 77w oDV
Cinax (ng/mL) Tonax (h) Crax (ng/mL) Ty (h)
A7 =7%—XR (150 mg 1 A 1[E#5) 150 5.5 260 9
A7 =7%—IR (75mgl H 2 [E#5) 225 2 290 3

BHEIINRNT T 7 XU FIIFOFEEREHY ODV ONRAL T XA T8 T 4 1B L2 RIEE
pinoto, HERR (PR - P 13X, A 727 P —XRT5mg W T EAFKEHEDOR T T 7%
LB LONODV OMMEIREIC B L 7o T,
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RUT 77XV ATMBEREAICKT 2 8EARITE < 2z, MIEE AEEROE O3S D
BEAESZITCNDBRBFICA 727 —XR DT EPRE LT TH, MoOIER| 0GR
Ze N & 2 ATREME LAV,

I L Okt

I ENT-DE, X T 7 7 F 2 UINFIRIC BN T, DL L APEhEEFEIZ LY, FI2 0DV
WA SN, FENBATF AR T 77X 0, NO-UHATF IR T 77X 0B OZF O
DOEIHIC LRE SN D, Invitro FERIZEBWT, ODV ~DEHHIIEL CYP2D6 I LD Z EAVRE
NTW5, ZHTFEHERRICBWNTS, @V CYP2D6 &2 A9 5 MEHEM (extensive
metabolizers ; EM) (T~ TIVY CYP2D6 1EM:D FBF LR (poor metabolizers ; PM) TliX, X
777X UOREFEEDERKL, ODV OIRFEEMET L TWAS Z LK VR TE 5 (KBA
FHEA~OEREOHESR) |

B LR T 77X 0O 87%I1F 48 RE LANIZ IR S 4, FOWNERIE, KRE(BIEAD
_F77%2 (5%) , ODV (29%) , ODV DA (26%) , F DM OARTEMEEIFEHY (27%)
ThbdD, BN T 7 732 0 BIOMEM O T 70 HRE TH 5,

13. FEERIRFME

13.1. BARYE, BREME, ZHE

DS A SR

VURETT v MTBWT, X777 XU UBRGICRDEERBLEO EFITA LN T,
< AT 120 mg/kg/ H DR T 7 7 %0 (mgm* BHE T M RHERHED 1.7 fH2HY)
18 » AMEEHRE 0 G Lz, £72, 7 v MIKRK 120mgkg/ HDOXR> T 7 7 %32 0% 24 5 H
BRHIRE e 5 U MEET ~ M IZ 120 mg/kg 45 LT & & FIREICB T 2 g 2 7 7
XUURER, RRHERHEZREG LZEE oM REDOZNEI LG () BELO6fE ()
Tholz, 7y FOMSEF ODV REL, RAHRAEZEG LEBELY bIKREERLE, <
VABIOT v NIRRT 7 7 X 2 OFEWERGHY ODV % 2 FRRHERE D& 5 L2, Wi
NORER TGS RIRDO LR ITA LN ho Tz, ~ 7 ATHK 500/300 mg/kg/ H @ ODV % #:5-
L7c (45 lEG#%ICHEE) , 300mgkg/ HZ&EG Lz L&, BEEIIFEAHE Q25mgH) 9
BThsd, 7 v MTRKAK300mgkeg/ B () F£721% 500 mgkg/H () ® ODV 2#&5 Lz, &K
MEEHEG Lz e &, BERIIHRAE 225mgH) O 8AF () £-13 114% (M) Th o,

28 S

RUTZ77F 0 BEXOE FERBHMTHD ODV L, *AIF 7 AE & HW I EIRZRE B
B (Ames iRBR) , £33 F v A =— A LA X —FJE (CHO) #ilnzZ Wb RxH o F -
TT =R AR YRV ST AT =T —F (HGPRT) JENLIZ BT 5 RiHEZEIRAE BalBR iz B\ T
BRIFVEZ RS 2o Te, XUT 7 7% 00, invitro TO~ 7 AH KD BALB/c-3T3 Hilfin % H
W B ERHERER, CHO MR 2 AW T2 ik e o IR 2 aikBk,  — ~ MEBEMAL 2 ) 72 in vivo
e R ERBRICB O T O AR R E L IX R AR R 28 272 ) 72, ODV 13 in vitro T? CHO
R 2 - e R BESRBR £ 7213 T v MR D YR RS 2 MiEt L7z in vivo 3RERICEB W T,
Yt KRB E 2R S o Tz,
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G EE

KA

T MIBITHZIRERRTIE, X777 %2 0% b My RHERFE 225 mg/H O 2 5124024
THHE (mgm’ 5 TROKELEZLE, MET v FOZHBEICEEIRA DN -T2, L
MU S, M~ Mok b ERETH D ODV & AZELATE L ORI F iz s Lz s =
5, ZMBREROIETRRD LN, ZOLEDORERT, b MINU I T 7F % 225mg/ H#
H L7t &D 0DV OEFEEDHK) 2~3 % (AUCH#HE) Th-ol-,

14. BRERRABR
14.1. K 5 OyRtEREE

K9 DR E O DSM-II-R % 721X DSM-IV L 7= TR AN RBEEZHR L LTz 2 2077
T AKHHRELH] (75~225 mg/ A O EHiPH T 8 WM& G L7l 1, 12 L Lol 2) n&
HAERRICBWNT, 4 7 =7 —XR I 7 EIALDK I DIFHIEEDIREIK L LT OAE N HESL
ENT= HEED 5 DN REBFICHT DR T 7 7 v OS5 EIX, 75mg/H Th -7,
WTHORRICBWTY, 7 =79 —XR W7 vE, A0 FEFMEER (HAM-D-21 &
FAAT DOR=2T A D EREKRPEE TOYEEE L ER) BLOERRMKGHMEEE TH 5
WS (CGD FEIEFEIZOWTT T BRIk LIEBEMEZ R LT, RHEERIC I 2RI OME T,
PERNZ DN R R SONEIT R SN o T2,

DSM-II-R JEH#EA 729K 9 Otk E (A7 a2 —RBoOREEH> LO) 2HT 25 ABEE
xtgrl LIz 4 B ORBRICBNT, 4 727 % —IR 8% 150~375mg/H (1 H 3 [B]) O &l
PHCH#H G- L72FE, HAM-D-21 Bt A a7 IZES X, 4 7 = 7 —IR $E1X 7 7 B RISk UER: 2
LTz, R THOEHEIX 350mg/H TH 7= GRBR3) .

8 M OIEERABRIIM FICA 7 =7 —XR B 7L (75, 150, £7212225mg, HH) 128D
TR R 2R Lo K 9 DR E O R AR 1T, L0 EHORBRICH T 8 B TRER &
FHAEDOA 7 =7 —XR I 7R RARE, HHWVEIT T BRIRABECT & LIZE T, #
PR - FFRICB LR 26 B b7z B E M b=, FEERRBI OS5, 56 H B OFE
fli B IZBWT CGLEIEE D 3 LT, BLOHAM-D21 AEF A2 a7 28 10 AT & 72 o 7= ] 2 1595
MtE EEFR L, “EHERMMPOER - BRIIKRO X IEFRSI N (1) DSM-IV D2
FEMER - L, CGIEIEE AT 4 (PEEORBMHER) LLEDOK D DIRMEREEO R - B,
(2) CGI HAEFEN 2 [ OFHMIIZB W Tl LT 4 LLE, 7213 3) #HAZMbTREBE~DSM
ZHIELTEEBED S b, Rl CGI EAEE A 27 8 4 UL b, 2Dk 26 MIZb/->TA 7 =
7 —XR I TR NOMGE G EZ T T BREICBWT, TR RBECH LER - BRENFEI
KFL7Z GREr4) .

2FHORMRRTIE, &0 26 BREORGHFEPIZ, 7 =279 — (100~200mg/H, 1 H 2
[\]) 12X DIRICRIG L (BB 56 B B ORHMEIFFZIS 1T D5 HAM-D-21 &5t A 2728 12 BLF) |, #kfee
72t [56~180 H H OMIMIHFICIRDEMEL =T b DO L EFK IS (1) HAM-D-21 AFFA
a7 20 LA ER N L, (2) HAM-D221 G827 10 @A 22 B2 722 &, (3) CGIE
JEEEA 2T 4LLER 1 Db7enZ & (FEEORMIER) | 2R L7z, KO DWMHERE DA
SHREEDN, FHAEOA 7 =7 —RAK, &25WINI7 7B RRARICT Vo # DZED T 5
Niz, B - 3% (CGIHEEE AT 4 L LTERSND) ICHT 2B HEHMITRET

PFIZER CONFIDENTIAL
Page 29



R 777 %V UER
KEAM SCEFIRR

52 THoT2, TDHk2BEITHT->TA 7 =7 P —IR BEORkG RG22 T -BETIX, 77+
AR LFA - BREPAEEIVKRTLE GBS

Table 17. K5 OWEEEFEZ R E LR

HahED EEFHBEH : HAM-D-21 227

SR SR — 25 NR—2 T A S DE TR REDFE?
& B GaE A ZAa7 (SD) AbEO{/N T (95%CI)
A7 =7 P —XR
. 24. -11. -4.45 (-6.66, -2.2
ABR 1 75-225mg/H * > 7 3 (-6.66,-2.25)
75 ER 23.6 -7.24
A7 =7 P —XR
. 24.5 -15.11 -6.40 (-8.45, -4.34
B2 75225 mg/H * ( )
7T ¥R 24.9 -8.71
A7 =7 % —IR
. 282 (0.5 -14.9 -10.2 (-14.4, -6.0
BR 3 150-375 mg/H * ©0.5) ( )
7R 28.6 (0.6) 4.7

SD : {EHERE, CI: {SHHEXRH
b R=ZRTA DL OECEDR/N L O (KA — 7T 2 ARE)
* I RRICH LERMICEE B A R LUZAE

14.2. SRR LEE

RPN LETE O DSM-IV A2 7 TR ASRBE 265 & LT, 250 8RO T 7 A%t
MREEHE (75~225mg/H) #BR, 12506 » ABOT Z 2R3 AEH&E (75~225mg/H)
AR, 1206 » HDT 7 2AR%REEH R 375, 75 BI N 150mg/H) RERIZT, 4 7 =7 ¥—
XR A 7 BN OREMERZEEOIREE L L COFIMERHEL STV D,

1 & B O M ORERTIX, NIV b ANZRHIRE (HAM-A) G52 =27, HAM-A R&E K
OESE, CGI T, A4 7 =7 P —XR I 7E/LD 75, 150 8L 225 mg/ HREIL 7 7 B AREEICH LT
BENTRE R LT, 72720, 75 mg/ HEER L OV 150 mg/ HEECIX, ARMEN RSN o72 R
Br1) o £ 773 —XR BT EADT5mg/AEER LN 150 mg/ HFEHIZOWTHHMi L7 2 F B D 8
M ORERTIL, R UFMEE O—HBIZONTWTIOHETEH 77 B ARICK LEmWA DR
ST, 72770, I5Smg BEETIE, 150 mg/ HEEIZEES, @mWAEMEN RSz @HBR2) . 2
PR E BT IR A0 HERIGERIE, L7z 75~225 mg/H O H&HPAIZ B\ T
BHHE Cld 72 o 72,

22506 H AMORBRICBNT (4 7 =7 % —XR B 7 E/LD 375, 758 L 150 mg/H Z 77 L
7B GRABR3) BL O, 7 =7 P —XR B 7 E/ND 75~225 mg/ H Zifi L7-ikBk GRABrR 4) ) ,
HAM-A 65227, HAM-A A28 KO RR 5 ONT CGL REIZB L, 75 mg LA E/BEEO TN
TTRARELYD DL VEGDEREN LR ENT, 375 mg/ HEEZBWTH 7 7 B ARBRICR L
B L2 RT BT ARG LD, ZORBEFEHREE LS, B LSRRI
Mmool

RHERNZ 31T D MR ORESCTlE, RN DWWk B SUGHE TR S o T2,
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Table 18. 2R LZREE OB

ARNMED LEFHHEH - HAM-A A= 7

S NR— 2 NR—=2 T A PHD
A Rary AV B D e/ T TIREREDE?

AR 58 (SD) ¥%) (SE) (95%CT)
Ny 57 7% XR
TS 247 -11.1 (0.95) 115 (:3.8,0.8)
Ry57 7%V XR
N 2. -11.7(0. 2.2 (45,01
1 150 mg 5 7(0.87) (-4:5,0.)
£ 7= 74— XR
5 me 23.6 212.1 (0.81) 2.6(-4.9,-0.3)
7 5 R 2.1 9.5 (0.85)
NY 57 7% XR
TS me 237 -10.6 (0.82) 2.6 (-4.6,-0.5)
IR 2 NITTTHEYLXR 23.0 9.8 (0.86) 117 (-3.8,0.3)
150 mg
75 R 237 8.0 (0.73)
Ny 577 %0 XR
5 me 26.6 (0.4) [13.8 2.8(-5.1,-0.6)
NyF 77 ELLXR
s TS 263 (0.4) 15,5 4.6 (-6.9,-2.3)
NyFT 7 ELLXR
50 me 263 (0.4) -16.4 15.5(-7.8,-3.1)
75K 26.7 (0.5) 1.0
Y577 %0 XR
thra 75225 e 25.0 -13.4(0.79) 4.7 (-6.6,-2.9)
75K 24.9 8.7 (0.70)

SD : fEYEfRZE, SE : fRYERRZE, CI: [FRXH
TR ATA VPO ORACRDR/NTHE O (KA - 7T B AREE)

14.3. 2R REE (BIFF, HBIHE)

FERLEE D DSM-IV AT 7= TSR E 23t 4t L Uiz, 4 >0 _EHEMH, WATHERM
i, 12 W, ZhasxdtiE, 77 A%, EEHERR G 1~4) , BXO1 >0 _EHEM,
AATHERIbCRE, 6 » A, 77 BARXI, EE/AIEHERR GBS 12T, 4773 —XR
T R/NVOUBAREREEDIREIE L L TOEMERHENL SN TWD, BE~O ] E#FHIX 75~
225mg/H Th o7z,

IG5 OOMBRTIE, =R T A b AFIF O Liebowitz Social Anxiety Scale (LSAS)
AR AT OEIZEBNT, 4 727 P —XR BT BAROTNT 72 REEL DA EIC
ﬁ?ﬁ‘l‘iﬁ)‘%ﬁloko 6 % H Fﬁﬁgitgﬁﬁzjal/\"c’ 150~225 mg/ﬁﬁi@jiﬁi 75 mg/E[EiL:J;[:/\(‘J: y ﬁ
IEREN T & AT BT Y AR bR T,

REEFZ I 1T 2 MR ORRFETTIE, PERNZ DWW R R SUSMEITR S igino Tz, FlsE 21T
M TR R G A T B AT T D 12D DIF AR T Th o 7z,
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Table 19. #HEREZEEDHE :

ANMED FEEFHAH : LSAS A= 7

N=ATA DD

B R— R Z DOEbBEDOR/N TR L DFE?
R B GRE A4 Aa7 (SD) Fe - (SE) (95%CI)
NI 77X XR
4 | 75225 mg 91.1 -31.0 (2.22) 112 (-5.3,-17.1)
75BN 86.7 -19.9 (2.22)
NI 77X XR
48 75225 mg 90.8 -32.8 (2.69) -10.7 (-3.7, -17.6)
VAN 87.4 -22.1 (2.66)
N7 77X XR
4 3 75225 mg 83.2 -36.0 (2.35) -16.9 (-22.6, -11.2)
VAN 83.6 -19.1 (2.40) -12.7 (-6.5, -19.0)
N7 77X XR
X 4 75225 mg 86.2 -35.0 (2.64) -14.6 (-21.8,-7.4)
AN 86.1 222 (2.47)
N7 7 7F T XR
1. -38.1 (3.1 -14.6 (-21.8,-7.4
75 mg 91.8 38.1(3.16) 6(-21.8,-7.4)
AR 5 N T T 7HT U XR
150225 mg 86.2 -37.6 (3.05) -14.1 (-21.3,-6.9)
7R 89.3 -23.5(3.08)

LSAS : Liebowitz Social Anxiety Scale, SD : HE#E{FZE, SE : fEAERAZE, CI: {FHX M
YN T A D DECEDRN IR DE (KA — 7T B RE)

14.4. X= v 7 [EE

IRGRMIEZ LS, EiZtbbiev =y 7 EEDO DSM-IV FEHEZ 72 T AR EE 2 x5 &
L7z, 2 o0 _&EEMH, 128, ZMEskiEFE, 77 B R3ERBRICBE N T, =y 7 EEOIRE
WELTOA 727 P —XR BT B LVOENMERHESL SN TNWD, —HFORER GUR 1) 1280
T75mgHELIT150mg/H, & 95—k G 2) 2B\ T 75 mg/H F721% 225 mg/ H D]
EHEL BEICRE L,

WO 3 ODDOEBIZBIT DT U M LTESEHIMELFHO Lz 0 (1) "=y 7B LOTHRRE
JEREE (PAAS) IZHAWSERRN=y I RBIED R WBEOEIS (2) X—RA T A bR
kgD, N=v 7 EEEELMIE (PDSS) AitAOFEHEOLE L, BLTV (3) CGlUHEE
WS XEEGE (B<#E L, FRFEFICELSKE L) LiHisn=BEOESG, =
NG 2 o0REBRTIL, 3 20T RTOLHIZBNT, A 7=V —XR DT ENLHEOFN T T
REEL W HEICAEBICAEDRNE D o 7208, HEGBMRIZIAME TRl -o 72,

RHERNZ 31T 2 MR ORRETTlX, MRS W R BB SSHEITR SR 0o 1o, FlnETZIEA
M FRBRAE RN G X T BT T D 2O DFRP A+ Th -7,

Nz 7 [EEO DSM-IV AL L, 12 BREOIFSHABRBIMPIcA 7= 7 —XR I &L
(75~225mg/H) 12 L DIBHICEUL 2R LT AN REE DY, L0 B oRER GRUBR3) (2B
T2 THS ERAEDA 7 =7 —XR 7 7 RIVARARE (75, 150 £721%225mg) , HDHWV
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X7 7B RIRAREC —EHER FCTT7 U X A28 T b, FRICE LRBEEMTbNT, JE
EMRABREA 2 O 5 B, R =y V7 BIEORBIE 1 EILLT, 3L CGISEEA T
1 GERICEBLSEGE L) £/ 2 (BLKELE) Lo BRI ABRMnE & EHx L, 8
BRI OFRIL, 1AM 2 B Lo =y 7 R E Tk 2 BRI 5, 72398
BRETENIC L 0 ARMENSTEEL L &l s, RBEIficmRe R i8558 L ER SN,
Z oA NEHTRNC, BENKIGZ R Lo mREITL 34 H Th o7, 12 BB OISR
(ZHe< 7 v F DMERBRBIICEBWT, 4 7 =7 B —XR B 7L DOfkki& 5 % % ) - BE TILH
HETOYMPHRCHEEICERE LT,

Table 20. /3=y 7EEDORE

ARMED FERHEEHE - BN =y I RIER RV &

SERRN= Yy IHIED  TIRRICKHTD FEL Y A

AR &5/ RVBE OEIS FEEA > R ® 95%CI
RF77 7% XR .
75 mg* 54.1% (85/157) 2.268 (1.43,3.59)
AR 1 NI T 7HF U XR o
150 mg* 61.4% (97/158) 3.035 (191, 4.82)
7T R 34.4% (53/154) - -
RI77Fv 2 XR .
75 mg* 64.1% (100/156) 2.350 (1.46, 3.78)
iR 2 N7 77 HVXR .
225 mg* 70.0% (112/160) 2.890 (1.80, 4.64)
7T R 46.5% (73/157) - -

95%CI : KIEBRGRE T L T 72 95%(E 5 X [H

T oaYRT 4 v 7 EIFETIICE S BRI v VT RIED R WHERICET 54 v X (KEIRE - TR
)

*  FIeRICH LREICEEREBEE R LR

14.5. /NRBHE

A7 2P —XR I T BMIIBWT, KIOWEREELZHTD 766 4 D/NEBREZEZ NG E LTZ2
ODT TR, BILOSRMARLZEELAT D 1934 0O/NEEEERELTZ2o0D7
T RRERBRIZBWN T, NETORBIOHERZJGEE T 2720 DO+07 7 — 23 Eonehho
7

16. BHETERR /PR S OBV Lo R
A7 2P —XR I T EIIROERETCHEE SN S,

e 375mg (v v :KKE, (W), I[EffexorXR] EFIF/ RT ¢ i, [37.5)
EHITF) .
NDC 0008-0837-20, 17K kv 15 4 7E/NLAD,
NDC 0008-0837-21, 178 kL 30 77 &E/LAD,
NDC 0008-0837-22, 178 kL 90 1 FE/LAD,
NDC 0008-0837-03, 1% 10 & 7&/L A Y ® Redipak” PTP 2 — kx 10 > — h AW,
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e 75mg (v v ¥k, (W), [EffexorXR| EHIT/ AT ¢ ki, [75) &
EIESNN
NDC 0008-0833-20, 174 h/L 15 57/ AD,
NDC 0008-0833-21, 178 /L 30 17/ AD,
NDC 0008-0833-22, 178 /L 90 1 F&/LAD,
NDC 0008-0833-03, 1% 10 & 7/ A D @ Redipak® PTP — hx 10 > — h AV,

e 150mg (v v 7 : B, W), [EffexorXR] LT/ RT ¢ K@@, [150)
EHITY)
NDC 0008-0836-20, 1 7R kL 15 /LAY,
NDC 0008-0836-21, 17 h/L 30 7 FE/LAD,
NDC 0008-0836-22, 178 ~/L 90 7 FE/LAD,
NDC 0008-0836-03, 14 10 & 7&/L AV @ Redipak® PTP 2 — Fx 10 > — F AV,

20°C~25°C (68°F~77°F) DIEM CThrgEd 5= &,
BIEHAIX 1 DOHALE LT END Z 2 HE LTS,

H 7/ v O/ELE Wyeth Pharmaceuticals DB GRPGIE CH 5,

17. BEIZEZ D REER
FDA 23R Lz BE M ORMNLE (BRI F) 2R

WG FE TR ERMEER L, BE, BEOFE, NM#EHICA 727 —XR I 7B AEGIfED
RRX T 4y e VRZIZONWUsZ, WIEFEHADEOOBEEZT528L, A 727 % —XR AT
BT, BEMERLTA R 15523, 52k L UM ORAZEEER, ARSEEIX
HE1T4] BN b, MGTHEFE-IIEREES L, BEBIOBREOZEE, N#EE CBE mER
WA REGm X H2>F|EL, TONENEMCTCEL Lo XETH2 L, BF L BF T ERL A
RONFIZOWTEEAW, MO DORMICEZ DM E2RMT 5 2 &, EEL VA ROEITIAL
FEORBIZEHRH N TWD,

A7 =7 % —XR AT CNOEGHIZLLTORENRI LIGEE, LTE~]ET DXL Y
T5Z &,

BERSER L UCERITH

HAER, 5 OWOELE X O OMOREMIER (22, M, <=7 %E FIRE, SR
PR, OEGE, WM, WEME, T U7, RMEENRER, B, BYR, TofhoRE R TEE L)
2, FRCIRRBIMARER L OH BB A SN D Z L IZ oW THERE, BREDOEE, NMEHFICEE
T L, ZOX D RIERNENZE ST, FHUBIRNEERGS, BRI LSS, A
FOTIER EBARDBEE, BREOWNTE L IIEREFEEICRET L2 L, ZNHDIEREZEL
TIEBNCRBWT, HEASE, BRITADV A NEELIENDY, BELZEEFRIBIERTHZ
ENMELERDEALH D (BAEE S L OBEBIUERA LOBEROHESH) |
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PR

A7 2P —XRATVNER T T 77X FEET AR T 7 7 XV a0 T Do 3|
EOFF LW E S BEFICHERTH 2 &, EEEFEEE, 4 77 % —XR B 7 /L% MAOI & ff
H LW, £7IEMAOCL OFG-H IS 14 HEUNIZIFEA 7 =7 B —XR A 7B ZHWRNWT &
Flo, A 727 —XR BT EAOEGHIEZDRES T HRZIBWT, MAOL O# 5 % Bith
THEIBEIHERTLZE (BROESR) |

tw b= EGRRE

A7 2P —=XR AT ENE N X REA, FT~ K=, MUT L7 7 A, bokH
JEE, o> RS2 R, thot o b= AEEERE L oftHIC K D, Bu b= EERED Y X
JIZOWTHEICEEZMRTZE BEBIMEALOERL L ORMWHEEROESR) |

mE EF

A7 =7 —XR AT ENERMT L8, EHMICLEZBIET 2L BF R T2 &
EBLEALOEROHSH) .

FH i

o =Y AR EZRET S AAEMEOME AL, HimY X7 OBRKEEEENH D720, A
Tz —=XR AT BNVEI AT oA RUEFIRIESR, 7TAE Y, ULT 7 U E I ik e
ZEE A RIET X O B3R & OFFRICOWTHEEICEEART 2 ¢ EEBLOER Lor
BomEzM) |

PRI AR

A7 =27 P —XR B 7B NOEGICLIREORALBRNEZ D2 EENH Y, BEEZITOT
WEBRE CIXPAZEMRARNEORIEICE S AfREM N B D 2 & # BEICHITRE TH 5, HEMA
FENBE & 2200 STV A GA XA UIBRIT CIRIGFTRE Ch A 728, BEICHNIEZ AT 52541313
(EHESRIC B R A NBE T D, BRI A RN I PAZER AN O U A 7 [R1- Tk, BE
DFLRITIGE LT, HEBADELZZITLTVNE I NERE L, BEBLZZIT0T WSS TH
HoRLE  (F 2 0E, MR YIRRt) #3425 EERBIUMER LORBROESMR) |

Bl /B

B BEOFNE, NH#EEICEE S BREOBIEICOWTEHET AL 9 Rt EEBXIY
FEREOBEBOESR) |

DA 7RG o A R R

DU, I RB E B ERSIEELZE T 2 EEICA, 727 b —XR I T L2 b4
LHENT, HEENKLETHS EHWEROESBR) |
mEaLvAFe—ABIORrNY 7V kY FOLER

walL 27w —b, IDLBIO NI 7Vt R EFRT L5606 5720, MIHEEEOWNE 2K
MNT2HEENRSH L EBEEICHNATL 2 BERLIMERA LOBEEOESR) |
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BEBL GEEWR)

ERMNEEEICHR T2 A 727 —XR W 7B /LVORMZ DI LnwE 9 BEICHERT
HZ b, A7 —XR AT ENLVOEGERIET D E, BEBERD BTG R3HD Z LI
ONWTAEICEEZRTZE BEBIUEA LOERLS JOBHEROESR) |

PR X UNEBERE~ DR

H BB O ElR 7 SfER A fE O B O EIL, 4 7 = 7 —XR B SN E H 2 I R
INDHET, +HEETLILIOBEIH T L,

T a—)

A7 7P —XR AT RARAFILIT Va— B ERET D KO BEIHERT L2 L CRYHEE
EROESR) |

7 VIAF—Ki

B, =S, EIRE IR EEE: PO 7 LS —ER NS ICE, HYEMCFDE
EAOEL X BEFIHERTHI L,

iR

BEDNBEPINIR E IR T 2EEN D 25681, HYEENCZOEEZMOE DL LR T
52 L (BERBEBEER~OREOESH) |

=31

BENHLIRICRAAE 52 A5813, AYEMCFOSRMOEE L9 RT52 ¢ (BRBEE
HA~DEEOIHEM) |

PR R

A7 =27 P —XR D7, EELEFEE IR IBEH ST 2008285/ L T\ 5D,
ZOER.ORENEIZE O E FHM SN D720, BEDEPC AN TIPS S =R iz RS <
Band 5, BENERIZK D AN, RO OBF R IERECIN S TWD 2 & & L
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Efexor XL 75 mg hard prolonged-release capsules
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each prolonged-release capsule contains 84.85 mg of venlafaxine hydrochloride, equivalent to 75 mg

of venlafaxine free base.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard prolonged-release capsule.

Opaque peach capsules printed in red with ‘W’ and ‘75’ hard gelatin capsule, size 1.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of major depressive episodes.

For prevention of recurrence of major depressive episodes.
Treatment of generalised anxiety disorder.

Treatment of social anxiety disorder.

Treatment of panic disorder, with or without agoraphobia.
4.2 Posology and method of administration

Major depressive episodes

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients
not responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose
of 375 mg/day. Dosage increases can be made at intervals of 2 weeks or more. If clinically warranted
due to symptom severity, dose increases can be made at more frequent intervals, but not less than 4
days.

Because of the risk of dose-related adverse effects, dose increments should be made only after a
clinical evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment

should be reassessed regularly on a case-by-case basis. Longer-term treatment may also be
appropriate for prevention of recurrence of major depressive episodes (MDE). In most of the cases,
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the recommended dose in prevention of recurrence of MDE is the same as the one used during the
current episode.

Antidepressive medicinal products should continue for at least six months following remission.

Generalised anxiety disorder

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients
not responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose
of 225 mg/day. Dosage increases can be made at intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a
clinical evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Social anxiety disorder

The recommended dose for prolonged-release venlafaxine is 75 mg given once daily. There is no
evidence that higher doses confer any additional benefit.

However, in individual patients not responding to the initial 75 mg/day, increases up to a maximum
dose of 225 mg/day may be considered. Dosage increases can be made at intervals of 2 weeks or
more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a
clinical evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Panic disorder

It is recommended that a dose of 37.5 mg/day of prolonged-release venlafaxine be used for 7 days.
Dosage should then be increased to 75 mg/day. Patients not responding to the 75 mg/day dose may
benefit from dose increases up to a maximum dose of 225 mg/day. Dosage increases can be made at

intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a
clinical evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Use in elderly patients

No specific dose adjustments of venlafaxine are considered necessary based on patient age alone.
However, caution should be exercised in treating the elderly (e.g., due to the possibility of renal
impairment, the potential for changes in neurotransmitter sensitivity and affinity occurring with
aging). The lowest effective dose should always be used, and patients should be carefully monitored
when an increase in the dose is required.

Use in children and adolescents under the age of 18 years
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Venlafaxine is not recommended for use in children and adolescents.

Controlled clinical studies in children and adolescents with major depressive disorder failed to
demonstrate efficacy and do not support the use of venlafaxine in these patients (see sections 4.4 and
4.8).

The efficacy and safety of venlafaxine for other indications in children and adolescents under the age
of 18 have not been established.

Use in patients with hepatic impairment

In patients with mild and moderate hepatic impairment, in general a 50% dose reduction should be
considered. However, due to inter-individual variability in clearance, individualisation of dosage may
be desirable.

There are limited data in patients with severe hepatic impairment. Caution is advised, and a dose
reduction by more than 50% should be considered. The potential benefit should be weighed against

the risk in the treatment of patients with severe hepatic impairment.

Use in patients with renal impairment

Although no change in dosage is necessary for patients with glomerular filtration rate (GFR) between
30-70 ml/minute, caution is advised. For patients that require haemodialysis and in patients with
severe renal impairment (GFR < 30 ml/min), the dose should be reduced by 50%. Because of
inter-individual variability in clearance in these patients, individualisation of dosage may be desirable.

Withdrawal symptoms seen on discontinuation of venlafaxine

Abrupt discontinuation should be avoided. When stopping treatment with venlafaxine, 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.

For oral use.

It is recommended that venlafaxine prolonged-release capsules be taken with food, at approximately
the same time each day. Capsules must be swallowed whole with fluid and not divided, crushed,
chewed, or dissolved.

Patients treated with venlafaxine immediate-release tablets may be switched to venlafaxine
prolonged-release capsules at the nearest equivalent daily dosage. For example, venlafaxine
immediate-release tablets 37.5 mg twice daily may be switched to venlafaxine prolonged-release
capsules 75 mg once daily. Individual dosage adjustments may be necessary.

Venlafaxine prolonged-release capsules contain spheroids, which release the active substance slowly
into the digestive tract. The insoluble portion of these spheroids is eliminated and may be seen in
faeces.

4.3 Contraindications

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

Concomitant treatment with irreversible monoamine oxidase inhibitors (MAQISs) is contraindicated

due to the risk of serotonin syndrome with symptoms such as agitation, tremor and hyperthermia.
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Venlafaxine must not be initiated for at least 14 days after discontinuation of treatment with an
irreversible MAOL.

Venlafaxine must be discontinued for at least 7 days before starting treatment with an irreversible
MAOI (see sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

Suicide/suicidal thoughts or clinical worsening

Depression is associated with an increased risk of suicidal thoughts, self-harm and suicide (suicide-
related events). This risk persists until significant remission occurs. As improvement may not occur
during the first few weeks or more of treatment, patients should be closely monitored until such
improvement occurs. It is general clinical experience that the risk of suicide may increase in the early
stages of recovery.

Other psychiatric conditions for which venlafaxine 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
ideation prior to commencement of treatment, are known to be at greater risk of suicidal thoughts or
suicide attempts, and should receive careful monitoring during treatment. A meta-analysis of
placebo-controlled clinical trials of antidepressant drugs in adult patients with psychiatric disorders
showed an increased risk of suicidal behaviour with antidepressants compared to placebo in patients
less than 25 years old.

Close supervision of patients, and in particular those at high risk, should accompany drug therapy,
especially in early treatment and following dose changes. Patients (and caregivers of patients) should
be alerted about the need to monitor for any clinical worsening, suicidal behaviour or thoughts and
unusual changes in behaviour, and to seek medical advice immediately if these symptoms present.

Use in children and adolescents under 18 years of age

Efexor XL should not be used in the treatment of children and adolescents under the age of 18 years.
Suicide-related behaviours (suicide attempt and suicidal thoughts) and hostility (predominantly
aggression, oppositional behaviour and anger) were more frequently observed in clinical trials among
children and adolescents treated with antidepressants compared to those treated with placebo. If,
based on clinical need, a decision to treat is nevertheless taken, the patient should be carefully
monitored for the appearance of suicidal symptoms. In addition, long-term safety data in children and
adolescents concerning growth, maturation and cognitive and behavioural development are lacking.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition may
occur with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine,
St.John’s Wort [ Hypericum perforatum], fentanyl and its analogues, tramadol, dextromethorphan,
tapentadol, pethidine, methadone and pentazocine), with medicinal agents that impair metabolism of
serotonin such as MAOIs e.g. methylene blue, with serotonin precursors (such as tryptophan
supplements) or with antipsychotics or other dopamine antagonists (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). Serotonin syndrome in its most severe form, can resemble NMS, which includes
hyperthermia, muscle rigidity, autonomic instability with possible rapid fluctuation of vital signs and
mental status changes.

If concomitant treatment with venlafaxine and other 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.

The concomitant use of venlafaxine with serotonin precursors (such as tryptophan supplements) is not
recommended.

Narrow-angle glaucoma

Mydriasis may occur in association with venlafaxine. It is recommended that patients with raised
intraocular pressure or patients at risk for acute narrow-angle glaucoma (angle-closure glaucoma) be
closely monitored.

Blood pressure

Dose-related increases in blood pressure have been commonly reported with venlafaxine. In some
cases, severely elevated blood pressure requiring immediate treatment has been reported in
postmarketing experience. All patients should be carefully screened for high blood pressure and pre-
existing hypertension should be controlled before initation of treatment. Blood pressure should be
reviewed periodically, after initiation of treatment and after dose increases. Caution should be
exercised in patients whose underlying conditions might be compromised by increases in blood
pressure, €.g., those with impaired cardiac function.

Heart rate

Increases in heart rate can occur, particularly with higher doses. Caution should be exercised in
patients whose underlying conditions might be compromised by increases in heart rate.

Cardiac disease and risk of arrhythmia

Venlafaxine has not been evaluated in patients with a recent history of myocardial infarction or
unstable heart disease. Therefore, it should be used with caution in these patients.

In postmarketing experience, cases of QTc prolongation, Torsade de Pointes (TdP), ventricular
tachycardia, and fatal cardiac arrhythmias have been reported with the use of venlafaxine, especially
in overdose or in patients with other risk factors for QTc prolongation/TdP. The balance of risks and
benefits should be considered before prescribing venlafaxine to patients at high risk of serious cardiac
arrhythmia or QTc prolongation.

Convulsions
Convulsions may occur with venlafaxine therapy. As with all antidepressants, venlafaxine should be

introduced with caution in patients with a history of convulsions, and concerned patients should be
closely monitored. Treatment should be discontinued in any patient who develops seizures.

Hyponatraemia

Cases of hyponatraemia and/or the Syndrome of Inappropriate Antidiuretic Hormone (STADH)
secretion may occur with venlafaxine. This has most frequently been reported in volume-depleted or
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dehydrated patients. Elderly patients, patients taking diuretics, and patients who are otherwise
volume-depleted may be at greater risk for this event.

Abnormal bleeding

Medicinal products that inhibit serotonin uptake may lead to reduced platelet function. Bleeding
events related to SSRI and SNRI use have ranged from ecchymoses, hematomas, epistaxis, and
petechiae to gastrointestinal and life-threatening haemorrhages. The risk of haemorrhage may be
increased in patients taking venlafaxine. As with other serotonin-reuptake inhibitors, venlafaxine
should be used cautiously in patients predisposed to bleeding, including patients on anticoagulants
and platelet inhibitors.

Serum cholesterol

Clinically relevant increases in serum cholesterol were recorded in 5.3% of venlafaxine-treated
patients and 0.0% of placebo-treated patients treated for at least 3 months in placebo-controlled
clinical trials. Measurement of serum cholesterol levels should be considered during long-term

treatment.

Co-administration with weight loss agents

The safety and efficacy of venlafaxine therapy in combination with weight loss agents, including
phentermine, have not been established. Co-administration of venlafaxine and weight loss agents is
not recommended. Venlafaxine is not indicated for weight loss alone or in combination with other
products.

Mania/hypomania

Mania/hypomania may occur in a small proportion of patients with mood disorders who have received
antidepressants, including venlafaxine. As with other antidepressants, venlafaxine should be used
cautiously in patients with a history or family history of bipolar disorder.

Aggression

Aggression may occur in a small number of patients who have received antidepressants, including
venlafaxine. This has been reported under initiation, dose changes and discontinuation of treatment.

As with other antidepressants, venlafaxine should be used cautiously in patients with a history of
aggression.

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 treatment discontinuation (tapering
and post-tapering) occurred in approximately 31% of patients treated with venlafaxine and 17% of
patients taking placebo.

The risk of withdrawal symptoms may be dependent on several factors, including the duration and
dose of therapy and the rate of dose reduction. Dizziness, sensory disturbances (including
paraesthesia), sleep disturbances (including insomnia and intense dreams), agitation or anxiety,
nausea and/or vomiting, tremor and headache are the most commonly reported reactions. 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
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be prolonged (2-3 months or more). It is therefore advised that venlafaxine should be gradually
tapered when discontinuing treatment over a period of several weeks or months, according to the
patient’s needs (see section 4.2).

Akathisia/psychomotor restlessness

The use of venlafaxine 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.

Dry mouth

Dry mouth is reported in 10% of patients treated with venlafaxine. This may increase the risk of
caries, and patients should be advised upon the importance of dental hygiene.

Diabetes

In patients with diabetes, treatment with an SSRI or venlafaxine may alter glycaemic control. Insulin
and/or oral antidiabetic dosage may need to be adjusted.

Drug-Laboratory Test Interactions

False-positive urine immunoassay screening tests for phencyclidine (PCP) and amphetamine have
been reported in patients taking venlafaxine. This is due to lack of specificity of the screening tests.
False positive test results may be expected for several days following discontinuation of venlafaxine
therapy. Confirmatory tests, such as gas chromatography/mass spectrometry, will distinguish
venlafaxine from PCP and amphetamine.

4.5 Interaction with other medicinal products and other forms of interaction

Monoamine Oxidase Inhibitors (MAOI)

Irreversible non-selective MAOIs

Venlafaxine must not be used in combination with irreversible non-selective MAOIs. Venlafaxine
must not be initiated for at least 14 days after discontinuation of treatment with an irreversible non-
selective MAOI. Venlafaxine must be discontinued for at least 7 days before starting treatment with
an irreversible non-selective MAOI (see sections 4.3 and 4.4).

Reversible, selective MAO-A inhibitor (moclobemide)

Due to the risk of serotonin syndrome, the combination of venlafaxine with a reversible and selective
MAOI, such as moclobemide, is not recommended. Following treatment with a reversible
MAO-inhibitor, a shorter withdrawal period than 14 days may be used before initiation of venlafaxine
treatment. It is recommended that venlafaxine should be discontinued for at least 7 days before
starting treatment with a reversible MAOI (see section 4.4).

Reversible, non-selective MAOI (linezolid)

The antibiotic linezolid is a weak reversible and non-selective MAOI and should not be given to
patients treated with venlafaxine (see section 4.4).

Severe adverse reactions have been reported in patients who have recently been discontinued from an

MAOI and started on venlafaxine, or have recently had venlafaxine therapy discontinued prior to
initiation of an MAOI. These reactions have included tremor, myoclonus, diaphoresis, nausea,
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vomiting, flushing, dizziness, and hyperthermia with features resembling neuroleptic malignant
syndrome, seizures, and death.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may
occur with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine,
tramadol, or St. John's Wort [Hypericum perforatum], fentanyl and its analogues, tramadol,
dextromethorphan, tapentadol, pethidine, methadone and pentazocine), with medicinal agents that
impair metabolism of serotonin (such as MAOIs e.g. methylene blue), with serotonin precursors (such
as tryptophan supplements) or with antipsychotics or other dopamine antagonists (see sections 4.3 and
4.4).

If concomitant treatment with venlafaxine and an SSRI, an SNRI or a serotonin receptor agonist
(triptan) is clinically warranted, careful observation of the patient is advised, particularly during
treatment initiation and dose increases. The concomitant use of venlafaxine with serotonin precursors
(such as tryptophan supplements) is not recommended (see section 4.4).

CNS-active substances

The risk of using venlafaxine in combination with other CNS-active substances has not been
systematically evaluated. Consequently, caution is advised when venlafaxine is taken in combination
with other CNS-active substances.

Ethanol
Venlafaxine has been shown not to increase the impairment of mental and motor skills caused by
ethanol. However, as with all CNS-active substances, patients should be advised to avoid alcohol

consumption.

Drugs that Prolong the QT Interval

The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with concomitant
use of other medicinal products which prolong the QTc interval. Co-administration of such medicinal
products should be avoided (see section 4.4).

Relevant classes include:

class Ia and III antiarrhythmics (e.g. quinidine, amiodarone, sotalol, dofetilide)
some antipsychotics (e.g. thioridazine)

some macrolides (e.g. erythromycin)

some antihistamines

some quinolone antibiotics (e.g. moxifloxacin)

The above list is not exhaustive and other individual medicinal products known to significantly
increase QT interval should be avoided.

Effect of other medicinal products on venlafaxine

Ketoconazole (CYP3A4 inhibitor)

A pharmacokinetic study with ketoconazole in CYP2D6 extensive (EM) and poor metabolisers (PM)
resulted in higher AUC of venlafaxine (70% and 21% in CYP2D6 PM and EM subjects, respectively)
and O-desmethylvenlafaxine (33% and 23% in CYP2D6 PM and EM subjects, respectively)
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following administration of ketoconazole. Concomitant use of CYP3A4 inhibitors (e.g., atazanavir,
clarithromycin, indinavir, itraconazole, voriconazole, posaconazole, ketoconazole, nelfinavir,
ritonavir, saquinavir, telithromycin) and venlafaxine may increase levels of venlafaxine and
O-desmethylvenlafaxine. Therefore, caution is advised if a patient’s therapy includes a CYP3A4
inhibitor and venlafaxine concomitantly.

Effect of venlafaxine on other medicinal products

Lithium
Serotonin syndrome may occur with the concomitant use of venlafaxine and lithium (see Serotonin
syndrome).

Diazepam

Venlafaxine has no effects on the pharmacokinetics and pharmacodynamics of diazepam and its
active metabolite, desmethyldiazepam. Diazepam does not appear to affect the pharmacokinetics of
either venlafaxine or O-desmethylvenlafaxine. It is unknown whether a pharmacokinetic and/or
pharmacodynamic interaction with other benzodiazepines exists.

Imipramine

Venlafaxine did not affect the pharmacokinetics of imipramine and 2-OH-imipramine. There was a
dose-dependent increase of 2-OH-desipramine AUC by 2.5 to 4.5-fold when venlafaxine 75 mg to
150 mg daily was administered. Imipramine did not affect the pharmacokinetics of venlafaxine and
O-desmethylvenlafaxine. The clinical significance of this interaction is unknown. Caution should be
exercised with co-administration of venlafaxine and imipramine.

Haloperidol

A pharmacokinetic study with haloperidol has shown a 42% decrease in total oral clearance, a 70%
increase in AUC, an 88% increase in C,,,,, but no change in half-life for haloperidol. This should be
taken into account in patients treated with haloperidol and venlafaxine concomitantly. The clinical
significance of this interaction is unknown.

Risperidone

Venlafaxine increased the risperidone AUC by 50%, but did not significantly alter the
pharmacokinetic profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). The
clinical significance of this interaction is unknown.

Metoprolol

Concomitant administration of venlafaxine and metoprolol to healthy volunteers in a pharmacokinetic
interaction study for both medicinal products resulted in an increase of plasma concentrations of
metoprolol by approximately 30-40% without altering the plasma concentrations of its active
metabolite, a-hydroxymetoprolol. The clinical relevance of this finding in hypertensive patients is
unknown. Metoprolol did not alter the pharmacokinetic profile of venlafaxine or its active metabolite,
O-desmethylvenlafaxine. Caution should be exercised with co-administration of venlafaxine and
metoprolol.

Indinavir

A pharmacokinetic study with indinavir has shown a 28% decrease in AUC and a 36% decrease in
Cinax for indinavir. Indinavir did not affect the pharmacokinetics of venlafaxine and
O-desmethylvenlafaxine. The clinical significance of this interaction is unknown.

4.6 Pregnancy and lactation

Pregnancy

There are no adequate data from the use of venlafaxine in pregnant women.
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Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown. Venlafaxine must only be administered to pregnant women if the expected benefits
outweigh any possible risk.

As with other serotonin reuptake inhibitors (SSRIs/SNRIs), discontinuation symptoms may occur in
the newborns if venlafaxine is used until or shortly before birth. Some newborns exposed to
venlafaxine late in the third trimester have developed complications requiring tube-feeding,
respiratory support or prolonged hospitalisation. Such complications can arise immediately upon
delivery.

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 an association of PPHN to SNRI treatment, this potential risk
cannot be ruled out with venlafaxine taking into account the related mechanism of action (inhibition
of the re-uptake of serotonin).

The following symptoms may be observed in neonates if the mother has used an SSRI/SNRI late in
pregnancy: irritability, tremor, hypotonia, persistent crying, and difficulty in sucking or in sleeping.
These symptoms may be due to either serotonergic effects or exposure symptoms. In the majority of
cases, these complications are observed immediately or within 24 hours after partus.

Lactation

Venlafaxine and its active metabolite, O-desmethylvenlafaxine, are excreted in breast milk. There
have been post-marketing reports of breast-fed infants who experienced crying, irritability, and
abnormal sleep patterns. Symptoms consistent with venlafaxine drug discontinuation have also been
reported after stopping breast-feeding. A risk to the suckling child cannot be excluded. Therefore, a
decision to continue/discontinue breast-feeding or to continue/discontinue therapy with Efexor XL
should be made, taking into account the benefit of breast-feeding to the child and the benefit of Efexor
XL therapy to the woman.

4.7 Effects on ability to drive and use machines

Any psychoactive medicinal product may impair judgment, thinking, and motor skills. Therefore, any
patient receiving venlafaxine should be cautioned about their ability to drive or operate hazardous
machinery.

4.8 Undesirable effects

The most commonly (>1/10) reported adverse reactions in clinical studies were nausea, dry mouth,
headache and sweating (including night sweats).

Adverse reactions are listed below by system organ class and frequency.

Frequencies are defined as: 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), not known (cannot be estimated from the available data).
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Body System Very Common Uncommon Rare Not Known
Common
Blood and Thrombocytopaeni
lymphatic a, Blood disorder,
system (including
disorders agranulocytosis,
aplastic anaemia,
neutropaenia,
pancytopaenia)
Immune Anaphylactic
system reaction
disorders
Endocrine Syndrome of
disorders Inappropriate
antidiuretic
hormone secretion
(STIADH)
Metabolism Decreased Hyponatraemia,
and nutrition appetite
disorders
Psychiatric Confusional Hallucination, Mania Suicidal ideation
disorders state, Derealization, and suicidal
Depersonalizati | Agitation, behaviours*,
on, Anorgasmia, | Orgasm Delirium,
Libido abnormal Aggression**
decreased, (female),
Nervousness, Apathy,
Insomnia, Hypomania,
Abnormal Bruxism
dreams
Nervous Dizziness | Somnolence, Akathisia/ Convuls | Neuroleptic
system Headache | Tremor, Psychomotor ion, Malignant
disorders * ok Paraesthesia, restlessness, Syndrome (NMYS),
Hypertonia Syncope, Serotonergic
Myoclonus, syndrome,
Coordination Extrapyramidal
abnormal, disorder, including
Balance dystonia and
disorder, dyskinaesia,
Dysgeusia Tardive
dyskinaesia
Eye disorders Visual Angle-closure
impairment, glaucoma
including vision
blurred,
Mydriasis,
Accommodation
disorder
Ear and Tinnitus Vertigo
labyrinth
disorders
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Body System Very Common Uncommon Rare Not Known
Common
Cardiac Palpitations Tachycardia Ventricular
disorders fibrillation,
Ventricular
tachycardia
(including Torsade
de Pointes)
Vascular Hypertension, Orthostatic Hypotension,
disorders Vasodilatation hypotension, Bleeding (mucous
(mostly flush) membrane
bleeding)
Respiratory, Yawning Dyspnoea Pulmonary
thoracic and eosinophilia
mediastinal
disorders
Gastrointestin | Nausea, Vomiting Gastrointestinal Pancreatitis
al disorders Dry Diarrhoea, haemorrhage
mouth Constipation
Hepatobiliary Hepeatitis, Liver
disorders function test
abnormal
Skin and Hyperhidr Angioedema, Erythema
subcutaneous | osis Photosensitivity multiforme, Toxic
tissue (including reaction, epidermal
disorders night Ecchymosis, necrolysis,
sweats) Rash, Alopecia Stevens-Johnson
syndrome, Pruritus,
Urticaria
Musculoskelet Rhabdomyolysis
al and
connective
tissue
disorders
Renal and Dysuria (mostly | Urinary Urinary
urinary urinary retention incontin
disorders hesitation), ence
Pollakiuria
Reproductive Menstrual
system and disorders
breast disorders associated with
increased
bleeding or
irregular
bleeding (e.g.
menorrhagia,
metrorrhagia),
Ejaculation
disorder,
Erectile
dysfunction
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Body System Very Common Uncommon Rare Not Known

Common

General Asthenia,

disorders and Fatigue, Chills

administration

site conditions

Investigations Blood Weight Electrocardiogram
cholesterol increased, QT prolonged,
increased Weight Bleeding time

decreased prolonged, Blood

prolactin increased

*In pooled clinical trials, the incidence of headache was 30.3% with venlafaxine versus 31.3% with
placebo.

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

***In pooled clinical trials, the incidence of headache with venlafaxine and placebo were similar.

Discontinuation of venlafaxine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraethesia), sleep disturbances (including insomnia and
intense dreams), agitation or anxiety, nausea and/or vomiting, tremor, vertigo, headache and flu
syndrome are the most commonly reported reactions. Generally, these events are mild to moderate
and are self-limiting; however, in some patients, they may be severe and/or prolonged. It is therefore
advised that when venlafaxine treatment is no longer required, gradual discontinuation by dose
tapering should be carried out (see sections 4.2 and 4.4).

Paediatric patients

In general, the adverse reaction profile of venlafaxine (in placebo-controlled clinical trials) in children
and adolescents (ages 6 to 17) was similar to that seen for adults. As with adults, decreased appetite,
weight loss, increased blood pressure, and increased serum cholesterol were observed (see section
4.4).

In paediatric clinical trials the adverse reaction suicidal ideation was observed. There were also
increased reports of hostility and, especially in major depressive disorder, self-harm.

Particularly, the following adverse reactions were observed in paediatric patients: abdominal pain,
agitation, dyspepsia, ecchymosis, epistaxis, and myalgia.

4.9 Overdose

In postmarketing experience, overdose with venlafaxine was reported predominantly in combination
with alcohol and/or other medicinal products. The most commonly reported events in overdose
include tachycardia, changes in level of consciousness (ranging from somnolence to coma), mydriasis,
convulsion, and vomiting. Other reported events include electrocardiographic changes (e.g.,
prolongation of QT interval, bundle branch block, QRS prolongation), ventricular tachycardia,
bradycardia, hypotension, vertigo, and death.

Published retrospective studies report that venlafaxine overdosage may be associated with an
increased risk of fatal outcomes compared to that observed with SSRI antidepressant products, but
lower than that for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-
treated patients have a higher burden of suicide risk factors than SSRI patients. The extent to which
the finding of an increased risk of fatal outcomes can be attributed to the toxicity of venlafaxine in
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overdosage, as opposed to some characteristics of venlafaxine-treated patients, is not clear.
Prescriptions for venlafaxine should be written for the smallest quantity of the medicinal product
consistent with good patient management in order to reduce the risk of overdose.

Recommended treatment

General supportive and symptomatic measures are recommended; cardiac rhythm and vital signs must
be monitored. When there is a risk of aspiration, induction of emesis is not recommended. Gastric
lavage may be indicated if performed soon after ingestion or in symptomatic patients. Administration
of activated charcoal may also limit absorption of the active substance. Forced diuresis, dialysis,
hemoperfusion and exchange transfusion are unlikely to be of benefit. No specific antidotes for
venlafaxine are known.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antidepressants - ATC code: NO6A X16.

The mechanism of venlafaxine's antidepressant action in humans is believed to be associated with its
potentiation of neurotransmitter activity in the central nervous system. Preclinical studies have shown
that venlafaxine and its major metabolite, O-desmethylvenlafaxine (ODV), are inhibitors of serotonin
and noradrenaline reuptake. Venlafaxine also weakly inhibits dopamine uptake. Venlafaxine and its
active metabolite reduce B-adrenergic responsiveness after both acute (single dose) and chronic
administration. Venlafaxine and ODV are very similar with respect to their overall action on
neurotransmitter reuptake and receptor binding.

Venlafaxine has virtually no affinity for rat brain muscarinic, cholinergic, H;-histaminergic or
a;-adrenergic receptors in vitro. Pharmacological activity at these receptors may be related to various
side effects seen with other antidepressant medicinal products, such as anticholinergic, sedative and
cardiovascular side effects.

Venlafaxine does not possess monoamine oxidase (MAO) inhibitory activity.

In vitro studies revealed that venlafaxine has virtually no affinity for opiate or benzodiazepine
sensitive receptors.

Major depressive episodes

The efficacy of venlafaxine immediate-release as a treatment for major depressive episodes was
demonstrated in five randomised, double-blind, placebo-controlled, short-term trials ranging from 4 to
6 weeks duration, for doses up to 375 mg/day. The efficacy of venlafaxine prolonged-release as a
treatment for major depressive episodes was established in two placebo-controlled, short-term studies
for 8 and 12 weeks duration, which included a dose range of 75 to 225 mg/day.

In one longer-term study, adult outpatients who had responded during an 8-week open trial on
venlafaxine prolonged-release (75, 150, or 225 mg) were randomised to continuation of their same
venlafaxine prolonged-release dose or to placebo, for up to 26 weeks of observation for relapse.

In a second longer-term study, the efficacy of venlafaxine in prevention of recurrent depressive
episodes for a 12-month period was established in a placebo-controlled double-blind clinical trial in
adult outpatients with recurrent major depressive episodes who had responded to venlafaxine
treatment (100 to 200 mg/day, on a b.i.d. schedule) on the last episode of depression.
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Generalised anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for generalised anxiety disorder
(GAD) was established in two 8-week, placebo-controlled, fixed-dose studies (75 to 225 mg/day), one
6-month, placebo-controlled, fixed-dose study (75 to 225 mg/day), and one 6-month,
placebo-controlled, flexible-dose study (37.5, 75, and 150 mg/day) in adult outpatients.

While there was also evidence for superiority over placebo for the 37.5 mg/day dose, this dose was
not as consistently effective as the higher doses.

Social anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for social anxiety disorder was
established in four double-blind, parallel-group, 12-week, multi-center, placebo-controlled,
flexible-dose studies and one double-blind, parallel-group, 6-month, placebo-controlled,
fixed/flexible-dose study in adult outpatients. Patients received doses in a range of 75 to 225 mg/day.
There was no evidence for any greater effectiveness of the 150 to 225 mg/day group compared to the
75 mg/day group in the 6-month study.

Panic disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for panic disorder was
established in two double-blind, 12-week, multi-center, placebo-controlled studies in adult outpatients
with panic disorder, with or without agoraphobia. The initial dose in panic disorder studies was

37.5 mg/day for 7 days. Patients then received fixed doses of 75 or 150 mg/day in one study and

75 or 225 mg/day in the other study.

Efficacy was also established in one long-term double-blind, placebo-controlled, parallel-group study
of the long-term safety, efficacy, and prevention of relapse in adult outpatients who responded to
open-label treatment. Patients continued to receive the same dose of venlafaxine prolonged-release
that they had taken at the end of the open-label phase (75, 150, or 225 mg).

5.2 Pharmacokinetic properties

Venlafaxine is extensively metabolised, primarily to the active metabolite, O-desmethylvenlafaxine
(ODV). Mean + SD plasma half-lives of venlafaxine and ODV are 542 hours and 11+2 hours,
respectively. Steady-state concentrations of venlafaxine and ODV are attained within 3 days of oral
multiple-dose therapy. Venlafaxine and ODV exhibit linear kinetics over the dose range of 75 mg to
450 mg/day.

Absorption

At least 92% of venlafaxine is absorbed following single oral doses of immediate-release venlafaxine.
Absolute bioavailability is 40% to 45% due to presystemic metabolism. After immediate-release
venlafaxine administration, the peak plasma concentrations of venlafaxine and ODV occur in 2 and

3 hours, respectively. Following the administration of venlafaxine prolonged-release capsules, peak
plasma concentrations of venlafaxine and ODV are attained within 5.5 hours and 9 hours,
respectively. When equal daily doses of venlafaxine are administered as either an immediate-release
tablet or prolonged-release capsule, the prolonged-release capsule provides a slower rate of
absorption, but the same extent of absorption compared with the immediate-release tablet. Food does
not affect the bioavailability of venlafaxine and ODV.
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Distribution

Venlafaxine and ODV are minimally bound at therapeutic concentrations to human plasma proteins
(27% and 30%, respectively). The volume of distribution for venlafaxine at steady-state is
4.4+1.6 L/kg following intravenous administration.

Metabolism

Venlafaxine undergoes extensive hepatic metabolism. Iz vitro and in vivo studies indicate that
venlafaxine is biotransformed to its major active metabolite, ODV, by CYP2D6. In vitro and in vivo
studies indicate that venlafaxine is metabolised to a minor, less active metabolite,
N-desmethylvenlafaxine, by CYP3A4. In vitro and in vivo studies indicate that venlafaxine is a weak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2, CYP2C9, or CYP3A4.

Elimination

Venlafaxine and its metabolites are excreted primarily through the kidneys. Approximately 87% of a
venlafaxine dose is recovered in the urine within 48 hours as either unchanged venlafaxine (5%),
unconjugated ODV (29%), conjugated ODV (26%), or other minor inactive metabolites (27%).
Mean + SD plasma steady-state clearances of venlafaxine and ODV are 1.3+0.6 L/h/kg and

0.4+0.2 L/h/kg, respectively.

Special populations

Age and gender
Subject age and gender do not significantly affect the pharmacokinetics of venlafaxine and ODV.

CYP2D6 extensive/poor metabolisers

Plasma concentrations of venlafaxine are higher in CYP2D6 poor metabolisers than extensive
metabolisers. Because the total exposure (AUC) of venlafaxine and ODV is similar in poor and
extensive metabolisers, there is no need for different venlafaxine dosing regimens for these two
groups.

Patients with hepatic impairment

In Child-Pugh A (mildly hepatically impaired) and Child-Pugh B (moderately hepatically impaired)
subjects, venlafaxine and ODV half-lives were prolonged compared to normal subjects. The oral
clearance of both venlafaxine and ODV was reduced. A large degree of intersubject variability was
noted. There are limited data in patients with severe hepatic impairment (see section 4.2).

Patients with renal impairment

In dialysis patients, venlafaxine elimination half-life was prolonged by about 180% and clearance
reduced by about 57% compared to normal subjects, while ODV elimination half-life was prolonged
by about 142% and clearance reduced by about 56%. Dosage adjustment is necessary in patients with
severe renal impairment and in patients that require haemodialysis (see section 4.2).

5.3 Preclinical safety data

Studies with venlafaxine in rats and mice revealed no evidence of carcinogenesis. Venlafaxine was
not mutagenic in a wide range of in vitro and in vivo tests.

Animal studies regarding reproductive toxicity have found in rats a decrease in pup weight, an
increase in stillborn pups, and an increase in pup deaths during the first 5 days of lactation. The cause
of these deaths is unknown. These effects occurred at 30 mg/kg/day, 4 times the human daily dose of
375 mg of venlafaxine (on an mg/kg basis). The no-effect dose for these findings was 1.3 times the
human dose. The potential risk for humans is unknown.
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Reduced fertility was observed in a study in which both male and female rats were exposed to ODV.
This exposure was approximately 1 to 2 times that of a human venlafaxine dose of 375 mg/day. The
human relevance of this finding is unknown.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents:
Microcrystalline cellulose
Ethylcellulose
Hypromellose

Talc

Capsule shell:

Gelatin

Red and yellow iron oxides (E172)
Titanium dioxide (E171)

Capsule printing ink:

Shellac

Red iron oxide (E172)
Ammonium hydroxide
Simethicone

Propylene glycol

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3 years

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

Efexor XL 75 mg:

Clear or opaque PVC/Aluminium foil blister packs of 7, 10, 14, 15, 20, 28, 30, 50, 56, 60, 98, 100;
Hospital packs of 500 (10x50), 1000 (10x100)

PVC/ Aluminium foil blister unit dose packs of 14, 28, 84, 100
High-density polyethylene (HDPE) bottles of 14, 20, 50, 100; Hospital packs of 500, 1000

Not all pack sizes may be marketed.
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6.6 Special precautions for disposal

No special requirements.
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Efexor XL 150 mg hard prolonged-release capsules
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each prolonged-release capsule contains 169.7 mg of venlafaxine hydrochloride, equivalent to 150 mg of

venlafaxine free base.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard prolonged-release capsule.

Opaque dark orange capsules printed in white with ‘W’ and ‘150°, hard gelatin capsule, size 0.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of major depressive episodes.

For prevention of recurrence of major depressive episodes.
Treatment of generalised anxiety disorder.

Treatment of social anxiety disorder.

Treatment of panic disorder, with or without agoraphobia.
4.2 Posology and method of administration

Major depressive episodes

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients not
responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose of

375 mg/day. Dosage increases can be made at intervals of 2 weeks or more. If clinically warranted due to
symptom severity, dose increases can be made at more frequent intervals, but not less than 4 days.
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Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly on a case-by-case basis. Longer-term treatment may also be appropriate for
prevention of recurrence of major depressive episodes (MDE). In most of the cases, the recommended
dose in prevention of recurrence of MDE is the same as the one used during the current episode.

Antidepressive medicinal products should continue for at least six months following remission.

Generalised anxiety disorder

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients not
responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose of
225 mg/day. Dosage increases can be made at intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Social anxiety disorder

The recommended dose for prolonged-release venlafaxine is 75 mg given once daily. There is no
evidence that higher doses confer any additional benefit.

However, in individual patients not responding to the initial 75 mg/day, increases up to a maximum dose
of 225 mg/day may be considered. Dosage increases can be made at intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Panic disorder

It is recommended that a dose of 37.5 mg/day of prolonged-release venlafaxine be used for 7 days.
Dosage should then be increased to 75 mg/day. Patients not responding to the 75 mg/day dose may
benefit from dose increases up to a maximum dose of 225 mg/day. Dosage increases can be made at

intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Use in elderly patients
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No specific dose adjustments of venlafaxine are considered necessary based on patient age alone.
However, caution should be exercised in treating the elderly (e.g., due to the possibility of renal
impairment, the potential for changes in neurotransmitter sensitivity and affinity occurring with aging).
The lowest effective dose should always be used, and patients should be carefully monitored when an
increase in the dose is required.

Use in children and adolescents under the age of 18 years

Venlafaxine is not recommended for use in children and adolescents.

Controlled clinical studies in children and adolescents with major depressive disorder failed to
demonstrate efficacy and do not support the use of venlafaxine in these patients (see sections 4.4 and 4.8).

The efficacy and safety of venlafaxine for other indications in children and adolescents under the age of
18 have not been established.

Use in patients with hepatic impairment

In patients with mild and moderate hepatic impairment, in general a 50% dose reduction should be
considered. However, due to inter-individual variability in clearance, individualisation of dosage may be
desirable.

There are limited data in patients with severe hepatic impairment. Caution is advised, and a dose
reduction by more than 50% should be considered. The potential benefit should be weighed against the

risk in the treatment of patients with severe hepatic impairment.

Use in patients with renal impairment

Although no change in dosage is necessary for patients with glomerular filtration rate (GFR) between
30-70 ml/minute, caution is advised. For patients that require haemodialysis and in patients with severe
renal impairment (GFR < 30 ml/min), the dose should be reduced by 50%. Because of inter-individual
variability in clearance in these patients, individualisation of dosage may be desirable.

Withdrawal symptoms seen on discontinuation of venlafaxine

Abrupt discontinuation should be avoided. When stopping treatment with venlafaxine, 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.

For oral use.

It is recommended that venlafaxine prolonged-release capsules be taken with food, at approximately the
same time each day. Capsules must be swallowed whole with fluid and not divided, crushed, chewed, or
dissolved.

Patients treated with venlafaxine immediate-release tablets may be switched to venlafaxine
prolonged-release capsules at the nearest equivalent daily dosage. For example, venlafaxine
immediate-release tablets 37.5 mg twice daily may be switched to venlafaxine prolonged-release capsules
75 mg once daily. Individual dosage adjustments may be necessary.
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Venlafaxine prolonged-release capsules contain spheroids, which release the active substance slowly into
the digestive tract. The insoluble portion of these spheroids is eliminated and may be seen in faeces.

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

Concomitant treatment with irreversible monoamine oxidase inhibitors (MAOIs) is contraindicated due to
the risk of serotonin syndrome with symptoms such as agitation, tremor and hyperthermia. Venlafaxine
must not be initiated for at least 14 days after discontinuation of treatment with an irreversible MAOIL.

Venlafaxine must be discontinued for at least 7 days before starting treatment with an irreversible MAOI
(see sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

Suicide/suicidal thoughts or clinical worsening

Depression is associated with an increased risk of suicidal thoughts, self-harm and suicide (suicide-related
events). This risk persists until significant remission occurs. As improvement may not occur during the
first few weeks or more of treatment, patients should be closely monitored until such improvement
occurs. It is general clinical experience that the risk of suicide may increase in the early stages of
recovery.

Other psychiatric conditions for which venlafaxine 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
ideation prior to commencement of treatment, are known to be at greater risk of suicidal thoughts or
suicide attempts, and should receive careful monitoring during treatment. A meta-analysis of
placebo-controlled clinical trials of antidepressant drugs in adult patients with psychiatric disorders
showed an increased risk of suicidal behaviour with antidepressants compared to placebo in patients less
than 25 years old.

Close supervision of patients, and in particular those at high risk, should accompany drug therapy,
especially in early treatment and following dose changes. Patients (and caregivers of patients) should be
alerted about the need to monitor for any clinical worsening, suicidal behaviour or thoughts and unusual
changes in behaviour, and to seek medical advice immediately if these symptoms present.

Use in children and adolescents under 18 years of age

Efexor XL should not be used in the treatment of children and adolescents under the age of 18 years.
Suicide-related behaviours (suicide attempt and suicidal thoughts) and hostility (predominantly
aggression, oppositional behaviour and anger) were more frequently observed in clinical trials among
children and adolescents treated with antidepressants compared to those treated with placebo. If, based on
clinical need, a decision to treat is nevertheless taken, the patient should be carefully monitored for the
appearance of suicidal symptoms. In addition, long-term safety data in children and adolescents
concerning growth, maturation and cognitive and behavioural development are lacking.
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Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition may occur
with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine, St.John’s
Wort [Hypericum perforatum], fentanyl and its analogues, tramadol, dextromethorphan, tapentadol,
pethidine, methadone and pentazocine), with medicinal agents that impair metabolism of serotonin such
as MAOIs e.g. methylene blue, with serotonin precursors (such as tryptophan supplements) or with
antipsychotics or other dopamine antagonists (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).
Serotonin syndrome in its most severe form, can resemble NMS, which includes hyperthermia, muscle
rigidity, autonomic instability with possible rapid fluctuation of vital signs and mental status changes.

If concomitant treatment with venlafaxine and other 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.

The concomitant use of venlafaxine with serotonin precursors (such as tryptophan supplements) is not
recommended.

Narrow-angle glaucoma

Mydriasis may occur in association with venlafaxine. It is recommended that patients with raised
intraocular pressure or patients at risk for acute narrow-angle glaucoma (angle-closure glaucoma) be
closely monitored.

Blood pressure

Dose-related increases in blood pressure have been commonly reported with venlafaxine. In some cases,
severely elevated blood pressure requiring immediate treatment has been reported in postmarketing
experience. All patients should be carefully screened for high blood pressure and pre-existing
hypertension should be controlled before initation of treatment. Blood pressure should be reviewed
periodically, after initiation of treatment and after dose increases. Caution should be exercised in patients
whose underlying conditions might be compromised by increases in blood pressure, e.g., those with
impaired cardiac function.

Heart rate

Increases in heart rate can occur, particularly with higher doses. Caution should be exercised in patients
whose underlying conditions might be compromised by increases in heart rate.

Cardiac disease and risk of arrhythmia

Venlafaxine has not been evaluated in patients with a recent history of myocardial infarction or unstable
heart disease. Therefore, it should be used with caution in these patients.
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In postmarketing experience, cases of QTc prolongation, Torsade de Pointes (TdP), ventricular
tachycardia, and fatal cardiac arrhythmias have been reported with the use of venlafaxine, especially in
overdose or in patients with other risk factors for QTc prolongation/TdP. The balance of risks and
benefits should be considered before prescribing venlafaxine to patients at high risk of serious cardiac
arrhythmia or QTc prolongation.

Convulsions
Convulsions may occur with venlafaxine therapy. As with all antidepressants, venlafaxine should be

introduced with caution in patients with a history of convulsions, and concerned patients should be
closely monitored. Treatment should be discontinued in any patient who develops seizures.

Hyponatraemia

Cases of hyponatraemia and/or the Syndrome of Inappropriate Antidiuretic Hormone (SIADH) secretion
may occur with venlafaxine. This has most frequently been reported in volume-depleted or dehydrated
patients. Elderly patients, patients taking diuretics, and patients who are otherwise volume-depleted may
be at greater risk for this event.

Abnormal bleeding

Medicinal products that inhibit serotonin uptake may lead to reduced platelet function. Bleeding events
related to SSRI and SNRI use have ranged from ecchymoses, hematomas, epistaxis, and petechiae to
gastrointestinal and life-threatening haemorrhages. The risk of haemorrhage may be increased in patients
taking venlafaxine. As with other serotonin-reuptake inhibitors, venlafaxine should be used cautiously in
patients predisposed to bleeding, including patients on anticoagulants and platelet inhibitors.

Serum cholesterol

Clinically relevant increases in serum cholesterol were recorded in 5.3% of venlafaxine-treated patients
and 0.0% of placebo-treated patients treated for at least 3 months in placebo-controlled clinical trials.
Measurement of serum cholesterol levels should be considered during long-term treatment.

Co-administration with weight loss agents
The safety and efficacy of venlafaxine therapy in combination with weight loss agents, including
phentermine, have not been established. Co-administration of venlafaxine and weight loss agents is not

recommended. Venlafaxine is not indicated for weight loss alone or in combination with other products.

Mania/hypomania

Mania/hypomania may occur in a small proportion of patients with mood disorders who have received
antidepressants, including venlafaxine. As with other antidepressants, venlafaxine should be used
cautiously in patients with a history or family history of bipolar disorder.

Aggression

Aggression may occur in a small number of patients who have received antidepressants, including
venlafaxine. This has been reported under initiation, dose changes and discontinuation of treatment.
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As with other antidepressants, venlafaxine should be used cautiously in patients with a history of
aggression.

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 treatment discontinuation (tapering and
post-tapering) occurred in approximately 31% of patients treated with venlafaxine and 17% of patients
taking placebo.

The risk of withdrawal symptoms may be dependent on several factors, including the duration and dose of
therapy and the rate of dose reduction. Dizziness, sensory disturbances (including paraesthesia), sleep
disturbances (including insomnia and intense dreams), agitation or anxiety, nausea and/or vomiting,
tremor and headache are the most commonly reported reactions. 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 venlafaxine should be gradually tapered when discontinuing treatment over a period of
several weeks or months, according to the patient’s needs (see section 4.2).

Akathisia/psychomotor restlessness

The use of venlafaxine 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.

Dry mouth

Dry mouth is reported in 10% of patients treated with venlafaxine. This may increase the risk of caries,
and patients should be advised upon the importance of dental hygiene.

Diabetes

In patients with diabetes, treatment with an SSRI or venlafaxine may alter glycaemic control. Insulin
and/or oral antidiabetic dosage may need to be adjusted.

Drug-Laboratory Test Interactions
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False-positive urine immunoassay screening tests for phencyclidine (PCP) and amphetamine have been
reported in patients taking venlafaxine. This is due to lack of specificity of the screening tests. False
positive test results may be expected for several days following discontinuation of venlafaxine therapy.
Confirmatory tests, such as gas chromatography/mass spectrometry, will distinguish venlafaxine from
PCP and amphetamine.

4.5 Interaction with other medicinal products and other forms of interaction

Monoamine Oxidase Inhibitors (MAOI)

Irreversible non-selective MAOIs

Venlafaxine must not be used in combination with irreversible non-selective MAOIs. Venlafaxine must
not be initiated for at least 14 days after discontinuation of treatment with an irreversible non-selective
MAOI. Venlafaxine must be discontinued for at least 7 days before starting treatment with an irreversible
non-selective MAOI (see sections 4.3 and 4.4).

Reversible, selective MAO-A inhibitor (moclobemide)

Due to the risk of serotonin syndrome, the combination of venlafaxine with a reversible and selective
MAOI, such as moclobemide, is not recommended. Following treatment with a reversible
MAO-inhibitor, a shorter withdrawal period than 14 days may be used before initiation of venlafaxine
treatment. It is recommended that venlafaxine should be discontinued for at least 7 days before starting
treatment with a reversible MAOI (see section 4.4).

Reversible, non-selective MAOI (linezolid)
The antibiotic linezolid is a weak reversible and non-selective MAOI and should not be given to patients
treated with venlafaxine (see section 4.4).

Severe adverse reactions have been reported in patients who have recently been discontinued from an
MAOI and started on venlafaxine, or have recently had venlafaxine therapy discontinued prior to
initiation of an MAOI. These reactions have included tremor, myoclonus, diaphoresis, nausea, vomiting,
flushing, dizziness, and hyperthermia with features resembling neuroleptic malignant syndrome, seizures,
and death.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may occur
with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine, St. John's
Wort [Hypericum perforatum], fentanyl and its analogues, tramadol, dextromethorphan, tapentadol,
pethidine, methadone and pentazocine), with medicinal agents that impair metabolism of serotonin (such
as MAOIs e.g. methylene blue), with serotonin precursors (such as tryptophan supplements) or with
antipsychotics or other dopamine antagonists (see sections 4.3 and 4.4).

If concomitant treatment with venlafaxine and an SSRI, an SNRI or a serotonin receptor agonist (triptan)
is clinically warranted, careful observation of the patient is advised, particularly during treatment
initiation and dose increases. The concomitant use of venlafaxine with serotonin precursors (such as
tryptophan supplements) is not recommended (see section 4.4).
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CNS-active substances

The risk of using venlafaxine in combination with other CNS-active substances has not been
systematically evaluated. Consequently, caution is advised when venlafaxine is taken in combination with
other CNS-active substances.

Ethanol

Venlafaxine has been shown not to increase the impairment of mental and motor skills caused by ethanol.

However, as with all CNS-active substances, patients should be advised to avoid alcohol consumption.

Drugs that Prolong the QT Interval

The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with concomitant use
of other medicinal products which prolong the QTc interval. Co-administration of such medicinal
products should be avoided (see section 4.4).

Relevant classes include:

class Ia and III antiarrhythmics (e.g. quinidine, amiodarone, sotalol, dofetilide)
some antipsychotics (e.g. thioridazine)

some macrolides (e.g. erythromycin)

some antihistamines

some quinolone antibiotics (e.g. moxifloxacin)

The above list is not exhaustive and other individual medicinal products known to significantly increase
QT interval should be avoided.

Effect of other medicinal products on venlafaxine

Ketoconazole (CYP3A4 inhibitor)

A pharmacokinetic study with ketoconazole in CYP2D6 extensive (EM) and poor metabolisers (PM)
resulted in higher AUC of venlafaxine (70% and 21% in CYP2D6 PM and EM subjects, respectively) and
O-desmethylvenlafaxine (33% and 23% in CYP2D6 PM and EM subjects, respectively) following
administration of ketoconazole. Concomitant use of CYP3A4 inhibitors (e.g., atazanavir, clarithromycin,
indinavir, itraconazole, voriconazole, posaconazole, ketoconazole, nelfinavir, ritonavir, saquinavir,
telithromycin) and venlafaxine may increase levels of venlafaxine and O-desmethylvenlafaxine.
Therefore, caution is advised if a patient’s therapy includes a CYP3A4 inhibitor and venlafaxine
concomitantly.

Effect of venlafaxine on other medicinal products

Lithium
Serotonin syndrome may occur with the concomitant use of venlafaxine and lithium (see Serotonin
syndrome).

Diazepam

Venlafaxine has no effects on the pharmacokinetics and pharmacodynamics of diazepam and its active
metabolite, desmethyldiazepam. Diazepam does not appear to affect the pharmacokinetics of either
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venlafaxine or O-desmethylvenlafaxine. It is unknown whether a pharmacokinetic and/or
pharmacodynamic interaction with other benzodiazepines exists.

Imipramine

Venlafaxine did not affect the pharmacokinetics of imipramine and 2-OH-imipramine. There was a
dose-dependent increase of 2-OH-desipramine AUC by 2.5 to 4.5-fold when venlafaxine 75 mg to
150 mg daily was administered. Imipramine did not affect the pharmacokinetics of venlafaxine and
O-desmethylvenlafaxine. The clinical significance of this interaction is unknown. Caution should be
exercised with co-administration of venlafaxine and imipramine.

Haloperidol

A pharmacokinetic study with haloperidol has shown a 42% decrease in total oral clearance, a 70%
increase in AUC, an 88% increase in C,,x, but no change in half-life for haloperidol. This should be taken
into account in patients treated with haloperidol and venlafaxine concomitantly. The clinical significance
of this interaction is unknown.

Risperidone

Venlafaxine increased the risperidone AUC by 50%, but did not significantly alter the pharmacokinetic
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). The clinical significance of this
interaction is unknown.

Metoprolol

Concomitant administration of venlafaxine and metoprolol to healthy volunteers in a pharmacokinetic
interaction study for both medicinal products resulted in an increase of plasma concentrations of
metoprolol by approximately 30-40% without altering the plasma concentrations of its active metabolite,
a-hydroxymetoprolol. The clinical relevance of this finding in hypertensive patients is unknown.
Metoprolol did not alter the pharmacokinetic profile of venlafaxine or its active metabolite,
O-desmethylvenlafaxine. Caution should be exercised with co-administration of venlafaxine and
metoprolol.

Indinavir

A pharmacokinetic study with indinavir has shown a 28% decrease in AUC and a 36% decrease in Cp,x
for indinavir. Indinavir did not affect the pharmacokinetics of venlafaxine and O-desmethylvenlafaxine.
The clinical significance of this interaction is unknown.

4.6 Pregnancy and lactation

Pregnancy

There are no adequate data from the use of venlafaxine in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown. Venlafaxine must only be administered to pregnant women if the expected benefits outweigh
any possible risk.

As with other serotonin reuptake inhibitors (SSRIs/SNRIs), discontinuation symptoms may occur in the
newborns if venlafaxine is used until or shortly before birth. Some newborns exposed to venlafaxine late

in the third trimester have developed complications requiring tube-feeding, respiratory support or
prolonged hospitalisation. Such complications can arise immediately upon delivery.
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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 an association of PPHN to SNRI treatment, this potential risk cannot be ruled out with
venlafaxine taking into account the related mechanism of action (inhibition of the re-uptake of serotonin).

The following symptoms may be observed in neonates if the mother has used an SSRI/SNRI late in
pregnancy: irritability, tremor, hypotonia, persistent crying, and difficulty in sucking or in sleeping. These
symptoms may be due to either serotonergic effects or exposure symptoms. In the majority of cases, these
complications are observed immediately or within 24 hours after partus.

Lactation

Venlafaxine and its active metabolite, O-desmethylvenlafaxine, are excreted in breast milk. There have
been post-marketing reports of breast-fed infants who experienced crying, irritability, and abnormal sleep
patterns. Symptoms consistent with venlafaxine drug discontinuation have also been reported after
stopping breast-feeding. A risk to the suckling child cannot be excluded. Therefore, a decision to
continue/discontinue breast-feeding or to continue/discontinue therapy with Efexor XL should be made,
taking into account the benefit of breast-feeding to the child and the benefit of Efexor XL therapy to the
woman.

4.7 Effects on ability to drive and use machines

Any psychoactive medicinal product may impair judgment, thinking, and motor skills. Therefore, any
patient receiving venlafaxine should be cautioned about their ability to drive or operate hazardous
machinery.

4.8 Undesirable effects

The most commonly (>1/10) reported adverse reactions in clinical studies were nausea, dry mouth,
headache and sweating (including night sweats).

Adverse reactions are listed below by system organ class and frequency.

Frequencies are defined as: 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), not known (cannot be estimated from the available data).

Body System Very Common Uncommon Rare Not Known
Common

Blood and Thrombocytopaenia,

lymphatic Blood disorder,

system including

disorders agranulocytosis,
aplastic anaemia,
neutropaenia,
pancytopaenia

Immune system Anaphylactic

disorders reaction
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Body System Very Common Uncommon Rare Not Known
Common
Endocrine Syndrome of
disorders Inappropriate
antidiuretic hormone
secretion (SIADH)
Metabolism and Decreased Hyponatraemia
nutrition appetite
disorders
Psychiatric Confusional | Hallucination, Mania Suicidal ideation and
disorders state, Derealization, suicidal behaviours*,
Depersonaliz | Agitation, Delirium,
ation, Orgasm abnormal Aggression**
Anorgasmia, | (female), Apathy,
Libido Hypomania,
decreased, Bruxism
Nervousness,
Insomnia,
Abnormal
dreams
Nervous system | Dizziness Somnolence, | Akathisia/ Convulsio | Neuroleptic
disorders Headache* | Tremor, Psychomotor n, Malignant Syndrome
ok Paraesthesia, | restlessness, (NMS), Serotonergic
Hypertonia Syncope, syndrome,
Myoclonus, Extrapyramidal
Coordination disorder, including
abnormal, dystonia and
Balance disorder, dyskinaesia, Tardive
Dysgeusia dyskinaesia,
Eye disorders Visual Angle-closure
impairment, glaucoma
including
vision
blurred,
Mydriasis,
Accommodat
ion disorder
Ear and Tinnitus Vertigo
labyrinth
disorders
Cardiac Palpitations | Tachycardia Ventricular
disorders fibrillation,
Ventricular
tachycardia
(including Torsade
de Pointes)
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Body System Very Common Uncommon Rare Not Known
Common
Vascular Hypertension | Orthostatic Hypotension,
disorders , hypotension Bleeding (mucous
Vasodilatatio membrane bleeding)
n (mostly
flush)
Respiratory , Yawning Dyspnoea Pulmonary
thoracic and eosinophilia
mediastinal
disorders
Gastrointestinal | Nausea, Vomiting, Gastrointestinal Pancreatitis
disorders Dry mouth | Diarrhoea, haemorrhage
Constipation
Hepatobiliary Hepeatitis, Liver
disorders function test
abnormal
Skin and Hyperhidro Angioedema, Erythema
subcutaneous sis Photosensitivity multiforme, Toxic
tissue disorders | (including reaction, epidermal necrolysis,
night Ecchymosis, Stevens-Johnson
sweats) Rash, Alopecia syndrome, Pruritus,
Urticaria
Musculoskeletal Rhabdomyolysis
and connective
tissue disorders
Renal and Dysuria Urinary retention | Urinary
urinary (mostly incontine
urinary nce
hesitation),
Pollakiuria
Reproductive Menstrual
system and breast disorders
disorders associated
with
increased
bleeding or
irregular
bleeding
(e.g.
menorrhagia,
metrorrhagia
), Ejaculation
disorder,
Erectile
dysfunction
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Body System Very Common Uncommon Rare Not Known
Common
General Asthenia, Anaphylaxis
disorders and Fatigue,
administration Chills
site conditions
Investigations Blood Weight increased,
cholesterol Weight decreased
increased
*In pooled clinical trials, the incidence of headache was 30.3% with venlafaxine versus 31.3% with

placebo.

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

*#*In pooled clinical trials, the incidence of headache with venlafaxine and placebo were similar.

Discontinuation of venlafaxine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraethesia), sleep disturbances (including insomnia and
intense dreams), agitation or anxiety, nausea and/or vomiting, tremor, vertigo, headache and flu syndrome
are the most commonly reported reactions. Generally, these events are mild to moderate and are
self-limiting; however, in some patients, they may be severe and/or prolonged. It is therefore advised that
when venlafaxine treatment is no longer required, gradual discontinuation by dose tapering should be
carried out (see sections 4.2 and 4.4).

Paediatric patients

In general, the adverse reaction profile of venlafaxine (in placebo-controlled clinical trials) in children
and adolescents (ages 6 to 17) was similar to that seen for adults. As with adults, decreased appetite,
weight loss, increased blood pressure, and increased serum cholesterol were observed (see section 4.4).

In paediatric clinical trials the adverse reaction suicidal ideation was observed. There were also increased
reports of hostility and, especially in major depressive disorder, self-harm.

Particularly, the following adverse reactions were observed in paediatric patients: abdominal pain,
agitation, dyspepsia, ecchymosis, epistaxis, and myalgia.

4.9 Overdose

In postmarketing experience, overdose with venlafaxine was reported predominantly in combination with
alcohol and/or other medicinal products. The most commonly reported events in overdose include
tachycardia, changes in level of consciousness (ranging from somnolence to coma), mydriasis,
convulsion, and vomiting. Other reported events include electrocardiographic changes (e.g., prolongation
of QT interval, bundle branch block, QRS prolongation), ventricular tachycardia, bradycardia,
hypotension, vertigo, and death.

Published retrospective studies report that venlafaxine overdosage may be associated with an increased
risk of fatal outcomes compared to that observed with SSRI antidepressant products, but lower than that
for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-treated patients have a
higher burden of suicide risk factors than SSRI patients. The extent to which the finding of an increased
risk of fatal outcomes can be attributed to the toxicity of venlafaxine in overdosage, as opposed to some
characteristics of venlafaxine-treated patients, is not clear. Prescriptions for venlafaxine should be written
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for the smallest quantity of the medicinal product consistent with good patient management in order to
reduce the risk of overdose.

Recommended treatment

General supportive and symptomatic measures are recommended; cardiac rhythm and vital signs must be
monitored. When there is a risk of aspiration, induction of emesis is not recommended. Gastric lavage
may be indicated if performed soon after ingestion or in symptomatic patients. Administration of
activated charcoal may also limit absorption of the active substance. Forced diuresis, dialysis,
hemoperfusion and exchange transfusion are unlikely to be of benefit. No specific antidotes for
venlafaxine are known.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antidepressants - ATC code: NO6A X16.

The mechanism of venlafaxine's antidepressant action in humans is believed to be associated with its
potentiation of neurotransmitter activity in the central nervous system. Preclinical studies have shown that
venlafaxine and its major metabolite, O-desmethylvenlafaxine (ODV), are inhibitors of serotonin and
noradrenaline reuptake. Venlafaxine also weakly inhibits dopamine uptake. Venlafaxine and its active
metabolite reduce B-adrenergic responsiveness after both acute (single dose) and chronic administration.
Venlafaxine and ODV are very similar with respect to their overall action on neurotransmitter reuptake
and receptor binding.

Venlafaxine has virtually no affinity for rat brain muscarinic, cholinergic, H;-histaminergic or
a;-adrenergic receptors in vitro. Pharmacological activity at these receptors may be related to various side
effects seen with other antidepressant medicinal products, such as anticholinergic, sedative and
cardiovascular side effects.

Venlafaxine does not possess monoamine oxidase (MAO) inhibitory activity.

In vitro studies revealed that venlafaxine has virtually no affinity for opiate or benzodiazepine sensitive
receptors.

Major depressive episodes

The efficacy of venlafaxine immediate-release as a treatment for major depressive episodes was
demonstrated in five randomised, double-blind, placebo-controlled, short-term trials ranging from 4 to

6 weeks duration, for doses up to 375 mg/day. The efficacy of venlafaxine prolonged-release as a
treatment for major depressive episodes was established in two placebo-controlled, short-term studies for
8 and 12 weeks duration, which included a dose range of 75 to 225 mg/day.

In one longer-term study, adult outpatients who had responded during an 8-week open trial on venlafaxine
prolonged-release (75, 150, or 225 mg) were randomised to continuation of their same venlafaxine

prolonged-release dose or to placebo, for up to 26 weeks of observation for relapse.

In a second longer-term study, the efficacy of venlafaxine in prevention of recurrent depressive episodes
for a 12-month period was established in a placebo-controlled double-blind clinical trial in adult
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outpatients with recurrent major depressive episodes who had responded to venlafaxine treatment (100
to 200 mg/day, on a b.i.d. schedule) on the last episode of depression.

Generalised anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for generalised anxiety disorder
(GAD) was established in two 8-week, placebo-controlled, fixed-dose studies (75 to 225 mg/day), one
6-month, placebo-controlled, fixed-dose study (75 to 225 mg/day), and one 6-month, placebo-controlled,
flexible-dose study (37.5, 75, and 150 mg/day) in adult outpatients.

While there was also evidence for superiority over placebo for the 37.5 mg/day dose, this dose was not as
consistently effective as the higher doses.

Social anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for social anxiety disorder was
established in four double-blind, parallel-group, 12-week, multi-center, placebo-controlled, flexible-dose
studies and one double-blind, parallel-group, 6-month, placebo-controlled, fixed/flexible-dose study in
adult outpatients. Patients received doses in a range of 75 to 225 mg/day. There was no evidence for any
greater effectiveness of the 150 to 225 mg/day group compared to the 75 mg/day group in the 6-month
study.

Panic disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for panic disorder was established
in two double-blind, 12-week, multi-center, placebo-controlled studies in adult outpatients with panic
disorder, with or without agoraphobia. The initial dose in panic disorder studies was 37.5 mg/day for

7 days. Patients then received fixed doses of 75 or 150 mg/day in one study and 75 or 225 mg/day in the
other study.

Efficacy was also established in one long-term double-blind, placebo-controlled, parallel-group study of
the long-term safety, efficacy, and prevention of relapse in adult outpatients who responded to open-label
treatment. Patients continued to receive the same dose of venlafaxine prolonged-release that they had
taken at the end of the open-label phase (75, 150, or 225 mg).

5.2 Pharmacokinetic properties

Venlafaxine is extensively metabolised, primarily to the active metabolite, O-desmethylvenlafaxine
(ODV). Mean + SD plasma half-lives of venlafaxine and ODV are 5+2 hours and 11£2 hours,
respectively. Steady-state concentrations of venlafaxine and ODV are attained within 3 days of oral
multiple-dose therapy. Venlafaxine and ODV exhibit linear kinetics over the dose range of 75 mg to
450 mg/day.

Absorption

At least 92% of venlafaxine is absorbed following single oral doses of immediate-release venlafaxine.
Absolute bioavailability is 40% to 45% due to presystemic metabolism. After immediate-release
venlafaxine administration, the peak plasma concentrations of venlafaxine and ODV occur in 2 and

3 hours, respectively. Following the administration of venlafaxine prolonged-release capsules, peak
plasma concentrations of venlafaxine and ODV are attained within 5.5 hours and 9 hours, respectively.
When equal daily doses of venlafaxine are administered as either an immediate-release tablet or
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prolonged-release capsule, the prolonged-release capsule provides a slower rate of absorption, but the
same extent of absorption compared with the immediate-release tablet. Food does not affect the
bioavailability of venlafaxine and ODV.

Distribution

Venlafaxine and ODV are minimally bound at therapeutic concentrations to human plasma proteins (27%
and 30%, respectively). The volume of distribution for venlafaxine at steady-state is 4.4+1.6 L/kg
following intravenous administration.

Metabolism

Venlafaxine undergoes extensive hepatic metabolism. /x vitro and in vivo studies indicate that
venlafaxine is biotransformed to its major active metabolite, ODV, by CYP2D6. In vitro and in vivo
studies indicate that venlafaxine is metabolised to a minor, less active metabolite,
N-desmethylvenlafaxine, by CYP3A4. In vitro and in vivo studies indicate that venlafaxine is a weak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2, CYP2C9, or CYP3A4.

Elimination

Venlafaxine and its metabolites are excreted primarily through the kidneys. Approximately 87% of a
venlafaxine dose is recovered in the urine within 48 hours as either unchanged venlafaxine (5%),
unconjugated ODV (29%), conjugated ODV (26%), or other minor inactive metabolites (27%).
Mean = SD plasma steady-state clearances of venlafaxine and ODV are 1.3+0.6 L/h/kg and

0.4+0.2 L/h/kg, respectively.

Special populations

Age and gender
Subject age and gender do not significantly affect the pharmacokinetics of venlafaxine and ODV.

CYP2D6 extensive/poor metabolisers

Plasma concentrations of venlafaxine are higher in CYP2D6 poor metabolisers than extensive
metabolisers. Because the total exposure (AUC) of venlafaxine and ODV is similar in poor and extensive
metabolisers, there is no need for different venlafaxine dosing regimens for these two groups.

Patients with hepatic impairment

In Child-Pugh A (mildly hepatically impaired) and Child-Pugh B (moderately hepatically impaired)
subjects, venlafaxine and ODV half-lives were prolonged compared to normal subjects. The oral
clearance of both venlafaxine and ODV was reduced. A large degree of intersubject variability was noted.
There are limited data in patients with severe hepatic impairment (see section 4.2).

Patients with renal impairment

In dialysis patients, venlafaxine elimination half-life was prolonged by about 180% and clearance reduced
by about 57% compared to normal subjects, while ODV elimination half-life was prolonged by about
142% and clearance reduced by about 56%. Dosage adjustment is necessary in patients with severe renal
impairment and in patients that require haemodialysis (see section 4.2).

5.3 Preclinical safety data
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Studies with venlafaxine in rats and mice revealed no evidence of carcinogenesis. Venlafaxine was not
mutagenic in a wide range of in vitro and in vivo tests.

Animal studies regarding reproductive toxicity have found in rats a decrease in pup weight, an increase in
stillborn pups, and an increase in pup deaths during the first 5 days of lactation. The cause of these deaths
is unknown. These effects occurred at 30 mg/kg/day, 4 times the human daily dose of 375 mg of
venlafaxine (on an mg/kg basis). The no-effect dose for these findings was 1.3 times the human dose. The
potential risk for humans is unknown.

Reduced fertility was observed in a study in which both male and female rats were exposed to ODV. This
exposure was approximately 1 to 2 times that of a human venlafaxine dose of 375 mg/day. The human
relevance of this finding is unknown.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents:
Microcrystalline cellulose
Ethylcellulose
Hypromellose

Talc

Capsule shell :

Gelatin

Red and yellow iron oxides (E172)
Titanium dioxide (E171)

Capsule printing ink :

Shellac

Propylene glycol

Sodium hydroxide

Povidone

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3 years

6.4 Special precautions for storage
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Do not store above 30°C.

6.5 Nature and contents of container

Efexor XL 150 mg:

Clear or opaque PVC/Aluminium foil blister packs of 7, 10, 14, 15, 20, 28, 30, 50, 56, 60, 98, 100;
Hospital packs of 500 (10x50), 1000 (10x100)

PVC/ Aluminium foil blister unit dose packs of 14, 28, 84, 100

High-density polyethylene (HDPE) bottles of 14, 20, 50, 100; Hospital packs of 500, 1000

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special requirements.
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Efexor XL 225 mg hard prolonged-release capsules
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each prolonged-release capsule contains 254.52 mg of venlafaxine hydrochloride, equivalent to 225 mg

of venlafaxine free base.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard prolonged-release capsule.

Light grey opaque cap and dark orange opaque body capsules printed in white with ‘W’ and ‘225’, hard
gelatin capsule, size 00el (25.3 mm x 8.53 mm).

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of major depressive episodes.

For prevention of recurrence of major depressive episodes.
Treatment of generalised anxiety disorder.

Treatment of social anxiety disorder.

Treatment of panic disorder, with or without agoraphobia.
4.2 Posology and method of administration

Posology

Major depressive episodes

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients not
responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose of

375 mg/day. Dosage increases can be made at intervals of 2 weeks or more. If clinically warranted due to
symptom severity, dose increases can be made at more frequent intervals, but not less than 4 days.
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Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly on a case-by-case basis. Longer-term treatment may also be appropriate for
prevention of recurrence of major depressive episodes (MDE). In most of the cases, the recommended
dose in prevention of recurrence of MDE is the same as the one used during the current episode.

Antidepressive medicinal products should continue for at least six months following remission.

Generalised anxiety disorder

The recommended starting dose for prolonged-release venlafaxine is 75 mg given once daily. Patients not
responding to the initial 75 mg/day dose may benefit from dose increases up to a maximum dose of
225 mg/day. Dosage increases can be made at intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Social anxiety disorder

The recommended dose for prolonged-release venlafaxine is 75 mg given once daily. There is no
evidence that higher doses confer any additional benefit.

However, in individual patients not responding to the initial 75 mg/day, increases up to a maximum dose
of 225 mg/day may be considered. Dosage increases can be made at intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.

Panic disorder

It is recommended that a dose of 37.5 mg/day of prolonged-release venlafaxine be used for 7 days.
Dosage should then be increased to 75 mg/day. Patients not responding to the 75 mg/day dose may
benefit from dose increases up to a maximum dose of 225 mg/day. Dosage increases can be made at

intervals of 2 weeks or more.

Because of the risk of dose-related adverse effects, dose increments should be made only after a clinical
evaluation (see section 4.4). The lowest effective dose should be maintained.

Patients should be treated for a sufficient period of time, usually several months or longer. Treatment
should be reassessed regularly, on a case-by-case basis.
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Elderly patients

No specific dose adjustments of venlafaxine are considered necessary based on patient age alone.
However, caution should be exercised in treating the elderly (e.g., due to the possibility of renal
impairment, the potential for changes in neurotransmitter sensitivity and affinity occurring with aging).
The lowest effective dose should always be used, and patients should be carefully monitored when an
increase in the dose is required.

Paediatric population

Venlafaxine is not recommended for use in children and adolescents.

Controlled clinical studies in children and adolescents with major depressive disorder failed to
demonstrate efficacy and do not support the use of venlafaxine in these patients (see sections 4.4 and 4.8).

The efficacy and safety of venlafaxine for other indications in children and adolescents under the age of
18 have not been established.

Patients with hepatic impairment

In patients with mild and moderate hepatic impairment, in general a 50% dose reduction should be
considered. However, due to inter-individual variability in clearance, individualisation of dosage may be
desirable.

There are limited data in patients with severe hepatic impairment. Caution is advised, and a dose
reduction by more than 50% should be considered. The potential benefit should be weighed against the

risk in the treatment of patients with severe hepatic impairment.

Patients with renal impairment

Although no change in dosage is necessary for patients with glomerular filtration rate (GFR) between
30-70 ml/minute, caution is advised. For patients that require haemodialysis and in patients with severe
renal impairment (GFR < 30 ml/min), the dose should be reduced by 50%. Because of inter-individual
variability in clearance in these patients, individualisation of dosage may be desirable.

Withdrawal symptoms seen on discontinuation of venlafaxine

Abrupt discontinuation should be avoided. When stopping treatment with venlafaxine, 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.
It is recommended that venlafaxine prolonged-release capsules be taken with food, at approximately the

same time each day. Capsules must be swallowed whole with fluid and not divided, crushed, chewed, or
dissolved.
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Patients treated with venlafaxine immediate-release tablets may be switched to venlafaxine
prolonged-release capsules at the nearest equivalent daily dosage. For example, venlafaxine
immediate-release tablets 37.5 mg twice daily may be switched to venlafaxine prolonged-release capsules
75 mg once daily. Individual dosage adjustments may be necessary.

Venlafaxine prolonged-release capsules contain spheroids, which release the active substance slowly into
the digestive tract. The insoluble portion of these spheroids is eliminated and may be seen in faeces.

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

Concomitant treatment with irreversible monoamine oxidase inhibitors (MAOIs) is contraindicated due to
the risk of serotonin syndrome with symptoms such as agitation, tremor and hyperthermia. Venlafaxine
must not be initiated for at least 14 days after discontinuation of treatment with an irreversible MAOL.

Venlafaxine must be discontinued for at least 7 days before starting treatment with an irreversible MAOI
(see sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

Suicide/suicidal thoughts or clinical worsening

Depression is associated with an increased risk of suicidal thoughts, self-harm and suicide (suicide-related
events). This risk persists until significant remission occurs. As improvement may not occur during the
first few weeks or more of treatment, patients should be closely monitored until such improvement
occurs. It is general clinical experience that the risk of suicide may increase in the early stages of
recovery.

Other psychiatric conditions for which venlafaxine 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
ideation prior to commencement of treatment, are known to be at greater risk of suicidal thoughts or
suicide attempts, and should receive careful monitoring during treatment. A meta-analysis of
placebo-controlled clinical trials of antidepressant drugs in adult patients with psychiatric disorders
showed an increased risk of suicidal behaviour with antidepressants compared to placebo in patients less
than 25 years old.

Close supervision of patients, and in particular those at high risk, should accompany drug therapy,
especially in early treatment and following dose changes. Patients (and caregivers of patients) should be
alerted about the need to monitor for any clinical worsening, suicidal behaviour or thoughts and unusual
changes in behaviour, and to seek medical advice immediately if these symptoms present.

Paediatric population

Efexor XL should not be used in the treatment of children and adolescents under the age of 18 years.
Suicide-related behaviours (suicide attempt and suicidal thoughts) and hostility (predominantly
aggression, oppositional behaviour and anger) were more frequently observed in clinical trials among
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children and adolescents treated with antidepressants compared to those treated with placebo. If, based on
clinical need, a decision to treat is nevertheless taken, the patient should be carefully monitored for the
appearance of suicidal symptoms. In addition, long-term safety data in children and adolescents
concerning growth, maturation and cognitive and behavioural development are lacking.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition may occur
with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine, St.John’s
Wort [Hypericum perforatum], fentanyl and its analogues, tramadol, dextromethorphan, tapentadol,
pethidine, methadone and pentazocine), with medicinal agents that impair metabolism of serotonin (such
as MAOIs e.g. methylene blue), with serotonin precursors (such as tryptophan supplements) or with
antipsychotics or other dopamine antagonists (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).
Serotonin syndrome in its most severe form, can resemble NMS, which includes hyperthermia, muscle
rigidity, autonomic instability with possible rapid fluctuation of vital signs and mental status changes.

If concomitant treatment with venlafaxine and other 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.

The concomitant use of venlafaxine with serotonin precursors (such as tryptophan supplements) is not
recommended.

Narrow-angle glaucoma

Mydriasis may occur in association with venlafaxine. It is recommended that patients with raised
intraocular pressure or patients at risk for acute narrow-angle glaucoma (angle-closure glaucoma) be
closely monitored.

Blood pressure

Dose-related increases in blood pressure have been commonly reported with venlafaxine. In some cases,
severely elevated blood pressure requiring immediate treatment has been reported in postmarketing
experience. All patients should be carefully screened for high blood pressure and pre-existing
hypertension should be controlled before initation of treatment. Blood pressure should be reviewed
periodically, after initiation of treatment and after dose increases. Caution should be exercised in patients
whose underlying conditions might be compromised by increases in blood pressure, e.g., those with
impaired cardiac function.

Heart rate

Increases in heart rate can occur, particularly with higher doses. Caution should be exercised in patients
whose underlying conditions might be compromised by increases in heart rate.

Cardiac disease and risk of arrhythmia
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Venlafaxine has not been evaluated in patients with a recent history of myocardial infarction or unstable
heart disease. Therefore, it should be used with caution in these patients.

In postmarketing experience, cases of QTc prolongation, Torsade de Pointes (TdP), ventricular
tachycardia, and fatal cardiac arrhythmias have been reported with the use of venlafaxine, especially in
overdose or in patients with other risk factors for QTc prolongation/TdP. The balance of risks and
benefits should be considered before prescribing venlafaxine to patients at high risk of serious cardiac
arrhythmia or QTc prolongation.

Convulsions
Convulsions may occur with venlafaxine therapy. As with all antidepressants, venlafaxine should be

introduced with caution in patients with a history of convulsions, and concerned patients should be
closely monitored. Treatment should be discontinued in any patient who develops seizures.

Hyponatraemia

Cases of hyponatraemia and/or the Syndrome of Inappropriate Antidiuretic Hormone (SIADH) secretion
may occur with venlafaxine. This has most frequently been reported in volume-depleted or dehydrated
patients. Elderly patients, patients taking diuretics, and patients who are otherwise volume-depleted may
be at greater risk for this event.

Abnormal bleeding

Medicinal products that inhibit serotonin uptake may lead to reduced platelet function. Bleeding events
related to SSRI and SNRI use have ranged from ecchymoses, hematomas, epistaxis, and petechiae to
gastrointestinal and life-threatening haemorrhages. The risk of haemorrhage may be increased in patients
taking venlafaxine. As with other serotonin-reuptake inhibitors, venlafaxine should be used cautiously in
patients predisposed to bleeding, including patients on anticoagulants and platelet inhibitors.

Serum cholesterol

Clinically relevant increases in serum cholesterol were recorded in 5.3% of venlafaxine-treated patients
and 0.0% of placebo-treated patients treated for at least 3 months in placebo-controlled clinical trials.
Measurement of serum cholesterol levels should be considered during long-term treatment.

Co-administration with weight loss agents

The safety and efficacy of venlafaxine therapy in combination with weight loss agents, including
phentermine, have not been established. Co-administration of venlafaxine and weight loss agents is not
recommended. Venlafaxine is not indicated for weight loss alone or in combination with other products.

Mania/hypomania

Mania/hypomania may occur in a small proportion of patients with mood disorders who have received
antidepressants, including venlafaxine. As with other antidepressants, venlafaxine should be used
cautiously in patients with a history or family history of bipolar disorder.

Aggression
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Aggression may occur in a small number of patients who have received antidepressants, including
venlafaxine. This has been reported under initiation, dose changes and discontinuation of treatment.

As with other antidepressants, venlafaxine should be used cautiously in patients with a history of
aggression.

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 treatment discontinuation (tapering and
post-tapering) occurred in approximately 31% of patients treated with venlafaxine and 17% of patients
taking placebo.

The risk of withdrawal symptoms may be dependent on several factors, including the duration and dose of
therapy and the rate of dose reduction. Dizziness, sensory disturbances (including paraesthesia), sleep
disturbances (including insomnia and intense dreams), agitation or anxiety, nausea and/or vomiting,
tremor and headache are the most commonly reported reactions. 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 venlafaxine should be gradually tapered when discontinuing treatment over a period of
several weeks or months, according to the patient’s needs (see section 4.2).

Akathisia/psychomotor restlessness

The use of venlafaxine 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.

Dry mouth

Dry mouth is reported in 10% of patients treated with venlafaxine. This may increase the risk of caries,
and patients should be advised upon the importance of dental hygiene.

Diabetes

In patients with diabetes, treatment with an SSRI or venlafaxine may alter glycaemic control. Insulin
and/or oral antidiabetic dosage may need to be adjusted.

Drug-Laboratory Test Interactions
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False-positive urine immunoassay screening tests for phencyclidine (PCP) and amphetamine have been
reported in patients taking venlafaxine. This is due to lack of specificity of the screening tests. False
positive test results may be expected for several days following discontinuation of venlafaxine therapy.
Confirmatory tests, such as gas chromatography/mass spectrometry, will distinguish venlafaxine from
PCP and amphetamine.

4.5 Interaction with other medicinal products and other forms of interaction

Monoamine Oxidase Inhibitors (MAOI)

Irreversible non-selective MAOIs

Venlafaxine must not be used in combination with irreversible non-selective MAOIs. Venlafaxine must
not be initiated for at least 14 days after discontinuation of treatment with an irreversible non-selective
MAOI. Venlafaxine must be discontinued for at least 7 days before starting treatment with an irreversible
non-selective MAOI (see sections 4.3 and 4.4).

Reversible, selective MAO-A inhibitor (moclobemide)

Due to the risk of serotonin syndrome, the combination of venlafaxine with a reversible and selective
MAOI, such as moclobemide, is not recommended. Following treatment with a reversible
MAO-inhibitor, a shorter withdrawal period than 14 days may be used before initiation of venlafaxine
treatment. It is recommended that venlafaxine should be discontinued for at least 7 days before starting
treatment with a reversible MAOI (see section 4.4).

Reversible, non-selective MAOI (linezolid)
The antibiotic linezolid is a weak reversible and non-selective MAOI and should not be given to patients
treated with venlafaxine (see section 4.4).

Severe adverse reactions have been reported in patients who have recently been discontinued from an
MAOI and started on venlafaxine, or have recently had venlafaxine therapy discontinued prior to
initiation of an MAOI. These reactions have included tremor, myoclonus, diaphoresis, nausea, vomiting,
flushing, dizziness, and hyperthermia with features resembling neuroleptic malignant syndrome, seizures,
and death.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may occur
with venlafaxine treatment, particularly with concomitant use of other agents that may affect the
serotonergic neurotransmitter system (including triptans, SSRIs, SNRIs, lithium, sibutramine, St. John's
Wort [Hypericum perforatum], fentanyl and its analogues, tramadol, dextromethorphan, tapentadol,
pethidine, methadone and pentazocine), with medicinal agents that impair metabolism of serotonin (such
as MAOIs e.g. methylene blue), with serotonin precursors (such as tryptophan supplements) or with
antipsychotics or other dopamine antagonists (see sections 4.3 and 4.4).

If concomitant treatment with venlafaxine and an SSRI, an SNRI or a serotonin receptor agonist (triptan)
is clinically warranted, careful observation of the patient is advised, particularly during treatment
initiation and dose increases. The concomitant use of venlafaxine with serotonin precursors (such as
tryptophan supplements) is not recommended (see section 4.4).
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CNS-active substances

The risk of using venlafaxine in combination with other CNS-active substances has not been
systematically evaluated. Consequently, caution is advised when venlafaxine is taken in combination with
other CNS-active substances.

Ethanol

Venlafaxine has been shown not to increase the impairment of mental and motor skills caused by ethanol.

However, as with all CNS-active substances, patients should be advised to avoid alcohol consumption.

Drugs that Prolong the QT Interval

The risk of QTc prolongation and/or ventricular arrhythmias (e.g., TdP) is increased with concomitant use
of other medicinal products which prolong the QTc interval. Co-administration of such medicinal
products should be avoided (see section 4.4).

Relevant classes include:
e class la and III antiarrhythmics (e.g. quinidine, amiodarone, sotalol, dofetilide)
some antipsychotics (e.g. thioridazine)
some macrolides (e.g. erythromycin)
some antihistamines
some quinolone antibiotics (e.g. moxifloxacin)

The above list is not exhaustive and other individual medicinal products known to significantly increase
QT interval should be avoided.

Effect of other medicinal products on venlafaxine

Ketoconazole (CYP3A4 inhibitor)

A pharmacokinetic study with ketoconazole in CYP2D6 extensive (EM) and poor metabolisers (PM)
resulted in higher AUC of venlafaxine (70% and 21% in CYP2D6 PM and EM subjects, respectively) and
O-desmethylvenlafaxine (33% and 23% in CYP2D6 PM and EM subjects, respectively) following
administration of ketoconazole. Concomitant use of CYP3A4 inhibitors (e.g., atazanavir, clarithromycin,
indinavir, itraconazole, voriconazole, posaconazole, ketoconazole, nelfinavir, ritonavir, saquinavir,
telithromycin) and venlafaxine may increase levels of venlafaxine and O-desmethylvenlafaxine.
Therefore, caution is advised if a patient’s therapy includes a CYP3A4 inhibitor and venlafaxine
concomitantly.

Effect of venlafaxine on other medicinal products

Lithium
Serotonin syndrome may occur with the concomitant use of venlafaxine and lithium (see Serotonin
syndrome).

Diazepam

Venlafaxine has no effects on the pharmacokinetics and pharmacodynamics of diazepam and its active
metabolite, desmethyldiazepam. Diazepam does not appear to affect the pharmacokinetics of either

Ref: EF 225mg 1 0 Page 9 of 20 2013-0003167



venlafaxine or O-desmethylvenlafaxine. It is unknown whether a pharmacokinetic and/or
pharmacodynamic interaction with other benzodiazepines exists.

Imipramine

Venlafaxine did not affect the pharmacokinetics of imipramine and 2-OH-imipramine. There was a
dose-dependent increase of 2-OH-desipramine AUC by 2.5 to 4.5-fold when venlafaxine 75 mg to
150 mg daily was administered. Imipramine did not affect the pharmacokinetics of venlafaxine and
O-desmethylvenlafaxine. The clinical significance of this interaction is unknown. Caution should be
exercised with co-administration of venlafaxine and imipramine.

Haloperidol

A pharmacokinetic study with haloperidol has shown a 42% decrease in total oral clearance, a 70%
increase in AUC, an 88% increase in C,,x, but no change in half-life for haloperidol. This should be taken
into account in patients treated with haloperidol and venlafaxine concomitantly. The clinical significance
of this interaction is unknown.

Risperidone

Venlafaxine increased the risperidone AUC by 50%, but did not significantly alter the pharmacokinetic
profile of the total active moiety (risperidone plus 9-hydroxyrisperidone). The clinical significance of this
interaction is unknown.

Metoprolol

Concomitant administration of venlafaxine and metoprolol to healthy volunteers in a pharmacokinetic
interaction study for both medicinal products resulted in an increase of plasma concentrations of
metoprolol by approximately 30-40% without altering the plasma concentrations of its active metabolite,
a-hydroxymetoprolol. The clinical relevance of this finding in hypertensive patients is unknown.
Metoprolol did not alter the pharmacokinetic profile of venlafaxine or its active metabolite,
O-desmethylvenlafaxine. Caution should be exercised with co-administration of venlafaxine and
metoprolol.

Indinavir

A pharmacokinetic study with indinavir has shown a 28% decrease in AUC and a 36% decrease in Cp,x
for indinavir. Indinavir did not affect the pharmacokinetics of venlafaxine and O-desmethylvenlafaxine.
The clinical significance of this interaction is unknown.

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of venlafaxine in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk for humans is
unknown. Venlafaxine must only be administered to pregnant women if the expected benefits outweigh
any possible risk.

As with other serotonin reuptake inhibitors (SSRIs/SNRIs), discontinuation symptoms may occur in the
newborns if venlafaxine is used until or shortly before birth. Some newborns exposed to venlafaxine late

in the third trimester have developed complications requiring tube-feeding, respiratory support or
prolonged hospitalisation. Such complications can arise immediately upon delivery.
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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 an association of PPHN to SNRI treatment, this potential risk cannot be ruled out with
venlafaxine taking into account the related mechanism of action (inhibition of the re-uptake of serotonin).

The following symptoms may be observed in neonates if the mother has used an SSRI/SNRI late in
pregnancy: irritability, tremor, hypotonia, persistent crying, and difficulty in sucking or in sleeping. These
symptoms may be due to either serotonergic effects or exposure symptoms. In the majority of cases, these
complications are observed immediately or within 24 hours after partus.

Breastfeeding

Venlafaxine and its active metabolite, O-desmethylvenlafaxine, are excreted in breast milk. There have
been post-marketing reports of breast-fed infants who experienced crying, irritability, and abnormal sleep
patterns. Symptoms consistent with venlafaxine drug discontinuation have also been reported after
stopping breast-feeding. A risk to the suckling child cannot be excluded. Therefore, a decision to
continue/discontinue breast-feeding or to continue/discontinue therapy with Efexor XL should be made,
taking into account the benefit of breast-feeding to the child and the benefit of Efexor XL therapy to the
woman.

Fertility

Reduced fertility was observed in a study in which both male and female rats were exposed to
O-desmethylvenlafaxine. The human relevance of this finding is unknown (see section 5.3).

4.7 Effects on ability to drive and use machines

Any psychoactive medicinal product may impair judgment, thinking, and motor skills. Therefore, any
patient receiving venlafaxine should be cautioned about their ability to drive or operate hazardous
machinery.

4.8 Undesirable effects

Summary of the safety profile

The most commonly (>1/10) reported adverse reactions in clinical studies were nausea, dry mouth,
headache and sweating (including night sweats).

Tabulated list of adverse reactions

Adverse reactions are listed below by system organ class and frequency.

Frequencies are defined as: 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), not known (cannot be estimated from the available data).
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Body System Very Common Uncommon Rare Not Known
Common
Blood and Thrombocytopaenia,
lymphatic Blood disorder,
system including
disorders agranulocytosis,
aplastic anaemia,
neutropaenia,
pancytopaenia
Immune system Anaphylactic
disorders reaction
Endocrine Syndrome of
disorders Inappropriate
antidiuretic hormone
secretion (SIADH)
Metabolism and Decreased Hyponatraemia
nutrition appetite
disorders
Psychiatric Confusional | Hallucination, Mania Suicidal ideation and
disorders state, Derealization, suicidal behaviours*,
Depersonaliz | Agitation, Delirium,
ation, Orgasm abnormal Aggression**
Anorgasmia, | (female), Apathy,
Libido Hypomania,
decreased, Bruxism
Nervousness,
Insomnia,
Abnormal
dreams
Nervous system | Dizziness, | Somnolence, | Akathisia/ Convulsio | Neuroleptic
disorders Headache* | Tremor, Psychomotor n, Malignant Syndrome
ok Paraesthesia, | restlessness, (NMS), Serotonergic
Hypertonia Syncope, syndrome,
Myoclonus, Extrapyramidal
Coordination disorder, including
abnormal, dystonia and
Balance disorder, dyskinaesia, Tardive
Dysgeusia dyskinaesia
Eye disorders Visual Angle-closure
impairment, glaucoma
including
vision
blurred,
Mydriasis,
Accommodat

1on disorder
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Body System Very Common Uncommon Rare Not Known
Common
Ear and Tinnitus Vertigo
labyrinth
disorders
Cardiac Palpitations | Tachycardia Ventricular
disorders fibrillation,
Ventricular
tachycardia
(including Torsade
de Pointes)
Vascular Hypertension | Orthostatic Hypotension,
disorders , hypotension Bleeding (mucous
Vasodilatatio membrane bleeding)
n (mostly
flush)
Respiratory, Yawning Dyspnoea Pulmonary
thoracic and eosinophilia
mediastinal
disorders
Gastrointestinal | Nausea, Vomiting, Gastrointestinal Pancreatitis
disorders Dry mouth | Diarrhoea, haemorrhage
Constipation
Hepatobiliary Hepeatitis, Liver
disorders function test
abnormal
Skin and Hyperhidro Angioedema, Erythema
subcutaneous sis Photosensitivity multiforme, Toxic
tissue disorders | (including reaction, epidermal necrolysis,
night Ecchymosis, Stevens-Johnson
sweats) Rash, Alopecia syndrome, Pruritus,
Urticaria
Musculoskeletal Rhabdomyolysis
and connective
tissue disorders
Renal and Dysuria Urinary retention | Urinary
urinary (mostly incontine
disorders urinary nce
hesitation),
Pollakiuria
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Body System

Very
Common

Common

Uncommon

Rare

Not Known

Reproductive
system and breast
disorders

Menstrual
disorders
associated
with
increased
bleeding or
irregular
bleeding
(e.g.
menorrhagia,
metrorrhagia
), Ejaculation
disorder,
Erectile
dysfunction

General
disorders and
administration
site conditions

Asthenia,
Fatigue,
Chills

Investigations

Blood
cholesterol
increased

Weight increased,
Weight decreased

Electrocardiogram
QT prolonged,
Bleeding time
prolonged, Blood
prolactin increased

*Cases of suicidal ideation and suicidal behaviours have been reported during venlafaxine therapy or
carly after treatment discontinuation (see section 4.4).

**See section 4.4

*#*In pooled clinical trials, the incidence of headache with venlafaxine and placebo were similar.

Discontinuation of treatment

Discontinuation of venlafaxine (particularly when abrupt) commonly leads to withdrawal symptoms.
Dizziness, sensory disturbances (including paraethesia), sleep disturbances (including insomnia and

intense dreams), agitation or anxiety, nausea and/or vomiting, tremor, vertigo, headache and flu syndrome

are the most commonly reported reactions. Generally, these events are mild to moderate and are

self-limiting; however, in some patients, they may be severe and/or prolonged. It is therefore advised that

when venlafaxine treatment is no longer required, gradual discontinuation by dose tapering should be
carried out (see sections 4.2 and 4.4).

Paediatric population

In general, the adverse reaction profile of venlafaxine (in placebo-controlled clinical trials) in children
and adolescents (ages 6 to 17) was similar to that seen for adults. As with adults, decreased appetite,

weight loss, increased blood pressure, and increased serum cholesterol were observed (see section 4.4).

In paediatric clinical trials the adverse reaction suicidal ideation was observed. There were also increased
reports of hostility and, especially in major depressive disorder, self-harm.
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Particularly, the following adverse reactions were observed in paediatric patients: abdominal pain,
agitation, dyspepsia, ecchymosis, epistaxis, and myalgia.

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 Yellow Card Scheme at:
www.mhra.gov.uk/yellowcard.

4.9 Overdose

In postmarketing experience, overdose with venlafaxine was reported predominantly in combination with
alcohol and/or other medicinal products. The most commonly reported events in overdose include
tachycardia, changes in level of consciousness (ranging from somnolence to coma), mydriasis,
convulsion, and vomiting. Other reported events include electrocardiographic changes (e.g., prolongation
of QT interval, bundle branch block, QRS prolongation), ventricular tachycardia, bradycardia,
hypotension, vertigo, and death.

Published retrospective studies report that venlafaxine overdosage may be associated with an increased
risk of fatal outcomes compared to that observed with SSRI antidepressant products, but lower than that
for tricyclic antidepressants. Epidemiological studies have shown that venlafaxine-treated patients have a
higher burden of suicide risk factors than SSRI patients. The extent to which the finding of an increased
risk of fatal outcomes can be attributed to the toxicity of venlafaxine in overdosage, as opposed to some
characteristics of venlafaxine-treated patients, is not clear. Prescriptions for venlafaxine should be written
for the smallest quantity of the medicinal product consistent with good patient management in order to
reduce the risk of overdose.

Recommended treatment

General supportive and symptomatic measures are recommended; cardiac rhythm and vital signs must be
monitored. When there is a risk of aspiration, induction of emesis is not recommended. Gastric lavage
may be indicated if performed soon after ingestion or in symptomatic patients. Administration of
activated charcoal may also limit absorption of the active substance. Forced diuresis, dialysis,
hemoperfusion and exchange transfusion are unlikely to be of benefit. No specific antidotes for
venlafaxine are known.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antidepressants - ATC code: NO6A X16.

Mechanism of action

The mechanism of venlafaxine's antidepressant action in humans is believed to be associated with its
potentiation of neurotransmitter activity in the central nervous system. Preclinical studies have shown that
venlafaxine and its major metabolite, O-desmethylvenlafaxine (ODV), are inhibitors of serotonin and
noradrenaline reuptake. Venlafaxine also weakly inhibits dopamine uptake. Venlafaxine and its active
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metabolite reduce -adrenergic responsiveness after both acute (single dose) and chronic administration.
Venlafaxine and ODV are very similar with respect to their overall action on neurotransmitter reuptake
and receptor binding.

Venlafaxine has virtually no affinity for rat brain muscarinic, cholinergic, H;-histaminergic or
a;-adrenergic receptors in vitro. Pharmacological activity at these receptors may be related to various side
effects seen with other antidepressant medicinal products, such as anticholinergic, sedative and
cardiovascular side effects.

Venlafaxine does not possess monoamine oxidase (MAO) inhibitory activity.

In vitro studies revealed that venlafaxine has virtually no affinity for opiate or benzodiazepine sensitive
receptors.

Clinical efficacy and safety

Major depressive episodes

The efficacy of venlafaxine immediate-release as a treatment for major depressive episodes was
demonstrated in five randomised, double-blind, placebo-controlled, short-term trials ranging from 4 to

6 weeks duration, for doses up to 375 mg/day. The efficacy of venlafaxine prolonged-release as a
treatment for major depressive episodes was established in two placebo-controlled, short-term studies for
8 and 12 weeks duration, which included a dose range of 75 to 225 mg/day.

In one longer-term study, adult outpatients who had responded during an 8-week open trial on venlafaxine
prolonged-release (75, 150, or 225 mg) were randomised to continuation of their same venlafaxine
prolonged-release dose or to placebo, for up to 26 weeks of observation for relapse.

In a second longer-term study, the efficacy of venlafaxine in prevention of recurrent depressive episodes
for a 12-month period was established in a placebo-controlled double-blind clinical trial in adult
outpatients with recurrent major depressive episodes who had responded to venlafaxine treatment (100
to 200 mg/day, on a b.i.d. schedule) on the last episode of depression.

Generalised anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for generalised anxiety disorder
(GAD) was established in two 8-week, placebo-controlled, fixed-dose studies (75 to 225 mg/day), one
6-month, placebo-controlled, fixed-dose study (75 to 225 mg/day), and one 6-month, placebo-controlled,
flexible-dose study (37.5, 75, and 150 mg/day) in adult outpatients.

While there was also evidence for superiority over placebo for the 37.5 mg/day dose, this dose was not as
consistently effective as the higher doses.

Ref: EF 225mg 1 0 Page 16 of 20 2013-0003167



Social anxiety disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for social anxiety disorder was
established in four double-blind, parallel-group, 12-week, multi-center, placebo-controlled, flexible-dose
studies and one double-blind, parallel-group, 6-month, placebo-controlled, fixed/flexible-dose study in
adult outpatients. Patients received doses in a range of 75 to 225 mg/day. There was no evidence for any
greater effectiveness of the 150 to 225 mg/day group compared to the 75 mg/day group in the 6-month
study.

Panic disorder

The efficacy of venlafaxine prolonged-release capsules as a treatment for panic disorder was established
in two double-blind, 12-week, multi-center, placebo-controlled studies in adult outpatients with panic
disorder, with or without agoraphobia. The initial dose in panic disorder studies was 37.5 mg/day for

7 days. Patients then received fixed doses of 75 or 150 mg/day in one study and 75 or 225 mg/day in the
other study.

Efficacy was also established in one long-term double-blind, placebo-controlled, parallel-group study of
the long-term safety, efficacy, and prevention of relapse in adult outpatients who responded to open-label
treatment. Patients continued to receive the same dose of venlafaxine prolonged-release that they had
taken at the end of the open-label phase (75, 150, or 225 mg).

5.2 Pharmacokinetic properties

Venlafaxine is extensively metabolised, primarily to the active metabolite, O-desmethylvenlafaxine
(ODV). Mean + SD plasma half-lives of venlafaxine and ODV are 5+2 hours and 11£2 hours,
respectively. Steady-state concentrations of venlafaxine and ODV are attained within 3 days of oral
multiple-dose therapy. Venlafaxine and ODV exhibit linear kinetics over the dose range of 75 mg to
450 mg/day.

Absorption

At least 92% of venlafaxine is absorbed following single oral doses of immediate-release venlafaxine.
Absolute bioavailability is 40% to 45% due to presystemic metabolism. After immediate-release
venlafaxine administration, the peak plasma concentrations of venlafaxine and ODV occur in 2 and

3 hours, respectively. Following the administration of venlafaxine prolonged-release capsules, peak
plasma concentrations of venlafaxine and ODV are attained within 5.5 hours and 9 hours, respectively.
When equal daily doses of venlafaxine are administered as either an immediate-release tablet or
prolonged-release capsule, the prolonged-release capsule provides a slower rate of absorption, but the
same extent of absorption compared with the immediate-release tablet. Food does not affect the
bioavailability of venlafaxine and ODV.

Distribution
Venlafaxine and ODV are minimally bound at therapeutic concentrations to human plasma proteins (27%

and 30%, respectively). The volume of distribution for venlafaxine at steady-state is 4.4+1.6 L/kg
following intravenous administration.

Ref: EF 225mg 1 0 Page 17 of 20 2013-0003167



Biotransformation

Venlafaxine undergoes extensive hepatic metabolism. /x vitro and in vivo studies indicate that
venlafaxine is biotransformed to its major active metabolite, ODV, by CYP2D6. In vitro and in vivo
studies indicate that venlafaxine is metabolised to a minor, less active metabolite,
N-desmethylvenlafaxine, by CYP3A4. In vitro and in vivo studies indicate that venlafaxine is a weak
inhibitor of CYP2D6. Venlafaxine did not inhibit CYP1A2, CYP2C9, or CYP3A4.

Elimination

Venlafaxine and its metabolites are excreted primarily through the kidneys. Approximately 87% of a
venlafaxine dose is recovered in the urine within 48 hours as either unchanged venlafaxine (5%),
unconjugated ODV (29%), conjugated ODV (26%), or other minor inactive metabolites (27%).
Mean = SD plasma steady-state clearances of venlafaxine and ODV are 1.3+0.6 L/h/kg and

0.4+0.2 L/h/kg, respectively.

Special populations

Age and gender
Subject age and gender do not significantly affect the pharmacokinetics of venlafaxine and ODV.

CYP2D6 extensive/poor metabolisers

Plasma concentrations of venlafaxine are higher in CYP2D6 poor metabolisers than extensive
metabolisers. Because the total exposure (AUC) of venlafaxine and ODV is similar in poor and extensive
metabolisers, there is no need for different venlafaxine dosing regimens for these two groups.

Hepatic impairment

In Child-Pugh A (mildly hepatically impaired) and Child-Pugh B (moderately hepatically impaired)
subjects, venlafaxine and ODV half-lives were prolonged compared to normal subjects. The oral
clearance of both venlafaxine and ODV was reduced. A large degree of intersubject variability was noted.
There are limited data in patients with severe hepatic impairment (see section 4.2).

Renal impairment

In dialysis patients, venlafaxine elimination half-life was prolonged by about 180% and clearance reduced
by about 57% compared to normal subjects, while ODV elimination half-life was prolonged by about
142% and clearance reduced by about 56%. Dosage adjustment is necessary in patients with severe renal
impairment and in patients that require haemodialysis (see section 4.2).

5.3 Preclinical safety data

Studies with venlafaxine in rats and mice revealed no evidence of carcinogenesis. Venlafaxine was not
mutagenic in a wide range of in vitro and in vivo tests.

Animal studies regarding reproductive toxicity have found in rats a decrease in pup weight, an increase in
stillborn pups, and an increase in pup deaths during the first 5 days of lactation. The cause of these deaths
is unknown. These effects occurred at 30 mg/kg/day, 4 times the human daily dose of 375 mg of
venlafaxine (on an mg/kg basis). The no-effect dose for these findings was 1.3 times the human dose. The
potential risk for humans is unknown.
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Reduced fertility was observed in a study in which both male and female rats were exposed to ODV. This
exposure was approximately 1 to 2 times that of a human venlafaxine dose of 375 mg/day. The human
relevance of this finding is unknown.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents:
Microcrystalline cellulose
Ethylcellulose
Hypromellose

Talc

Capsule shell:

Gelatin

Black, red and yellow iron oxides (E172)
Titanium dioxide (E171)

Capsule printing ink:

Shellac

Propylene glycol

Sodium hydroxide

Povidone

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3 years

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

Efexor XL 225 mg:

Clear or opaque PVC/Aluminium foil blister packs of 7, 10, 14, 15, 20, 28, 30, 50, 56, 60, 98, 100;
Hospital packs of 500 (10x50), 1000 (10x100)

PVC/ Aluminium foil blister unit dose packs of 14, 28, 84, 100

Not all pack sizes may be marketed.
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6.6 Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

Pfizer Limited

Ramsgate Road

Sandwich

Kent

CT13 9NJ

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

PL 00057/1512

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
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FREHEIIOTRG, i, BE, &5 WVITEKEICEEL 5 A D TRER D 5, LT, N
777 F v ORGEZTTOLEBEICK L, HEFEOEIRCRIEZ M O B O #BAIERE ) IC B
LTHoEET L08R T52 L,

4.8. BIfER

BRIREABR IZ B W Tl b M (1710 ) CHvs S @I ERNTELD, nNRE,, Bm s LU
T Erzat) Thol,

BIVER %2 28 BRI K3 L OMEE IS LU FITRT,

BAEZ RO LB EFKT D, very common (10%LL L) , common (1%Lh E 10%A4) , uncommon

(0.1%LL E 1%A0) , rare (0.01%L4 L 0.1%K5) , notknown (FIJFHR[EEZ2T — & /> I3HEE
NATHE)
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N7 77X ER

e [EAS A SCEFIRR
Very
=N common Common Uncommon Rare Not known
IR/ ESPNON /NI E, (i
U R E P, (HEERIERIE,
BAERNEMAMm,
FRERIBAME, YLIMLER
JAE)
G R TFE7 4%y —
Bt
T U PLRR A LE AR
5y WAE AR
A PSRN BAKHE K7~ U v AME
fEE
T EEELIRHE, BEA | L%, BISEEGH | Bun EEFN - SSEQONE
HE, HEANTTA K, B, AL AT A P,
LE, VE R— | FXLHE (& e I
WOR, mhRdmE, | M), MEUE,
AHRSE, B 7e | B, FELY
o
PR R R FERED | IR, B, 8 | T U T R | s HEMEEREE, B b
Fu R, MBI | MEENARES, K =UEWERE, VA B
SF g 1t M, IA 7 m— =7, VAXXIT
XA, {hiREE) BIOERME T A
B, PR, XRUT G e
U IRAN K
AR T, S X PAZERE A kN B
ORI 2 5
Lot P
B L0 Hg EIL RGN
b
N1 s HJR CNEEHE), AR
kg (hAH—F K
KTV N EET)
18 [ I, mAEYE | ST )=, Hifn CRERR
R (EICIFTY) HH i)
2 SN T HW PR (R Ffi i B BREE 22 0E
PSPQONEi]
H RS L, O | TR H 15 H i AR
[l T, RS
JHEHAE R 4%, FRgrEms =
il
&R X O | Z2TE (B A RE, AR SIALBE, Tk
TR TEETe) WSO, BE S SEFERRIE, A
R, 3695, FU—T A
it i T a v UEERE,
O FEE, R
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N7 77X ER

e [EAS A SCEFIRR
Very
=N common Common Uncommon Rare Not known
i EkRI & RS AT b e
O Ak ik
Bk X OUREE PEIRIREE (Fi2 | JREA PRICEE
liRe= PEFREEEE) |, AR
7
EYT- S SHNO) Hi I & 72 1R
HAEE 7 tifn. (1 2
X, ARk,
AIE- B H i)
S H gk
= GREREE,
Pt R4
— - ELE IESIE, 57
ESSHEON ' i
INADEYN: I
TN R e = Y REHSMN, (K& DENQTIEE, H
71— /L HEN By MR, i~
0z 7 F EN

MEROEERBRO AT —ZIZBW T, BROFEHARIINR T 7 7 X2 B 560T 30.3%, 77 2REEHT
31.3%Th o7,
M~/777%//E5$iti&%*t%?émEﬁ@%%i@ﬁ%ﬁ%ﬂﬁ%éhfwé (44 THER)
#RAEET D R R O OF & WCBWT, BROBHRIIN T 7 7 X R 5HBLOT 7 2R & 54T
FEETH -7,

A/777%//@&5%¢¢#5&(%*W%@¢¢),%%ﬁ%m%%:&ﬁ%woﬁ%é
MTWDERKNTIE, FEtED FV, BREES GERREZ ) , MEREE (RIRERS X 0N
Fllezate) , Wl EZIIAZL, BOBLIO/ E03EE, RE, BEEEDEW, ROV
A V7 IVE U WIEBERE R E R H D, BE, TNLOFRRFIRENLHEETHY, HORTEW
ThoHHR, BEELBIO/ ETEEMMET 255055, LI2R-T, XU 7 7% oRE
AREL L 2p o 12 880E, Wi L VAT Thibd 25 28 @2HEBL 44 HBR) |

AN S

MNEBLIOEFRE (6~175%) | FHERC T 77X ORWER e 7 7 A4 v (7T BR% RS
akBRIC %mf)i%bf&kk@Uwato%A&H%L,ﬁ%ﬁﬁ%%iﬁ&,MEL%
BIOMEa L AT e — 8RR b5z d4HESHR) |

INRZ R L LT HRRFER T3 H RSB ORITER 3380 bivlz, ZDIFNICHESR, FHITKkH o
JRMEES TIXBEGR 2 <t Shiz,

/N CITRIER & U CRICAER, B, MERR, BRRHMm, SH M KO RRARD b

iz,

4.9. BEERE

ﬁﬁ%@ﬁ%ﬁ%ﬁ% N/ﬁ77%y/@n%&ﬁmzm7w:~w%;@/ikmm@ﬁﬁ
i & OO TS Sz, AR OB ERGICEE L CL <SS AEELITIL, Sk, Eik
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LAV D2l (R HEIES T) , i, o8, IR ERnH5, TOMOFERE LT, LFE
o2 (FlZ1E, QT MFRIER, MW~ w v, QRS DIER) , LEMEENR, WK, (Kim/E, =
HAPED E NI LOSEE A ST D,

NFEINTWDLL b AT T 4 TREBEORETIL, X T 77 X203 SSRIHT 9 23K L Lk
L, BERS L& EITBFERRIFOMGRM 2 I mREME N H 508, ZBRAHL ) DI L g L7~
e, TORRMENMENZ L2 R L TWD, EPIREBR T, X777 F 2 858 TliE SSRI
&5ﬁkw&bf EF: JX7%l#m#ot_&#réhtoA/777%//&5ﬁ@%r
SIS, BEEEICRBIT ARV T T RO LY, BEMERIRO U A7 N EDR
fmiébuowTiT%T%é WEREGDOY X7 28T 5720, BEZBIFICEHET 5K
BHEONR T 77 X% BT RETH D,

HELE S D ALE

— MR 72 R K OSRHERIENHERE SN D, DS S XN A U2 BIET D 2 L, ik
DY A7 N HGENE, EHITHERE IV, Bl ERk 5 OE% F72IERDS H 55512

FEhi+ s L, £, HEEROBGIXEERSOWINZIMZ Wb EEZ NS, BmEFR, %
M, MIEHETEE X O BEMII A2 TRV EB X OND, N T 7 7 XV AR RN iR

RHATH 5,

5. KEZREE
5.1. KBhEHA
HPRIER 3 - ZOMOPL ) SF, ATC 22— R : NO6A X16

tMIBIT AR T T 7R UDH D 3 E L TOMERBTEIL, THAARRICI T 5 sEY
BOIEEZ BT HERICESL B 265, FERARRICBNT, XUF 770220
EHERFMTHH 0DV it h=rBLO /AT RLFT U v OFRY IALEEETHY, 550
RARI VDAL EERCHLH D Z LIRS TS, N T 77X BILONODV (FHENR
FOREEREGONTIZBWTH B-7 RLTH Y VEEEZREIHSED, X T777F VB
ODV DHRARZEWE O FELY IAH I L O RRFE SR 2 2 7e 5L, fed CHELEIL T
W5,

RUT7 77X L, invitto IZBWTT v MEO LAY T BFva ) U/ R, B A

SUVHRBRELIIT R v ERICRT 8L IZ E A LRSS RN, T DORE
K& LIBRBERIL, thofi) o3 Th LN ) EMH, #EFEERL L OLmE RIEM 7
O IBEIWER EBHERH D LB LN TN D,

R T 77X 0T MAO FREEMEZ R X720,

In vitro ERIZINT, XU T T 7 XL UNIAEFA FZBERBI O Y OT7 B U A
RICK L CTHAMEZ 1Z & A LR SR o Tz,

RKIDHTEY—F

S5 OOMEEAL, “EEMR, 77 B REIRE W 4~6 B, &EHE 375 mg/H) I
BT, 41727 —IREDOKIDHTE Y — ROIFERKE L TOFIERREIN TS, A
T2 —=XL AT ELDOK)DHTE Y — ROIBGEIKE L TOFEIMEL, 2 DO TR kEE
IR (IR - 8~ 12 R, JAEGEE - 75~225 mg/A) ICBV ORI TNS
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1 S>HOREHRBR I, 8 EEOIFEMMIMIZA 7 = 7 % —XL I 7 &/ (75, 150 £721% 225 mg)
D225 TRHR D w%ntﬁkﬂ%$% WL, WAREDOA 7 =7 —XL A TR
377 B ROk G & BEAERISEN D AT, &R 26 BEIZDIE > THEDZ2WOMEIE LT,

2OHDOEWHBR T, HLD ) ORI Y — RORHEFHIR T 7 7 X005 (100~
200mg/H 1 H 2 [A]) TEHRPBEO LN KI DW= Y — %ﬁ%ﬂﬁ%ﬂt%k%%*%%ﬁ%
LTI EARKB O EERRRICBNT, 23 HMDO S OFTY — FOHEETHICBIT 5
RUTT 7 xR OFIERELINTND

A2

A RBRE G L Lz 2 >0 8 B D7 T R B [ &R (75~225mg/H) , 150D
6 » A O T 7 RxFiEEH &R (75~225mg/H) BLO1 20 6 » AMO T Z R A]
ERERR (375, 75BLI50mg/H) I2BWT, A 7 =7 P —XL B 7L Ok R L pEE
DIRFEH L L TORMENHIL STV D,

375 mg/ HOHEIZOWTH 7 T BRI T 2EBENEZ RT =07 U ARELNEN, ZOME
TEHEIFE-B LERBRBD bNRhoTz,

A

FRNANRBE 25t & Uiz 4 DO ZHER, WATHEM L, 12 8[#, ZHikdLF, 77 R,
AIEMERE, BEO 1 SO EHERKR, WATHRM, 6 » A, 77 vAR%H, EE/ A2 &R
ZC, A7 =7 P —=XL I S e NOHSARZEEDOIERE L L TCORIMEPHELISN TN D, 75~
225 mg/ H O A EHiPH TR G217, 6 » AR ORERTIX, 75 mg/AREL Hig L T 150~
225 mg/ HEED T BAIMEN BN L 2T =BT AITERD bR o 1z,

Ry JEE

IRGMIE DD 2 DT, N=v VEEEZATOIRNIREE 2R E L2 2O EHEMK,
12ﬁﬁ,%m&%ﬂ,77tfﬁ%ﬁ% kmf A7 27 H—XL BT ENLDNR=y 7 EED
BRI L L TOFEIMEREL SN TN D, N=y 7 EERBCOMBIMA&EIX37.5mg A (7 A#)
kbto%mﬁ,—ﬁ@ﬁ%fﬂ%itjmwmga 9 —HORERTIL 75 £721% 225 mg/A
OEEMRELZ BE IR L,

F7o, IFEMRBIMICHEN A DT RN REE x5 & Lo R OReM, Aot X O
FHEBRFT S 1 >ORM, “EEH, 77 BRI, WATEER RGBT H A e
MENTWD, GBI TR FE (75, 150 £7212225mg) OA 7 =7 %—XL 1 7+ )v
# B kSR 5 LTz,

5.2. EMEHER

R 77X ATREE =TT, BICEEREY TH D ODV IT@icsnsd, X777
XU BLNODV OIMFEE R CFY + R 1XE2Eh S+ 2 KB LN 11 2 I
MTdhoTz, N T7 77X BLOODV O fEhEE L, RIEROKSBE 3 AUNICE
FARRBICEET D, XU T 7 7 X B L UNODV 1E 75~450 mg/ H O H E#iJH TR O S Ehne
LT,
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P

A7 =27 Y —IREXHEROKEGTDHE, XUT T 70D N%LLENKRILE L5, #lELEE
NBROBIZ L VMRS, AT XA TV T 412 40%~45%TH D, A 7 = 7 h—IR DK 54,
R T 77X BLUODV (FEER 2 Kl KO 3 K] Chlgm A PR I BET 5, A
TV —XL I TN LIEE, XTI 77X BLXO0ODV IZENZEI 5.5 FEfilE &
O 9 B Tl MR E ISR ES D, /1 727 P —IREFZIEIA 7 =7V —XL H 7T
FU1HBEEZRGLEEE, A 72 —IREELLRTA 727 P —XL B 72 /LOWRIGEE X
L OBRTHDN, WNEIZFEETHD, BFIINUT 77X BLOODV DAL 4T A
SEUT (ITEE LR,

/\/#h

N

R T 77X rBLUODV I IXEERERIC T MEEAICODTNISHET 5 (FhEh
27%3 LTV 30%) . BRI 5% DEFIREBICBIT 2T 7 7 XV 0 ONMAEMIT 4.4+ 1.6 Lkg
Thb,

AV

R T 7 7% UEME A Z R0V, In vitro BERE KX OVin vivo IRERIZBWT, XU T T 5
0% CYP2D6 1 L » CTEEEMENABHM O ODV IR EN s Z LW RENTWD, £72, in
vitro FRBR I L OV in vivo IRERICEBWT, XU T 7 7 F 303 CYP3A4 (1T X - THEME O EIRHE
MTHDLNPATF AR T 77X AR SND 2 ENRINTVD, Invitro 3 RE L
in vivo BRBRICEBWNT, XU T 7 7 2 03590 CYP2D6 [HEHK TH D Z L AREN TS, R
77 7% 1% CYPIA2, CYP2C9 1 KN CYP3A4 ~DILEERII R S e o 7=,

LEIRILN

BRI R T 7 7 R B L OFORBE O ERPERE TH L, HE LR T T X
DHI 87%1% 48 B LANIZIR PN &b, EDOWNERIL, REEDOR T 7 7% (5%) ,
ODV (29%) , ODV O¥#IEIR (26%) , FOMMORTEMEEIHY 27%) THH, X T77 7%

TR IVNODV OEFRETOMEES VT T v A CEY) + fEMERZ) 132 E4 1.3 £0.6 L/hkg
BLU04+02LMkg TH D,

HFrpl] 70 B E A
FEpds S OMER
RUT 77X B L ON0DV OFEYENRE TR E 721N L K& EEEZZ T 720,

CYP2D6 EM (extensive metabolizer) .~'PM (poor metabolizer)

CYP2D6 @ PM T, EM IZHERTRU T 7 7 X2 U OMIEFREENE W, L LARNG, PM &
EMIZBWTHER T 77X 0 BLN0ODV OfREZE R (AUC) IZFRETHH-D, EM &
PM & CRRDZR T 7 7% v ORGEHB R ET HHLEILR,

NFHEREE 2 B
Child-Pugh 438 A (EFEATHEREREE) HE 3 O Child-Pugh 703H B (FPAEEATRERERSE) HE T
X, EREERE SR L TR T 7 7 R L ODV OFEE BN EE L, O U770 R
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METF L7, F7o, RERERBEESNED N7, EEOFEEREREICBIT DT —X IR
HILTWD 42 HEW) |

B e & A

BHTHRE T, BTSSR L TR T 7 7 2 U OERIEHINK 180%ER L, 7 VT
Z U ADBKI ST%IR T Lz, ODV IZOWT HiHIIINK 12%IER L, 7 U7 7 2 A0 56%
KT U7z, EE OB RefRE EH B X OGS B8 Tk, HEfEASNETHD 2H2R),

5.3. FFERIRZ 2t

Ty MBI RAADOR T 77X BEIZED, BARMEITERD bhoTz, /8
in vitro 3 X WV in vivo iR Tl, N2 77 7 F T TR DERFHEITFE O biveiroT,

T v b ER AW AR AR TIE, AR ORERD, FEEREEMN, BB ORIO 5 AR
TOHARFECHOEMARO Hivic, ZIHOFERITH LN/ > TR, 2SO TIE
t o1 BEREGEETHD 375 mg D 4 150 HE (mg/kg #55) (A4 9% 30 mg/kg/ H TH BT,
INLOFTROERER T o 1 BREED 13 THY, b h~DOEERY 27 1ZRHTH
%

MEEZ » FIZODV 25 Lz L &, ZMEETARD LN, ZDOL TDBREREIINT T 7
FUroxkt MI375mg/ B L& 2D ODV IRFEEOK 1~25Th-o7c, ZOFFROE b~
OHMEHIZAATH 5,

6. IR Reitk
6.1. BV X b

BT ALNEY)
fhimtro—=x
TF kL E—R
EaxAa—2A
A

VA% &

YIF

= TR gk L O A = T kek (E172)
ffbF% > (E171)

BTV NVEITFA T
' v

= bk (E172)

T UE=T K
VAFNRY vaFxt
oL a—i

6.2. BB AR
A Rcarn
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6.3. BXhEAR
34

6.4. TR OBEER
30°C #H 2 HDIRECTRF LN &,

6.5. A
A7 =7 Y —XL75mg B 7L

BHEZIIAREHPVC,/ T IE T 22 —s3y 27 7, 10, 14, 15, 20, 28, 30, 50, 56,
98, 100 HAZ ; JEEEH -S> 7 500 (10x50) Hf7, 1000 (10 x 100) HAf7

PVC/ 7NV {ET ) AZ—2=y h K—Z/ v 7 14, 28, 84, 100 Hfr
EEEEARY =F L (HDPE) 7R hL 14, 20, 50, 100 HAZ ; JEEEH23> 7 500, 1000 B
BTO/NNy 7P A ZBRFIEEIND EIHRS 720,

6.6. BEEROEE R
FER 7B 7 L,

7. IRFEAGBEIGE

Pfizer Limited
Ramsgate Road
Sandwich

Kent

CT13 9NJ
United Kingdom

8. IRFEARBES
PL 00057/1280

9. FIEIAFR B /AFBESTH
199748 H 5 H

10. %ETH
20154E 1 H

Ref: EF 8 0
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N7 77X ER

S E A SCE IR
B E
1. BG4
A 7 = 7 % —XL 150 mg LR B 7 & L
2. pR5r & RERR

BERINES TR/ T 7 7 %0 VR 169.7 mg (X2 T 7 7 3 VRS 150 mg (ZAR
Y) BEEND,

WA DU A MZHOWTI 6.1 THSHE,

3. HR
Ei i oA i

REWALRFBED 0 BT TF o H P W) BXO 1150] & A5 THIT,

4. BRIRIEH

4.1. ZheE - R
KHIDFTE Y — ROIHH

RIHOHEEY — ROBEFET
BRI L EE OIG IR

e REmE ORI

RSB ME D FF3E 2 [ 72 R = 7 FEE DR HF

4.2. A% - HE
RKIDHTEY— K

A7 =7 —XL (fpatE) 77V oPEHEEHEIX 75mg 1 B 1EITH 5, FIEHESEH & T
ERELNRVERICR L TIE, AHAE37Smg/HETHET S Z L THREMEFON AN
b5, BWEIIFEZ 2B ESH T TITH 2 &, JEROTEEIC X BERMICHLE2RGET, S
DIZBWHRCTHET L2 ZENAETH LN, 4 BRWEORE CIIEE LRV &,

HAEERGTEHREWERDO ) A7 RNH 57280, KRN Z i L= 0 EET L2 L (44ES
M), Fe, HIEEHEEMRT I L,

WE, B AU LD RSO > TG T 20N H 5, I\ T L ITTRR 2 E BRI HRE
flid2Z &, REBEGIIRD DY — FOFETHICOET 2580355, 1E& A EDEF
T, ROOMTE Y — FOFETHTOHEMNEL, THEOTE Y — FOIBRICHW &L
FETH 5,

PLOORITTEME S 6 v AU LR G Ak T 2 BLERH 5,
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AR 2L

A7 27 Y —XL I 7L OYEHERARIZ 75mg 1 B 1 ETH D, FIEHELEHE THENE D
N WBFITH LTI, AKHAE22Smg/HE THEET D Z L THRMEONIGARDH S, 1
IR Z 2 BRI EH T TITO 2 &,

MHEEGFRZRENER OV 27 B 5720, BRI Z i L2 a0 EET 52 L (44 HS
M) . £, RIBAPHEZMERTL 2L,

W, o AL LD+ 72 Bz > TERET DHEND D, ERZ & ICiEEZ YIS
45z &,

e LEE

A7 27 H—XL I 7w NLOYEHERARIZ 75mgl B 1ETH D, @mARIZEDEN/ET L0
ITET VARSI ILTNRN,

L2sL7e S, FIEHESE & CRIENE S 2V EBE I LT, SR 225 mg/H £ TOH
BEBRFT2ZENARETH D, HEIXMFEZ 2B EH T TITH 2 &,
REERGFHIZEWERO Y 27 8355120, R Z Eh L7250 &S 528 44HES
) o 72, RIERAIHEEHMR T2 L,

WE, By AU LD+ 7MiMz > TRETHIRENH 5, GEFZ & ICIER & E I HRE
sz &,

Ry JEE

A7 =P —=XL A7 EN3T5mgA% 7 AMRMT 5 Z RIS, 20K, 75mg/AET
WETHZ &, 75mg/H CHRPELNRWEZICK L TIE, ZARHE 25 mg/H E THET S
ZETHRPEONDEEND D, HEITMRE 2 B EHITTITH 2 &,

HAEERGTHREWER DOV A7 RNH57-80, KRN Z i L= 0 EET L2 L (44ES
M) . £, &HIEEDHEZH TS &,

WE, By AU EO+S728MC bl TERGTHIXLENRD S, ER T & IR 2 EMIC T
sz &,
FE ~ D5

FEROBERILE L TR T 77X OHAEZRETT 2 LEIIFHI RN EEBEZ LD D, Eilis
FITEEICERE T 2 & (BHEREREE O aTREMESC, IlRIC X 0 MR m W E O sz Mg fnik
DEALLTWDR[BEENH H720) . FICKIEAHEICTERS L, HESLERGAIX, EE
HBIETDHZ L,

/IR KON 18 AT D FE~D -

INEBIOHFEICRC T 77X 028515 2 L3RI n 20,
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KO ORHEEEEZ AT 5/ I OHFEL R E U iR T, AR 5T
RO ET, IO DOBEFEEFTOR T 77X O HZ T ARG TRV (44
HBLO48 HEBH) |

INEB XIS R DO HFE TOZEDMDBEIIEIZHT DT 7 7 X v OFIMER LWL 4
PEIIRES. STV 220,

FEAS RS B~ DB 5

BREEN D EEE DO THE MRS 2 A7 58 TIE, W%, 50%0EL T2 &, 72720, 7
V7 7 AMENER D D720, NS EEZHRGETT 22 ENEE LV,

HEDOITEERERE TOT—ZIIRONTWDAHEZH L T, 50%BOBELZ T 52 &,
HEOIFERERE B OIRIRIZB W TE, BERNRR T 1 v bz U A7 LR 2 L,

PR AR T R A ~ DR

SRERRIEIREE (GFR) 728 30~70 mL/%y D BREIZHOWTIE, FAEEFOMLI T/, EEICRE
T5HZ &, MEENT 2 BT 2 BB L OEEOBAERE (GFR 30 mL/2yAiiE) 287 5HBHFIC
ONTIE, HEZS0%BETHZ L, 72720, Z V7 7RI AERS L7290, HENHE
ERaT D2 ENEE LU,

N T T 7xR ORI KV ERD 6L EERUER

ZERBE AR LW &, RUT T X052 FIET AL, BENEISD U A 7 A
WEED7-012, 07 EH 1~ 2B ENT THRAICEET 5 Z & G4TEBLU48THSH),
PR E 7133 G RIS 2 ER SR BR L BE81E, TOHABICERT L L EET LI L,
ZOHLBETHEHEAIE, SHITHESHICEETDHZ L,

CRER S
A7 =Y —XL A7 2V, FHIZERBANCEFCODETRAT2 2 NI, X

TYMTEI ST, T2, AT, WL, kEE DI T EAAERITIUE
A SVAAN

A7z %—IR HIH) SEXMRHAFOEEIZ, KbV ARGEDOA 7 =7 —XL 1 7L
W2 TExD, HlzE, A 7=7Y—IREE3TSmgl H2BENEA 7=/ % —XL
TN T5mgl B IENCYIV B 25 Z LN TE 5, EMOHERENLERGEELH D,

A7 =B —XL B 7 'ME, BRRDEBERICEEE~IHET 57200 A 7 20 ReE46T
by ZOATZ = RORNERDNDHEH S, #EEFICAONDZENH D,

4.3. %5

AABNOAE NS F T2 IARF DERIEH DT N5 D wEUE

ok, RS X OEEAR EOSEREFED B a F=UJEERED Y AT NRHDHTD, XU T T 7

VU EIERWME ) T I AT U —E (MAO) BHEMRKE OIS TH D, FERHH MAO
PLEHOB Gk 14 BUNIIRUC T 7 7V 0O ZBIB LN L,
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R T 7 7%V ER
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FERWH) MAO [HESR O 52 BAAT 5881%, 7 BLLERTICRV T 7 7> v ofbGadib+ 5
ZE BATEBIW4SHSH) |

44. BRI EEBIOFERLELOER
HF% B FAE T 3R EA

IR TILARENE, BETABLOAR (AREEESR) 0V 27 838N+ %5, FHREMEN
RBOBIRWRD, ZOU X7 13FHET 5, HERBBREEM TIIdERRO NN 03 H
L1280, WENBOONLIECHFELERRSBIET L2 L, BIKREREZHRATLE, BEOY
A7V EEE OB TIN5 L E 26N 5,

R T T 7R UNTTENDZF OMOREHIFEOIRREICB N TH BAMEELO Y X7 )N
KETBHEEZOND, £72, ZTHODIFREITKR D ORMERESE L IHFET 25800 5, ok
EEGTDHBRFICRET I, KO ORMEREERFICRG T IR L FRRICERT DLERND D

HABIEFEROPAED & 2 BE F 213 R GFRMANCER 2 AREEIRD b5 8E1E, B
ERHBREXOY 27 BERTDENHOENTNDLW, BEFIIBEZEERBIETLZ
Eo MHIEE Z AT OMANBEZXR L LIl 9 2FO 7T v A MERRABRO A 27T U v X
IZRY, 25 AR DBEIZB T DHBATADY A 713509 SEFETT FERHELY BV LR
ShTWnd,

BT, BRSO B L OHEBEEZICAEE (BRHZU 27 0EWERE) 2 EEHRBIETD
Z&, BRRMESL, BEATA, BRESEEIIITEIORE RNV EBEL, Z0XH %k
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ODV DOHFRARZEWE DI Y iAH 6 L O REFE S ISR 2 2 7o 5L, D CHEEIL T
W5,

RUT 77X U0, invitro IZBWT Ty NIMO LAY UMET BT a ) UK, B AX

SUVHRBRELIIT R U v o ERICRT 8L IZ E A ERS R, T DR
K& LT2RBERIL, thoPi) S ThALNDI 2 ) UEH, #EFHERB L OLMmE RIEM 72
EOkEx RBIWER LBENH D EEZX BN TV D,

R T 77X 0T MAO FREEMEZ R K 7200,

Invitro RERIZBWT, R T 77X UNIFA A A REZEFARBLIOR Y OT7 VUSSR
RICRT U CTHMMEZ 1T & A ERE R o7z,

KIDFETEY—F

5ODEMEAIL, “HEMR, 77 BARRREHRER (E  4~6 B, HmHE 375 mgH) |
BT, 41727 —IREOKI DFTE Y — FOIFEHKE L TOFIERRINTWD, A
TP —XL B TENLDORK) DIFTE Y — FOIREELE L TOBEEIL, 2 2O 77 BARx iR
WRABR ONR - 8~ 12380, AR : 75~225mg/H) IKBW RS TN,
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R T 7 7%V ER
S E AN SCE TR

1 S>HOREHRBR I, 8 EEOIFEMMIMIZA 7 = 7 % —XL I 7 &/ (75, 150 £721% 225 mg)
D225 TRHR D w%ntﬁkﬂ%$% WL, WAREDOA 7 =7 —XL A TR
377 B ROk G & BEAERISEN D AT, &R 26 BEIZDIE > THEDZ2WOMEIE LT,

2OHDOEWHBR T, HLD ) ORI Y — RORHEFHIR T 7 7 X005 (100~
200mg/H 1 H 2 [A]) TEHHRDPBEO LN KI DW= Y — %ﬁ%ﬂﬁ%ﬂt%k%%*%%ﬁ%
LTI EARKB O EERRRICBNT, 2y AMDO Y O Y — FOHEETHICBIT S
RUT T 7 xR OFIERELINTND

AR L

A RBRE G L Lz 2 >0 8 B D7 T R B [ &R (75~225mg/H) , 150D
6 » A O T 7 RxFiEEH &R (75~225mg/H) BLO1 20 6 » AMO T Z R A]
EHERR (375 75BLCI50mg/H) I2BWT, A 7 =7 P —XL B 7Ok R 4
DIRFEH L L TORMENHIL STV D,

375 mg/ HOHEIZOWTH 7 T BRI T 2EBENEZ RT =07 U ARELNEN, ZOME
TEHEIFE-B LERBRBD bNRhoTz,

A

FRNANRBE 25t & Uiz 4 DO ZHER, WATHEM L, 12 8[#, ZHikdLF, 77 R,
AIEMERE, BEO 1 SO EHERKR, WATHRM, 6 » A, 77 vAR%H, EE/ A2 &R
ZC, A7 =7 P —=XL I S e NOHSARZEEDOIERE L L TCORIMEPHELISN TN D, 75~
225 mg/ H O A &EHPH TR 2T 7, 6 » AR ORERTIE, 75 mg/AREL Hig L T 150~
225 mg/ HEED T BAIMEN BN L 2T =BT AITERD bR o 1z,

Ry JEE

IRGMIE DD 2 DT, N=v VEEEZATOIRNIREE 2R E L2 2O EHEMK,
12ﬁﬁ,%m&%ﬂ,77tfﬁ%ﬁ% kmf A7 27 H—XL BT ENLDNR=y 7 EED
BRI L L TOFEIMEREL SN TN D, N=y 7 EERBCOMBIMA&EIX37.5mg A (7 A#)
kbto%mﬁ,—ﬁ@ﬁ%fﬂ%itjmwmga ) —HORERTIL 75 £721% 225 mg/A
OEEMRELZ BE IR L,

F7o, IFERBIMICHEN A DT RN REE x5 & LR oOReM, Aot X O3
FHEBRFT S 1 >ORM, “EEHR, 77 BRI, WATEER RGBT H A e
MENTWD, GBI TR LR (75, 150 £7212225mg) OA 7 =7 %—XL 71 7+
# B kSR 5 LTz,

5.2. EMEHER

R T7 7R RHEZTOT <, EIOEERE TH S ODV ICR# s D, XU T T 7
XU BLUNODV OIMBEE R0 () + R A2) 1XZ 2 5 + 2 IFF LUV 11 + 2 IKFfH
Tholz, XTI 77F L BLOODV OMmBEFREY, KERROEEGEKRE 3 B LUNICER
REBICRIEST D, X T 7 7 X2 B LON0ODV 1T 75~450 mg/ H O F E#iJH TRUE O Sk Eh e
~LTz,
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P

A7 =27 Y —IREXHEROKEGTDHE, XUT T 70D N%LLENKRILE L5, #lELEE
NBROBIZ L VMRS, AT XA TV T 412 40%~45%TH D, A 7 = 7 h—IR DK 54,
R T 77X BLUODV (FEER 2 Kl KO 3 K] Chlgm A PR I BET 5, A
Tz IV —XL TN EaEELIEE, XTI 77X BLXO0ODV IZENZEI 5.5 FEfilE &
O 9 B Tl MR E ISR ES D, /1 727 P —IREFZIEIA 7 =7V —XL H 7T
FU1HBEEZRGLEEE, A 72 —IREELLRTA 727 P —XL B 72 /LOWRIGEE X
L OBRTHDN, WNEIZFEETHD, BFIINUT 77X BLOODV DAL 4T A
SEUT (ITEE LR,

/\/#h

N

R T 77X rBLUODV I IXEERERIC T MEEAICODTNISHET 5 (FhEh
27%3 LTV 30%) . BRI 5% D EFIREBICBIT 2T 7 7 F L ONHAMIT 4.4+ 1.6 Likg
Thb,

AV

R T 7 7% UEME A Z R0V, In vitro BERE KX OVin vivo IRERIZBWT, XU T T 5
0% CYP2D6 1 L » CTEEEMENABHM O ODV IR EN s Z LW RENTWD, £72, in
vitro FRBR I L OV in vivo IRERICEBWT, XU T 7 7 F 303 CYP3A4 (1T X - THEME O EIRHE
MTHDLNPATF AR T 77X AR SND 2 ENRINTVD, Invitro 3 RE L
in vivo iBRICEBWN T, XU T 7 7 F 2 U590 CYP2D6 PHEK TH D Z EAVREN TN D, R
77 7% 1% CYPIA2, CYP2C9 5 LN CYP3A4 ~DILEERITI R S e o T,

LEIRILN

BRI R T 7 7 R B L OFORBE O ERPERE TH L, HE LR T T X
DHI 87%1% 48 B LANIZIR PN &b, EDOWNERIL, REEDOR T 7 7% (5%) ,
ODV (29%) , ODV O¥#IEIR (26%) , FOMMORTEMEEIHY 27%) THH, X T77 7%

TUBEUNODV OEFKRETOMEES VT T A CEY) + MR 132 E4 1.3 £0.6 L/hkg
BLU04+02LMkg TH D,

HFrpl] 70 B E A
FEpds S OMER
RUT 77X B L ON0DV OFEYENRE TR E 721N L K& EEEZZ T 720,

CYP2D6 EM (extensive metabolizer) .~'PM (poor metabolizer)

CYP2D6 @ PM T, EM IZHERTRU T 7 7 X2 U OMIEFREENE W, L LARNG, PM &
EMIZBWTHER T 77X 0 BLN0ODV OfREZE R (AUC) IZFRETHH-D, EM &
PM & CTRRDBZR T 7 7% v ORGEHB ZRET HHEITR,

NFHEREE 2 B
Child-Pugh 438 A (EFEATHEREREE) HE 3 O Child-Pugh 703H B (FPAEEATRERERSE) HE T
X, EREERE SR L TR T 7 7 R L ODV OFEE BN EE L, O U770 R
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METF L7, F7o, RERERBEESNED N7, EEOFEEREREICBIT DT —X IR
HILTWD 42 HEW) |

B e & A

BHTHRE T, BTSSR L TR T 7 7 2 U OERIEHINK 180%ER L, 7 VT
Z AN ST%IR T Lz, ODV IZOWT HiHIIINK 12%IER L, 7 U7 7 2 A0 56%
KT U7z, EE OB RefRE EH B X OGS B8 Tk, HEfEASNETHD 2H2R),

5.3. FFERIRZ 2t

Ty MBI RAADOR T 77X BEIZED, BARMEITERD bhoTz, /8
in vitro 3 X WV in vivo iR Tl, N2 77 7 F T TR DERFHEITFE O biveiroT,

T v b ER AW AR AR TIE, AR ORERD, FEEREEMN, BB ORIO 5 AR
TOHARFECHOEMARO Hivic, ZIHOFERITH LN/ > TR, 2SO TIE
t o1 BEREGEETHD 375 mg D 4 150 HE (mg/kg #55) (A4 9% 30 mg/kg/ H TH BT,
INLOFTROERER T o 1 BREED 13 THY, b h~DOEERY 27 1ZRHTH
%

MEEZ » FIZODV 25 Lz L &, ZMEETARD LN, ZDOL TDBREREIINT T 7
FUroxkt MI375mg/ B L& 2D ODV IRFEEOK 1~25Th-o7c, ZOFFROE b~
OHMEHIZAATH 5,

6. IR Reitk
6.1. BV X b

BT ALNEY)
fhimtro—=x
TF kL E—R
EaxAa—2A
A

VA% &

vIF

= T b8k O A = T kek (E172)
ffbF% > (E171)

BT RNENTFA T
I v
Javrr sy a—)
KT R U oL
e R
“g{bF v (E171)

6.2. BB AR
A hcarn
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6.3. BXhEAR
34

6.4. TR OBEER
30°C #H 2 HDIRECTRF LN &,

6.5. A3
A7 =7 % —XL150mg 1 &L

BHEIIAREHPVC,/ T IE T 22 —s3y 27 7, 10, 14, 15, 20, 28, 30, 50, 56,
98, 100 HAZ ; JEEEH -S> 7 500 (10x50) Hf7, 1000 (10 x 100) HAf7

PVC/ 7NV {ET ) AZ—2=y h K—Z/ v 7 14, 28, 84, 100 Hfr
EEEEARY =F L (HDPE) 7R hL 14, 20, 50, 100 HAZ ; JEEEH23> 7 500, 1000 B
BTO/NNy 7P A ZBRFIEEIND EIHRS 720,

6.6. BEEROEE R
FER 7B 7 L,

7. IRFEAGBEIGE

Pfizer Limited
Ramsgate Road
Sandwich

Kent

CT13 9NJ
United Kingdom

8. IRFEARBES
PL 00057/1281

9. FIEIAFR B /AFBESTH
199748 H 5 H

10. %ETH
20154E 1 H

Ref: EF 8 0
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N7 77X ER

S E A SCE IR
B E
1. BG4
A 7 = 7 P —XL 225 mg IR IR B 7L
2. pR5r & RERR

BRRFNE T TR/ T 7 7 % VIR 254.52 mg (N2 T T 7 U VbR 225 mg (24
Y) BEEND,

WA DU A MZHoOWTI 6.1 THSHHE,

3. HA
WRBERE B 7 L

RBHREIREOD X v v 7B LOFRBEADORT 1 D 00el 5H¥ZF o h 7/ (25.3 mmx
8.53mm) (2 W] BXO 225) L AFTHIT,

4. BRIRIEH
4.1. 388 - BHR
KIHDOHTE Y — KOG

RIOFHEEY — ROEFETY

EAER LR DIRHF

ARG EE DR

JESERYIE D PR 2 72 = 7 [EE D B
4.2. A% - A&

&

RO — |

A7 =7 P —=XL (R 72 OYEHEREHEIT 75mg 1 A 1EITH S, HIEHESE & T2
RPFFONLRWEFITH L TE, RAHEISmgHETHEET L Z L TORPELNDIHED
%, WEITMEZ 2 ML EHTTIT O 2 L, EROTEREIC LV BRI ERGEE, S
BIZEWHRTHEE T2 ZENMRETH 525, 4 ARMOMBTIIHEE LRV &,

MHEEGFRZENER OV 27 B 5720, BRI Z Fh L2 e OEET 52 L (44 HS
M) o £, mEAPHEZMERTLZ L,

WE, By AU LD RSO > TG T 20BN H 5, EG T L ITTRER 2 EHRIICHRE
flid 22 &, REBEGIIRI WY — FOFETHICOET 2580355, 1E& A EDEF
T, ROOHTE Y — FOFETHTOHEMNEL, THEOTE Y — ROIBRICHW T HEL
FETH 5,

PLOORITTEME S 6 v AU LR G Ak T 2 BLERH 5,
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AR 2L

A7 27 Y —XL I 7L OYEHERARIZ 75mg 1 B 1 ETH D, FIEHELEHE THENE D
N WEBFEITH LTI, AKHAE22Smg/HE THEET DL Z L THRNMEONIGAERH S, 1
IR Z 2 BRI EH T TITO 2 &,

MHEEGFRZEWER OV 27 B 5720, BRI Z i L2 a0 EET 52 L (44 HS
M) . £, RIBAPHEZMERTLZ L,

W, o AL LD+ Bz > TERET DHLEND D, ERZ &SRR Z YIS
45z &,

e LfEE

A7 27 H—XL I 7w NLOYEHERARIZ 75mgl B 1ETH D, @mARIZEDEN/ET L0
ITET VARSI ILTNRN,

L2sL7e S, FIEHESE & CRENE S 2V EBE T LT, SR E 225 mg/H £ TOH
BEBRFT2ZENARETH D, HEIXMFEZ 2B EH T TITH 2 &,
REERGFHIZEWERO Y 27 8355120, R Z Eh L7250 &S 528 44HES
) o 72, RIERAIHEEHMR T2 L,

WE, By AU LD+ 7MiMz > TRETHIRENH 5, GEFZ & ICIER & E I HRE
sz &,

Ry JEE

A7 =P —=XL A7 EN3T5mgA% 7 AMRMT 5 Z RIS, 20K, 75mg/AET
WETHZ &, 75mg/H CHRPELNRWEZICK L TIE, ZARHE 25 mg/H E THET S
ZETHRME LN DG AN D, HEITRMRE 2 B EHITTITH 2 &y

HAEERGTHREWER DOV A7 RNH57-80, KRN Z i L= 0 EET L2 L (44ES
M) . £, &HIEEDHEZH TS &,

WE, By AU EO+S728MC bl TERGTHIXLENRD S, ER T & IR 2 EMIC T
sz &,

A

FEROBERILE L TR T 77X OHAEZRETT 2 LEIIFHI RN EEBEZ LD D, Eilis
FIITEEICER G T2 2 & (BHEREREE O aTREMESC, IlsIC X 0 MR Mm W e O sz Mg fnik
DELL TS AR B D 720) o WICKIERADHEICTERE L, ESVERGEIE, HE
HBIETDHZ L,

INEBIOHFEICRC T 77X 028515 2 L3RI n 20,
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KO OWMEREEZ AT 2/NER L OEEE R E U kiR aRE i, AEEERo b n
R ET, INHLOBEEMATONR T 7 7 XL O HE LT AR RIS LTV ARV (44
HEB LU 48 HEM) |

INEB XIS R DO HFETOZEDMDBEIIEIZHT DT 7 7 X v OFIMER XL 4
PEIIRES. STV 220,

HTHERE R AR

BRI O PR B DTS BEE E A 55 5 BE TlE, @, 50%DBELHmards2 L, =77L, 7
V7 I RIEANENS D720, EAINCHEZRFT 2 EDRLEE LV,

HEDOITEERERE TOT—ZIIRONTWDAHEZH L T, 50%BOBELZ T 52 &,
HEOIFERERE B OIRIRIZB W TE, BERNRR T 1 v bz U A7 LR 2 L,

P PR AR R

SRERRIEIREE (GFR) 728 30~70 mL/%y D BREIZHOWTIE, FAEEFOMLI T/, EEICRE
T 5 &, MEENT 25T 25 B8R L OEEOBKAERE (GFR 30 mL/2y i) 287 5HBHIC
ONTIE, HEZS0%BETHZ L, 72720, Z V7 7RI AERS L7290, HENHE
ERaT D2 ENEE LU,

N T T 7xR ORI KV ERD 6L EERUER

ZERBE AR LW &, RUT T X052 FIET AL, BENEISD U A 7 A
WEED7-012, 07 EH 1~ 2B ENT THRAICEET 5 Z & G4TEBLU48THSH),
PR E 7133 G RIS 2 ER SR BR L BE81E, TOHABICERT L L EET LI L,
ZOHLBETIEHEAIE, SHITESHCEETDHZ L,

Jiikes
CRER S

A7 =7 % —XL B 7, #AIZIERENCEFICHDOETIRAT D Z eI D, B
TRITEI ST, N0, ATZD, WL ET, KEEBITHT EMAAFE R IT IR
25,

A7 =79 —IR Q) EZRAPOEEL, bWl ARGEDOA 7 =7 % —XL I 7k
WZHID R DN TED, FlxlE, 4177 —IR&E375mgl H2ENFA 7 =7 —XL 7
TN T75mgl B ILENCHIVERZ 2 2 R TE 5, EROHERENLERGEELH D,

A 7 =W —XL I 7ML, BRERS EERICEILE ~HT 527200 A 7 a1 REEFT
bHo ZOARTZ A RORERSBYEH S, #EEFIZAONDZENH D,

4.3. B2

AHN OB RSy F721F 6.1 TIZFLHEL O AF DHRFEZ A DT Ik BB BUE

Tk, IS L OEEVR EOREREZ Y B a = IEEREO Y RN DT, NUT T 7%

VU EIERMNE ) T I U AF U —F (MAO) BHERE OIS TH D, FERHHY MAO
PLERO G R 14 BUNIZIRC T 77X OB EZBIR LR NZ L,
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FERI MAO PHESE DB -2 BRAT 2883, 7 AL ERTICRU I 77X v o542 i+ 5
ZE BATEBIWV4SHSH) |

4.4. BRI REEBIOER EOBE
H#% /B8 - IR
IR TIXAZRSE, BETABIOEZ (BZRE#EES) 0 X7 38T 5, EWRREMN
ROLNRWRY, 20U A7 13k T 5, B5RBZREBER TIISENRBDO NN Enb

L7, UEENEOLND ETHEZERRSBIET L2 L, MARREZRET DL, ARDY
A2 7 X EE DY PE THINT 2 &£ B2 b b,

N T T 7 XTSI DZE OMORHIFIEDRIBIZE N TS BRBEEHFRD Y 27 134
RKTDHLEBEZOND, £z, TNOOIFREIIR O SWMEESE & OHFT 256088 5, hokrhlE
HaeH T BB CHERGTIEL, KO ORMEEEREICRGT DB ERRICERT O 0ERH D,

HAABIEFROPAED & 5 BE F 2 13HRGFMGANICER 2 AREEIRDO b5 8L, B
ERHBREXOY 27 BERTDENMOENTNDW, BEFIIBEZEERBIETLZ
Eo MHIEE Z AT OMANBE 2R L LIl 9 2FO 7 T v A MERRABRO A 27T U v X
IZRY, 25 AR DBEIZBITL2HABITADY A 71350 SEBFETT FERHELY BV LD7R
ShTnd,

BT, BRSO B L OHEBEEZICAE BV 27 0EWEE) 2 EEHRBIETD
Z&, BRRMESL, BEATA, BRESEEIIITEIORE RNV EBEL, Z0XH 7k
JERNFBD BTG EITEBICEMOME 2RO AMNENH DL Z L2 BE (BLOEEDIH#
H) WCHEETH L,

A7 = 7Y —XL 7B MINNEB XN AR O FHEOIRRIZITFER LanZ &, /MNEB LT
HEERG L LTeht ) DIOIKHER T, BAMETE (ARENBXOAREE) XU
B (BN, HorRB s OV Y ) ORBLEIL, 77 B AR L IR L THL ) SHEBE TR o
oo ULMLARDNS, BERAMNEMNZZEB LI ETRET D Z L & LESEAE, BRIERS 20D
ERBHESBIET LI L, 51, MNEBXOEFRICBITDE, MR L UG - ITEN3EIC
B2 BRI 2 2T — 2 135 5 Ty,

o h =R

ot h = AEBER L [FRRIC, XU T T 7R OFRGICE T, Biick e F = AEEE O #
PAREME RN B % AT T RO H DKl [~ U 7 & 2% 3KHAl, SSRI, SNRI, U F U
L, VT EIIv, Brybh e Va—r R U=k (B4 UF XY VDY), T2 H=ABX
REHEPUEEY, T~ K=, TRAIO AT 7, ZXUH =)L, XFT, AW
RrBLORUZ Vv ] ) AFL U7 n—7 0 MAO ERE G o b= ORHE 2
THHEAL o h=UHEE (R PR 77007 AL k2 E) |, HUEHRIEREZIZZFD
oD RS ARG L OFH L7234, ' o b= iR (EME2ENTBTNOH 5h5H8) 133
RHIrBFNNHD W3HEHBLO45HSR) |
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T b= EEEEOMERICITERE AL (G, 2R, FRER L), AR LE (K,
RNLEMIE, @mEVRE) , thigins (RKHTUE, HiEsEE R ) BXO/ £THBIER
CGELG, WERE, THIZRE) BDEENDZENDH D, r b=EBEEE, @B, MEE &I
BUEIRASA BN A DOEE A D BHEMEALER L ORMHREE (L 2R e L, EIEDSRS
(TEEIEGREOIERICELD Z 03 H D,

Tr b= AREMERS LU E T BN AR O MR IE B R ISR 5 FTRETE D & Sl
DEFN &R T 7 7 %2 OHFADPERRN LI & SN T2SEIE, FrcR GG L UMY
BRFICEE 2 IEER BT 2 L,

RUTZ77Fvrbta h=UaiEmg (R R 770087 20 ) OFfHITH#ELE X
PN

R £ e A [t

N T T 7R ORI, MENEHTL2BENNH D, IRELFPRD b L BE LR
PERBR AR NRE (PAZERARENEE) OV X7 0d 5 BFITHEBEREBIET L2 &,

JUINES

R T 77XV ORI XD HERFMN 20T BRSNS EWEEE CHRE ST D, RO
FARBRICBWT, BRAWKLZETLIEEOME EF@®E SN TS, TRTORFICHLT,
ME EFBRNDRA T Y —=2 7 % +53124T0, BEFOEMENR S 235513% 5 % Btt7 2 a1l
ayvbho—T 5L, £, BEFBEREIOWMERIE, MEZCHOICEET 2 &, O
RElEEZETHEERE, EEFICL Y EEENE(TI68EZN0NH 5 BHITITEEREICEE
THI L,

Yk

FrZmMETIE, DIREDENT 2 2 L3 H 5, DHBOEINT & 0 IEERENE LT 2B 2h
W B BEIITEEICKREGT D L,

DIRER LOTERD U 27

DR ERR L EREBZRIEL TRIL R VWAEEIZBWNT, X7 7 7% O Thh T
WV, L7ei»o T, ZOX)pBEIIIEEICRETLZ &,

TR O BRI W T, FFICBER GRS D VI QT IEE / hLHh— K« K« R7 v i
DIERR T2 H T HBEI, T 77X OF525Y QT &L, MY —FK- R-R® 7
~, DEMEHIRE K OBIEMEO DAREIRNHE STV 5, BEEZRODAEIRE 7213 QTe IEED VU
AT BEWVBEIIR T T 7R BGFTHEE, VAT ERRT 4y hONRT U RAEZBET
5T &,

R
RYT T 7RV DRI LY RRSERT 5 BTN B, TTOR S DKL R, R

DD H 5 EENIN T 7 7 F R HBEICERE L, EERSBIET L2 L, KERIENHE
BLEAE, &EGEE2H1ET5Z L,
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KT+ U v A SE

NI 77X ORI VIET MU U AMER KO ETITHURIR A VE ARG WE
RN RIS DB ENRH Y, KIRERDCRAPRBD ONLBHETRLZHE STV D,
il B, FIRA 2 i LT B 3 L UOBI DRI K D KK &R 03588 B L 5 B T,
URAIBERTLHBLENND D,

S

tu b= DRV AL ZRET HIEF O EIZ LV i/ MEESENMET 52 L0833 5, SSRIE
L OVSNRI O F¢ 5 & B 2 Hifn F540%, BRRH M, A, & ZOAECRE S, B
MmeEmaEZndHmicE TS, £/, XU I777F U ORAICEVHIILY 2735 F 5
BENWK DL, ot r b= FEYD ARREI L FERIC, PrEEmECoiin/ MRIELZ B 5 D
Fh EHIEm O &H 5B LT, HEICRXC I 7R aikETH2 L,

MiEa L AT o —)L

3 AU L7 Z AR REERIZIH N T, BIRIICEEOH 5 M= L AT m—/L EH OFEBLF
%, XU T 7 7 X UEGHIT 53%, 77 EREEHIT0.0% Th oo, BEHICH H7E% T,
fMiF= VAT v — VU EORIEZ T2 2 &,

BESK L O

T T A UESRRHEKRLE R T T 7 U OHEEDOLRENER L OVE S TS S
TV, X7 77X BB EEROIFHBEGIIHELE S e, XU T 7 7 5o U HANC
X5, FldAlE ORI X D2 REREB M TORAITEANTH D,

By e

RUT T 7R UG ) DO EZZF -2 L0 DR EEBRE O TIE, ByE,/ 5%
BB T 2208305, hoPl) S L FEEC, BHRMEREEEOBEE £ 72 I35 REN H 5 BEIC
IR T 77X UEERIIRETHZ L,

Wik

RUT 77X G0 DO EEZ -2 N HBEDOETIL, WEERZLND
ZEND D, BOBRMITRGEAR, HEEAERS X OGP IERICHRE STV,

foft 5> SH L RERIZ, HEBEMEOBENSH 2 BFIIIRN T 77V U HEHEICRGTDHZ L,
B hH-hk

Be G- rpERF OBEER T, FRHCZERPIE LT 5AIC < RO LND G8HESM) |, KRR T
L, #\EZPIE LR (MR X OWN%) O EFROBHEL, X777 % A4
THI31%, 77 BREEH|T17% TH o7,

BEBER D Y 2 713, BEHFCKRE-&, BEOHER EOBEMOBERICL D LEX NS, 7
D E, BREREE GERREEZET) , MRES (RRER L OmAREE2ET) , HliEx
IR, BLBXO/ o idEe:, RS LR IR OBEOS WIS TH D, T DR
IHEL CRENSHEETH LD, BRI TUIEE L RDRENRSH 5, BE 2 s Ok
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IR E %S B DIPNICR BT 50, REETLERIRENH - 7-EBETHL 20X 9 ZERA D
<FNICHE SN TV D, JERIZBBURACRENTH Y, 2BEMUNIZEET D Z ERZ0N
2N, BRI ®H 5 Q~3 » AUL) . 2ok, BEA2PIET2881%, BEOLEMIC
IS UTC, B E 135y AT TR T 7 XD LT OIS 2 8 42 HB)

TR T S REEE) S

NI 77XV ORGICEVT AT ORABBO LN TEY, ZOREE L TEBRLAR
PRETITER 2D B DB S DRSS LEBOWEE A b, Flk L TRV AR TRV D
EMB, T H v VT IIEREGFIRRECER TR D ATEEN R, TS DIERMFEHR LR
HTE, HEIAERZEEZMETRBThDRH 5,

PN Bz

ORI T 7 7 2 B EGHD 10%ICHE S TWD, AN Z VEERO ) A7 035
FOAEEMN D D720, WEMEAEDOBEEMEICOWTEREICHAT L Z L,

WE PRI

PEPRIPEEE TlX, SSRIARU T 7 7 X OG- 3IE = > b v — W8 % KT 3 Al gErEN
HDHIZD, ARV UBIO FEROERFEEO HERE N LB L 255508385,
Hey b R A E & OFH A AAEH

T2y 7 UV (PCP) BLIOT V7 =X I v OGEFEEIC LD A7 ) —= TRBE
T, RUT 77X EREINTZBE B TGO ENRE SN TWD, ZiuE, A7
V—= U TRHRBEOREREMEN LICE DD TH D, N T 77X o5 hit%E A mic

Ol AGEORBRERE R T Z 08B D, WA~ 7T 7 40— EEOIES OMRHRE
Wk, RUTT7HRUULEPCP, TUo 7 x24I BRATHZENTE S,

4.5. LD ERG & OHEEA R L TE OfOHEEER
)T IVAFR VX —PIER

FE R FEIEIRET MAO [H 25

R T 77XV ATIERRIERING MAO FRER P L2z &, F£72, FErTIERINGY
MAO PHES O EF 1% 14 ALNICR T 7 73 02 LARNWT &, FEr IR
MAO FHEZH OG- Z MG T 2881, 7 BUL RN 7 77X oG54 HIET52 L (43
B LN 44 THB) |

R IR B MAO FHEFR (527 X3 F)

to NS UERREO Y AT NH DT80, T a3 R EORHHERRT) MAO RERK E X F
77 XV ORI S 0, AT MAO BRESRIZ X D1RE%IE, 14 BRI L 0 BV IREEY
MTHER T 77X v OREEZRIGTEZ 25605, ") MAO [HERO R 5251632
Bk, 7 HLLERNCAR T 77X 0052 HIET5 Z LR sND G4THSR) |
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A[ I FFIZEIR AT MAO LS (U #>" U F)

PIEETHD U U RIZgWaifgdE®RIRA MAO FREMK CTH D70, XU T 7 7o o2
BB FIIIRE LW 44 HSR)

MAO [LEIKOFL G H IEEM G W T 7 7 2 v v OREEZBMG LIZBESSR T 7 7
X OG- FIEZM S 72 ORI MAO BIEH OB 54 s L7 BE B\ T, EEORIEM
DEINTWD, ZNLORIERICE, B, IA4A7v—xX &, 3F, B, EH, @i, &
BED F VY, EMEEEEAR ORI A O M2, KERIEB LU TR E1 D 5.

o b= SEREE

ot b= AEEER L FERIC, NUT TR UOREIZE ST, Blck e b= AEEEO#
PARTEME RSB % T T A REMED H D th D 3EK] [ R U 7" & %354I, SSRI, SNRI, U F v
L, VT ETIv, BUbh e Va—r R U=}k (BAFUA XY VDY), Tz H=LEBX
N2 HEPLEY, T~ K=, TFAMaRXA M Trr, ZXUH =)L, XFU, AW
RyBLORU2yvr], u h=oREEMElT 234 (AF L7 0—72 80 MAO A
=) , ke b= /%%%T(F)7F77/@%7)%/%@&) PUREAIR 3R & 72132 ofth
ORI AEFER O L7256, ' e F = EmERE (B %mﬁfk%M®%5ﬁ E) MFRH
THBETNRHD WI3HEHBLU44EHSR) |

Ry T 7 7% L SSRI, SNRI /203w F= 0 ZRFREMEEE (MY 7% 0) L OOHHERRE
P LB &I S5 A, RS 5-BRMARES L OB B IC RS 2 1 EIRSBIE T 2 &,
RyT7y7Fvrbtn h=UFimE (R 777 0D% 70 A0 M) OFFRITHELEX
Ny (44 HBH)

HRA el % Bl R

A/777#//%%®¢EWﬁﬁﬂmikﬁ%Lt BDY ZATITONT, ZHE TICRHER
Rl S 7= 2 LidZew, L7zdo T, RUT 7 7% V0 2o it R BLES L FH 3 55
BRIEETHI L,

X))

X ) — VT X DR RE R K ONEEBIEE IR T T XD > THERI N
W EDRENTWS, LNLARRD, m@¢ﬁW%ﬁAE£kH%L,Tw:~»E@%W
ZHLVBFITEET A &,

QT [Hlla 2 St 3~ 5 HeAl

QTc MMREIERE T 5 Z LM O TV AMOIEA L OFHT 5 & QTe MMRIEE RS L O/ £72130
SPHER (B, FAY—F e R RBT7 U b) OUZRZBHINT 5, QTc Mg ZIEE 42 A & »
PERIIRET A 2 & 44 THBR) |

U T LEANIIUT OO EEND,

7 2B OFIAREKIRE (Fl, =, 73IAF¥uy, YEZa—, R7=FI R)
- PURBHIR SR O —E8 (B, FA4V XV V)
cwruaIA REFUEMEO—E (], =Y 2o~ L)
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Pl AKX I ED—HE
X URPLEAO—E (B, EXTT7afHiy)

EFEDO U A MIT_RTEMEL T, EFELANT QT MFEE KIBIZIERE T 5 Z L35
NTWDHIEANZ DN THZEOHEREGITHRET D Z &,

HMOHHR DN T T 7 s~ DR

k3 — v (CYP3A4 [H2E34)

HBREARICI VT, CYP2D6 ®fd# (EM) #E L CYP2D6 AR (PM) BT k=T Y —/b
POERAE G LI-E A, XUTT7 7% (CYP2D6 PM BER L OVEM BETENEI 70%3 LY
21%) BELRO-PA TN T 7 7% (ODV) (CYP2D6 PM #£38 L UOVEM BETENZ I 33%
FBLU23%) O AUC 3N L7, CYPIA4PHER (TFH# S, 77V R~y y, 4~
CFren, £ hTaFrS—i, RYary—, R¥ary—i, Fhary—i, RL7 1)
o, URFENL, BFFEL, TUROALTURE) EXRUT TR UOHHICE D R
T77 7% L 0DV ORENERTIBENLRD D, LT -, CYP3A4 HERKLE T 7 >
XU U ENHAT2BAFEENLETH D,

N T T 7 F T O D FHN~D %

UVF i

NI 77X LV FULOHMICEY B = ERBERERT I BTNARHD (B b
=UIERBEDOIHZM]) |

T ENA

RUTT7XR ATV TENRLE ZDOIEEGEY TH DA F L7 B XAy EER LW
AR BE RIT S, DT EARLEFRCT 7 7F 20 F£72013 0DV OWT O EIEEIC
BRI W EEZLND, LORL Y UT B YL REK L OEYEYIEAE L OSSR
EROFEIZSOWTIIRATSH S,

AITTIr

RUT 77XV r08ER, A7 T7I0BX02-E kg 277 I 0 0RyEhigic i s
MESI2roTc, LNPLERERDL, XTI 77F% 0% 1 H75~150mg 5 L7z& %, 2-& Rnm
XUTVTT IO AUC ITHERFEIINC 2.5~45 8 LR Lz, 72, A 2770053,
RT 77X BLO0ODV OEYEREICEL KT S hhoT, 2-8E kXTI I
DI HFERE EFICBETABEMNRERIIRAHTH D, T 77X A4 17T I ORI
TEETHZ L,

Ny F—

m~aRY R— LB U238 EiieiREkic BV T, ~m XY F—LORNO 7 U T T 2 A0 2%
DL, AUC 28 70% B35 U, Coax 2 88% E5F- L7228, THIEREHICEIRIZA BN o7, /"1
NRY R= R T 77X BT IHAE, ZOMBEEERTILENRD D, ZOMAEE
H ORI ERIIAATH S,

PFIZER CONFIDENTIAL
Page 9



R T 7 7%V ER
S E AN SCE TR

YxAY R

N5 T77X% L OFE5I12L0 Y 2T Rod AUC X 50% 5 L7223, %%% (U AXY
FrBIWNo-b Rafx ) ARY RY) OFEMEIRE T 0 7 7 A VICEAE R ZLITERO Lo
7o ZOMAEIER DKM ERIIRHATH D,

AN rE—

AR TN T 77X e A NP aa— a2 U7 S Eae i BRI RERIC B W)
T, A M7 mru— O mFERREITR 30%~40% L5 L, %%7mu~w@@ﬁﬁﬁ%f%éw
t a2 h7ee—LoMfEFRREICEILITADNRE -T2, SIERFICBIT 5 Z 0ok
DEFRERIIAATH D, A M — I T 7 7 X% E13E ORI D ODV D3
%%557 m 774’/1/ B RIEShoTz, XRUT 77X X Mo — ORI IRE
BET5Z &,

g T e

A VTN E G LT SEBRERER T, A P ELOD AUC A3 28%I80 L, Coax 13 36% 05
B Uk, AV VFEMERY T 7 5% B LU OREIIHO ODV O EMEIEIC KB L B IE
Ieolz, ZOMAEEHOBARNRERIFATH S,

4.6. ZHRER, MRS L ORI
R

EIHIIN T 7 7 X R E LEREOH 3T — 21356 TnhRuy,

B ER CITAMTFENTEDO LN TWS B3HESH) . b h~DEIERR ) 2713 ARHTH 5,
HFESNDXRT 4w EBNETERR Y AT % ERIDGE DR, X277 X% v Eilmickb9
HZ &,

m@ﬁmhzyﬁﬁbﬁﬁm%%($mmmm EREED, BEEONHEE - IXZOERTE TR
777XV ERALTWIESET, %E %%f%@ﬁhé END D, RS = 0%
o577 7% %%éntﬁé BT, BEXRE, MR E I APTERE & 2
ETDARHENRD BN, ZDLXIRE ﬁFiA%ﬁ%L%ﬁﬁé ENDH D,

JEET —H G, IR 0O SSRI DOF G-3RI T IEIR% N 3N T, 574 VT B A i 55 1 i
(PPHN) O U A7 ZE© L AREMENH D Z & S RIB X T %, PPHN & SNRI O 50 B
RRET LRI S LT Wiy, fERET (Be b= 0fIR0 AL ORE) OB &M%
EETDHE, RUT T XU UBBICLDEENR ) AT IIHETE R,

REBLAMEURZ T SSRI/SNRI % £ 5- L7234, BV S liat:, Rk, AEsRIET, EHNkR
PLE P KOG F 7o I THEIR R 72 EOSERN BT 22 L Rd 5, ZbOfiERITEe h=1E
AW UIRTIERIC K D EEZ NS, 1ZEALEDHRE, ZhbOAIHNEITHERES /21T HE
% 24 FEILLINIZRRD B b,

i
N7 77X L ZOEMHAGEHY TH D ODV ITHIHIRATT 5, FLIRIZET 2 itz wes
%, BLE, SRR LORERER AN — R LI ORER DD, o, XUTT 7
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F U OBRGHIERHZ A DD IR ERICHE STV D, AL LARICHT 5 U =
TITEETERY, LIEN->T, BRI « 1192 2 O¥Wr £ 721 3ARF DI 5 & fikfe - ik
T2 0OHWTOERL, FLIRAORILDONET 1 v b ERBINORFEGDONET 4 v b EFET

WEHEZ ~ M2 ODV 285 L7 %, ZBERETHIRO LN, ZOFROEe F ~OFMEMEIZ A
HTHD (53HESMH)

4.7. BB L OBREBIEENCE 2 8

MM L, HI, BB, H D WVITEIEEICEEE 52 SRS D, Lo T, R
T 7 XD EZIT TS EEIIKR L, HEEOEGESCERMEZ CE O B O BERE 1112 B
LCHoEETDH LRI DL,

4.8. BIYER

7 a7 7 A VO

HRARARBRIC IS W Tl b (1710 i) THG SAVZRIERNIZELD, AWEc, SHd L O%
T (BiTEal) Thol,

BIEH O —E
BIVEH 2 28 B B3 HEE L OMEE I RS X LI R IR,

B2 RO LBV EFKT D, very common (10%LL L) , common (1%LL_E 10%Aii) , uncommon
(0.1%LL £ 1%A0i) , rare (0.01%LA L 0.1%AK0i#) , notknown (FIFIRIREZRT — & 7 B I3HERE
NGNS
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Very
=N common Common Uncommon Rare Not known
IR/ ESPNON /NI E, (i
U R E P, (HEERIERIE,
BAERNEMAMm,
FRERIBAME, YLIMLER
JAE)
G R TFE7 4%y —
Bt
T U PLRR A LE AR
WA o WA AR
A PSRN BAKHE K7~ U v AME
fEE
T EEELIRHE, BEA | L%, BISEEGH | Bun H&SER L OH
JE, WANLHX | K, Wik, A BAT 2%, R,
LE, VE R— | FXLHE (& e I
WOR, mhRdmE, | M), MEUE,
AHRSE, B 7e | B, FELY
o
PR R R FERED | IR, B, 8 | T U T R | s HEMEEREE, B b
Fu R, MBI | MEENARES, K =UEWERE, VA B
SF g 1t M, IA 7 m— =7, VAXXIT
XA, {hiREE) BIOERME T A
B, PR, XRUT G e
U IRAN K
AR T, S X PAZERE A kN B
ORI 2 5
Lot P
B L0 B [ D F
b
N1 s HJR CNEEHE), AR
kg (hAH—F K
KTV N EET)
M I, mAEYE | ST )=, Hifn CRERR
R (EICIFTY) HH i)
2 SN T HW PR (R Ffi i B BREE 22 0E
PSPQONEi]
H RS L, O | TR H 15 H i AR
[l T, RS
JHEHAE R 4%, FRgrEms =
il
REB L0 | ZIHE (B A RE, AR SIALBE, Tk
TR TEETe) WSO, BE S SEFERRIE, A
R, 3695, FU—T A
it i T a v UEERE,
O FEE, R
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N7 77X ER

e [EAS A SCEFIRR
Very
=N common Common Uncommon Rare Not known
i EkRI & RS AT b e
O Ak ik
Bk X OUREE PEIRIREE (Fi2 | JREA PRICEE
liRe= PEIREEEE) |, AR
7
EYT- S SHNO) Hi I & 72 1R
HAEE 7 tifn. (1 2
X, ARk,
AIE- B H i)
S H gk
= GREREE,
Pt R4
— - ELE IESIE, 57
ESSHEON ' i
INADEYN: I
TN R e = Y REHSMN, (K& DENQTIEE, H
= —/LHEN By MR, i~
0z 7 F EN

R T Ty XV OREPELERSPEET SICERASERB L OERITARREESNTVD Q4THSR)
#%4 4 TAH W

eI DR O G T — X IZB T, BERORBRBEIR T 7 7 X EE5HBLIOT 7 A& 56T
FIEECTH o7,

GO Pk

A/777%//@&5%¢¢#5&(%*W%@¢¢) BEDUEIRICE D Z &L, HiF &
TWDERINZIE, FEIED E VY, KR (%mﬁ%a@),@%%%<ﬁﬁﬁxiwﬁ
ﬂﬁ%%@@>,ﬁ@itmﬁf,%b%;@/itm%&,%%,Eﬁﬁbiw,@ﬁﬁgw
\ZA TNV W ERR E N D D, B, ZTHDOFERGIVRENLHEETHY, HAREW
ThoHHM, BEELBIO/ ETEEMMET 2550055, LI2R-T, X7 7 7% 0RE
DAL Ip o T23A01E, W X 20T CThibd+ 52 8 2 HEB LI N44 HSR) |

IRBIOESR (6~1755) ICBITAR T 77X ORIWER T v 7 7 A4V (77 BARx R
RARBRIZIBWNT) 13U TRk A S FEEL L Tz, RN & RIERIZ, BARBOECR &R, E B
BIOMEa L AT o — 8RR b5z d4HESHR) |

INRZ R L LT HRRFER T3 E RSB ORITER 3380 bivlz, ZDIFNICHES, FHITKkH o
JRMERES TIXBEGR 2 <t Shiz,

NREETITRWER & LTRSS, B, IMErR, SeRitim, Stk XOHRRIERD 5
niz,
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RIER BN D FROHWE

ARANORERTEABZICRIER DN R DON D2 ELZMET L Z LITHEETH D, LHUTKY, FAl
DRI 4y bE VAT DONT Az T =2 Y v 7 TE 5, ERIEFEH T Yellow Card
Scheme (www.mhra.gov.uk/yellowcard.) (Z XV BEHREOIL L2 FRELMET D L3 RkD B
é o

4.9. BE#E 5

MR OB RN S, T 7 7% OB\ERGIIECT Va— LB L0/ £ o ERE
& DPFTHE Sz, AFIOBEERGICEE L TE < @G Sh 2 A EFRITL, HIR, B
LAV DZAE (IR HEIEE C) , i, JO8, IR 88 H 5, ZOMOFLE LT, OFE
o2 (FlZ1E, QT MFRIER, MW~ w v, QRS DIER) , LEMEENR, WK, (Rim/E, [H
PR F VB LU E R HRE STV D

NRINTWVDHL b AT T ¢ TREOHETIL, X277 7% 1L SSRI LD DI & il
L, BERS L& EICBFERRIFOMGRM 2 I mREME N H 508, ZBRAHL D DI L g L7~
B, TORREMEMNMEN E 2R L TW5, EFIREBRTIE, X777 %2 B 58 TIiX SSRI
HRE LT, B )x7%l#m#ot_&mréhtoA/777%//&5ﬁ@%r
TR, BERGICBIT ARV T TR OFMEICLY, BEERERRO U 27 8 E ok
EEEDLIDICOVWTIIARATSH S, BEERGDY 27 28T 5720, BEZ2 BAHICEHRT 5K
BHEOR T 77X 0BT+ RETH D,

HELE S % AL

— A 7R S RRERIE RS L OSRHERIESHELE S N D, D E NA XY A U EBERTH L, ﬁ%
DY X7 RN DHHAE, TSR, B OHER G OEZ EIERN D 55
FEfiT 5 &, Eim, IEEROBEGIEER S OWMINAMZbND EEZBND, %ﬂﬂm %
Mr, MIEHEERR R X OSSHERILIT A TRVWEEZ BND, XU T 7 7 &3 R R e AN
RHATH D,

5. BEZHEE
5.1. EZhIKH
HRWEIER 0 - F OB H %, ATC =— K : NO6A X16

TEHTEF

bt MIBITHZRCT 77X 0h0) D3 E L COERERFIL, TR ICE T DM nEy
B OWEEEHEET HERICE S EE 2N 5, FEEKRRBRIZBWNT, XUIF7T77F 020
EHREM THL 0DV IiTEe h=rBLO /AT LU OFRY IALRERTHY, F50
KA VIV IAAPHERTHH D Z AR ENTWDS, XRUT7 77X BLXUNODV ILHER
FOKEEGEONTIUZEBNTEH B-7 LT U VREEEHSED, XU T777F B0
ODV DOFRARZEYE DFFILY IAHF L OZEEAE G T3 2 B e 5L, fired THEIL T
W5,

RUT7 77X L, invitto IZBWTT v MEO LAY T ETFva ) U/ER, B A
SUHRFEREIZT Fv T U v oy RIS T 2MMEZ T E A LRI RV, ZNH O
&I LTRBERIL, thofi) o3 Th L= ) AEH, #EFEERL L O mE RIEM 72
EORE& IRBIER EBHENH D L EZ BN TV D,
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R T 77X MAO HETEME 2 R & 720,

In vitro FRERIZBWT, R T 7 7 R NI A A RZERBIUONRN Y OT P VRS HZ R
RIZK U THIMER T E A ERE R o7,

BRI A ZhPESS & OV et

KIDFETEY—F

5ODENERIL, “EER, 77 RARAREYRER (WM 4~6 W, KEAE 375 mg/H) 12
BT, 41 727 —IREDOKIDIFTE Y — ROIBEELE L TOAEMENRENTWD, A
TP —=XL A TELDOK) DIFTEY — ROIEEE L L TOHEMEIL, 2 2O 77 A%t
WEBR ONR - 8~ 12380, AR : 75~225mg/H) KBRS TN,

1 SHOEMREBRCIL, $ B OIFERMMICA 7 =7 —XL 7 7& /L (75, 150 F£7-1F 225 mg)
D22 THHRDERO LT AISREE IR L, RHEDOA 7 =7 % —XL W 7L ET
1377 ROk G- & BAE R ITEN 0 A1, &R 26 BICHD > THERRWBIZE LT,

2OHOEWRBR T, B0 ORI Y — RORBFIZR T 7730 0EE (100~
200mg/H 1 H 2 [8]) TERDBHED HINTZK I DIFTE Y — RN LIRS SREE 2 x4
LTI ARRB O EERRRICBNT, 23 HBO S SRy — FOBERETHICBIT S
RUTT 7 X OREGMEDHENLI TN D,

ERIEA L R E

AR E ZxfG L Lz 2 >0 8 B D7 7 A% R E E H &R Bk (75~225mg/H) , 1250
6 # ARID 7 7 &Rt pREE HERER (75~225mg/H) BI1 50 6 » AMO T 7 &A% A]
EHERBR (375, 758X 150mg/H) IZBWT, A 7 =27 B —XL B 7L ORI RLREE
DRI L L TOFMEDRHL SN TN D,

37.5mg/ HOHEIZOWTH 7 7B RICHT B2 R =T U ARELNTR, ZOHE
EEHAREE—EHLIERPBO N oT,

A

AN RBE ZxtGe b Lic 4 DO ZHEM, WATHEMEES, 12 8], ZhisgdtE, 77 v A%,
AR ERE, BXON1 oo “EER, WATEER, 6 » A, T BARRR, EE/ AIEHERR
WZC, A7 =7 B —XL I 7B VOHESRNLEEORRE S L TORMEDHEL SN TWD, 75~
225 mg/ A O & TR E52MThiz, 6 » HRORERTIE, 75 mg/HEE & ek LT 150~
225 mg/ HEED FRHIERE N L2 RT =T U AT e o7,

Ry JEE

IRGRMHE DR 20T, N=y VEEZHTOHIRAREE 2R E L2 DO _HEM,
12 380, SRR, 7T v RdBRRICBNT, £ 77 —XL I 7LD NA=y JEED
TBHRHE L L CORDMENRHLS N TS, N=y 7 EFERBR TOMEMEIT 37.5mg/H (7 HRH)
E LT, ZD%, —HORBRTILTS 721X 150mg/H, © 9 —FHFORBRTIL 75 £721% 225 mg/H
DEEHEZ BEICHKE L,
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F72, IEERPIEICNR DA DN T AIREE R L LR OZ2M, AR X O
THizkitd s 1 o0RY, “EEH, 77 BRGR, WATEERLEGBRIC IV TH AR
MENTWD, FEEHRBIR TR LR (75, 150 £7212225mg) OA 7 =7 %—XL 1 7+
# BTk 5 LTz,

5.2. EMEhER

R T 7 7 xR EZ T, FIDEEREm TH S oDV IREfEhs, XTS5
X B LONODV OIMSEE IR CEY + FEHERZE) (X2hEh 5 £2 KB KON 11 £2 I
MCTHote, RUT 77X BILOODV OIMSETIEE L, REROKRSBBE 3 BHUNICE
FARBBICRIE S D, X T 7 7 F 2 B LN 0DV 1T 75~450 mg/ H O F&4#iJH TRIE O 3R Eh e
LT,

LTS

A7 =27 Y —IREXHEROKEGTDHE, XUTT 70O N%LLENRILE L5, #lEhEE
NBEOEBIZ L VMRS, T XA T EV T 412 40%~45%ThH D, A 7 = 7 —IR SO 54,
R T7 77X BLUODV FEER 2 Kl KO 3 R[] Chlgm A PR I BET 5, 1
Tz VY —XL BTN ekhE L&, XUT 77X BRLOODV IZZENZEI 5.5 FRfEE &
N9 FE Chem MAR IR ICRET D, 4 7= 7 P —IREEF 21T A 7 =7 Y—XL I 7T
FUC1HA®EERGLIEEE, A 72 —IREELLNTA 7 =7 H—XL I 7B/ OWIGEE
L OBRTHDN, WNEIZFEETHD, BFIINU T 77X BLOODV OAA 4T A
TEUT L ITRBELRY,

/\ﬁ

Ry 777X rBLON0ODV IHRFEERICCe MIEEAICHOTMICHEST D (EnEh
27%% LN 30%) . 5FHRINE 505 D TEFIRIBIZ BT 20T 7 7 %V 0 O FEIL 4.4 £ 1.6 Likg
Thd,

ARl

N

R T 77 X%V UM A TR0V, In vitro :BRE X OV in vivo BRERICEBWT, T T 7
0% CYP2D6 1 L » CTEEEMENABHM O ODV IR EN s Z LW RENTWD, £72, in
vitro RIS X DV in vivo iBRIZEB W T, XU T 7 7 X2 1% CYP3A4 (2 X - TIHMEDIR W BT
MTHDLNPATF AR T 77X AR SND 2 ENRINTVD, Invitro 3 RE LY
in vivo RERIZEBWNT, XU T 7 7 XU U0EF50 CYP2D6 FLEHK TH D Z EAVREIN TV D, X
77 7% 1L CYPIA2, CYP2C9 B LN CYP3A4 ~DILEERII R S 2o T,

DEiH:

BHRIAN T 7 7 X B LR O E PR ThH L, E LI T T X
DHI 87%I% 48 KFFILANIZIRHICEIN & iv D, £ DWW, REBEDOX T 7 7F% 20 (5%)
ODV (29%) , ODV D#EKR (26%) , = DMORNEEEIRGHY 27%) THDH, X777 %
B LONODV OEFIREETOMmMIEY )V 7T v A CF + R 1322 1.3 £0.6 L/hkg
BL04+£02LMkg THD,
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R T 7 7%V ER
S E AN SCE TR

gl 7 AR A AR ]
Ffipds L OVER

N T 77X B LU 0DV ORWENERIT AN £ I IMRIC L0 RE EBEZXIT R,
CYP2D6 EM (extensive metabolizer) .~PM (poor metabolizer)

CYP2D6 ® PM TlE, EMIZHARTRU T 7 7 X2 v OMBEFEERE D, L LARR S, PM &
EMIZBWTHER T 77X 0 BLN0ODV OfRZE R (AUC) IIFRETHH-D, EM &
PM & CRPAHAR T 77X v OEGHEERTET HHLEL/0,

AT RERE &

Child-Pugh 73%8 A (BREEAFHERERETE) B F X OV Child-Pugh 7348 B (P THERER ) BHE T
X, WA L L TR T 7 7R L ODV OIS ERE L, S&O27 V7T %
PMMET L7, F7o, REBREERMEESNRS bz, BEEOHEREREICBIT ST — XX R
HBILTVD (42 HBM) |

B RERE

BHTHRE T, BTSSR L TR T 7 7 2 U OERIEHINK 180%ER L, 7 V7T
Z U ADBKI ST%IR T Lz, ODV IZOWT HiHIFHIK 1R2%IER L, 7 U7 7 2 A0 56%
KT U7z, EE OB ReRRE EH B X OSB3 Tk, HERSAMNETHD 2HER),

5.3. FFERIREZ 2t

Ty MBI RAADOR T 77X BEIZED, BARMEITERD bnihoTz, /8
in vitro 3 X WV in vivo iR Tl, N2 77 7 F T UK DERFHEITFE O biveiroT,

T v b &AW AR TIE, AR ORERD, FEEREEMN, BRHLBORIO 5 B
TOHARFCHOEMARD Hivic, ZIHOERITH LN/ > TR, ZIVH DT T
t o1 BERGEETHD 375 mg D 4 15D HE (mg/kg #55) (2FH24 9% 30 mg/kg/H TH BT,
INLOFTROERER T o 1 BREED 13 THY, b h~DOEERY 27 1ZRHTH
%

MEEZ » FIZODV 25 Lz L &, ZMEERTARD LN, ZDOL ZDBREREIINT T 7
XU roxkt MI375mg/ B L7z L 2D ODV IRFEEOK 1~25Th-o7c, ZOFFRDOE b~
OHMEHITAATH 5,

6. IR Reitk
6.1. BV X b

BT EILNEY
fEeh L —2
TF )L E—R
7o Ao —2
AT

N VR
vI7F
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B = T gk, = R bdkk X OV A= ke (E172)
ffbF % > (E171)

BTV NVEHITFA T
' v
a7y a—)
KEAET R U T A

ANl el NV

“EfbF & (E171)

6.2. LA &R

BAREE

6.3. A XhEAM

34

6.4. BrRRF DB E R

30°C #H2 HIRECHRFE LN &,
6.5. 1%k

A7 7% —XL225mg 1 7L

BHEZIIAREHPVC,/ THAIHET ) AX—s3y 7 7, 10, 14, 15, 20, 28, 30, 50, 56, 60,
98, 100 HAL ; JiEEEH- Yy 7 500 (10x50) Hifiz, 1000 (10 x 100) Hif7

PVC/ TNIET VAL —2=y h K—=X3v 7 14, 28, 84, 100 A
ETDONRNy 7 A XNRIRFEZ 3D EIER G 720,

6.6. BEERFOBEE R
FER 7B 7 L,

7. IRFEAGBEIGE

Pfizer Limited
Ramsgate Road
Sandwich

Kent

CT13 9NJ
United Kingdom

8. IRFEARBES
PL 00057/1512

9. FIEIAFR B /AFBESTH
MEAZER ;2014410 H 31 A

HKEBEAHTH
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10. %ETH
2014 4 10 A

Ref: EF 225mg1 0
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N7 77 F Y ER
1.7 [FIE [ 2oh it — B3k

1. AERZ R KR

AHB L OAFORERZ L E LT, IAFUF T UEMBE, FaaXxtvT Bk,
TNARFV I~ LA UBRE, SuxdtFUEBE, ERtLVIZ IV CBIRZ A UX
07T Ay a2 VR O % Table 1, Table 23 X UtTable 3127577,
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Table 1. RERAMH—ER (RVF 772V VEBE, INTUVT7I7VERBESLIOGT 2 nxtF U ERBRE)
— B A BN T TRV UEBRE SVF VT T R T auXxeF UEBIE
i 7 &\ A7 =27 % —"SR I 7 ¥/ 37.5mg FL R U®E 125 mg PA NN EOH F I 20 mg
A7 =27 % —"SR I FE/L T5mg FL R U%E 15 mg FA L ECH Tl 30 mg
LRI U®E 25 mg
LRI % 50 mg
= iR £ |7 7 A=A SH JBALRE 7 7 —~ BR & 4k H T e R
Ao OF A H|— ML R 88 12.5mg: 20084 7 A 15 H P A NN E ST A20mg : 2010451 H20H
RN R U8 15mg: 20084 12 H 3 A YA NV H H T30 mg : 2010451 H 20 H
(RIBBEHEIZL D)
ML R 88 25mg: 2008 4F 12 A 3 H
(RIBBEHEIZL D)
F LR850 mg: 2008 4E 3 H 13 H
BEASFHB|— 2008 4E 2 A 26 H —
B AR — —
BOHL X o |G EEER JEH, AL A 3K B, L5 A E R,
bt % #F & KX o e 0
HaC™ 3 \N/CH3 I __CeHs OO
4] H2NCH> AN,
OH  «HCl UM% Rtk _ - HC H ,0
H | N _CH; *HCI
N
X \ H
Va7 & B|A 7=V —SRI 7 E/N375mg: ML R U8E12.5 mg : YA NN E T 20 mg
Ry T 7 7%y R 42.43 mg RF VT T U EREE12.5 mg FanxtF UoHHEEE22.4 mg
(R Z777%v 0L LT37.5mg) FL RIS mg: (Fzv¥x®F o & LT20mg)
A7 =% —SRH T E/NT5S mg : INF T T UEMRIES mg YA NN E B S ENA30mg :
Ny T 77 &y H 84,85 mg FL R 28E25 mg T an T o337 mg
(N7 77F%v L LTT5mg) RF VT T U EREE25 mg (FazuvxtF o L LT30mg)
ML R 8850 mg :
ST T T R IRIES0 mg
I = I NI RSY INO RSP/ = IO - D DIRTE 1. 92/« 9 OIknE
2. BEPRISVEARRR B E IR D R
3. RHE R E IS E D R
PFIZER CONFIDENTIAL
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Tablel. RERBHZ—ER (RUVIFT77FVVERE, INTUVTITVERBEBLIVT a vt F UV ERE)
— B W A BN T TR R INFT VT T UHRE F okt F UERE
ZhEE « N BICPE 1. PO OBOBEICEY, 24U TO/EE (1. FODFOELGICEY, 2L TOBE 1. HI2FOELGIZED, 24 FTOBE
THHEH EOEE T, BESE, AZERO YU R 7 3N T, BEASE, A%EROY 27 BS3#EN T, BEASE, BRSOV X7 38N
THEORENDHD, T, AFOEE THLEOHERD DD, KAOREH | THEOHRER D DD, KANDOEHIZ
IZE0, FEICI8EE AT DK 5 DM EH HlzoTIE, VAZERRT 4 v b&H HleoTIE, VAZ ERRT 4 v b &H
BETIE, TR EEHBLTHES B+snZ L, B+srzé, [ [ZoMoEER) OHES
B, BREROU 227 "NEL 25 M |2, ARoARMIL, NRRHS O3 (2 i
WRIBENTWD D, KFAIOHFKEIZH Tyl UHBE) CESELHBESN T2, WA TEESNETI~1THROK D S
Tmo Tk, VAZ ERZXT 4 v FEERE WBHH0O0, ZBRPLIDE (X777 BEREZNRE LT 7 &R xR
T2k, [ hRE~OES) 20 I UHERIE) L OIELEITREEZ LT FRBRICBOTHMENERTE A
fhOVEE ] OESM] W, HEICELTE, VAT EX Mol DWEND D, KA % 185 AR
2. WESNTEBEENTZT~1THROK D Sk X7 4y bEBMRYTAZLE, [ THERK DR OFMEEEBRFICES T DRI
EEREL SR LE LT T &R R W DHEBMR] IS EEEICRNTL L, [ /NA
RRBIZBWTHIMEDSHRTE R 3. BEEICBWT, ST EM S 7z 185k L~ OEBMR]
Mozt DWMEND B, AH % 185 AT ToOKR OFFHEEREL SR E L |3, BMEGRIEOCZNIL, KEY v F¥s
DK IO EREICE LG T HBEIC 7T A% PR R R R BRI B W TR R DSV (W) RSO ERSP) 2 KA
S AR EEICRF T D, [ VAR DB TERD T2 EDHRERDH B, A ESXHBEICEML, EZB SN
0L OESBER] F 2 18I AR O K 2 DRI EBEIC HleorEETHZ L,
P54 o BRI 2 EEICRRTTT S
ZEk, [RE~oEYS) oS R]
H ik A OEEE, RAICER T 772 LTIA (@B, RAIKE, SAFTTIUBERIEE L. 990K - 5 odRiE, BFRBMARESEIC
375 megE MM ES L, HEAZIVIATSmg | TIA2S mgzAIHMAEL L, 1A100 mgE T PE S IR
ZIHIERZICEARET 2, ok, Fl, |W¥EL, 1H2~3EICS T TEEZICRAKRS WE, A1 IEHRE%, 721 F
FEARIZIS C1H225 mga B 2 72 \WHiPH CHlE |35, tF L TC4OomgEROBEETD, &
T 50, HERLAMU EoOBEZ S0 |72k, i, ERICLVEEERT 5, 27 H5IX1H20mgL VB L, 1HERBL ED
TIAHEL LTS mgT 2175 Z &, L, mimEIciE, 125 mgx o AEL L, M@z 2zE 0 CIHAEE L C20mg? >
1H60 mgE THi#s L, 1H2~3[EICH T TA WET 5, ok, RN+ oGEICIE,
Bl OEET 5, 1H60 mgE CHET LI LM TE D,
2. FRHMEMN IR EICPE O KW
WE, RACIZIAIEH A%, Tanx
tF L TomgaRO#FELET 5, ¥h
IZ1H20mg kL V BRLA L, LEMEL Lo flE
22T CIAHE LS L C20mgd &S
5,
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Table 1. RBRDHE—ER (RUVIF 77XV UVHEBE, INTV I VEBERIVOT 2 uxvF U HEBRE)
— % M & (RN T TR UERE NS T R FanXvF UoEERE

Mk - HEIC B
TOMEM EoEE

1. AF oG, MNERNMMREERD X
5, BB LICEEICHBE LN LM
THZ L, [HWEICX Y RIEER, MmE
FREEO VT KL F U ERARD D
bhoksEnnd s, ZoMoOEE)
DIEZ ]

2. HEEOHEERE (Child-Pugh4#EB)
OHLBETIE, LPEENLEFL, %
WS RIMER AR LT < 72
LZBEENNRS DD, KAKI37.5mgwE2H
WIEE 52 5B L, 1% I ARH
37.5mga 1A AR GIZMET HZ &, 7
B, BEOERIIS LT, HEAMU ED
MkE2 &1 T, KAI37.5mg/H T2, 1
H1125 mgZ B2 WHIH CHET S Z
LEL, BEICEBL UIARAFEDREL -
micElETsZ e, [ MEERE] T8
ER) THEpEhE) oES K]

3. BREOFHEERE (Child-Pughsr$HA)
OHDHBETIE, LPEENLEFL, %
WS RIER AR LT < 72
LDBEBENEH DT80, LI L THE
XTS5 HROMERE %S [E L, HEICE
LCIHEFEOREL +0ICHBEET 52

DO - O OURKE,  WEIRE LR R R E IS D
EIRICH WD 56, AR OREBITSLER/N
&k o, BEFILITHEHBEIHEL 2N
LAY D2 &,

Page 4

o [ TMEEEREL) TRIER) THEyH
e 0ESH]
£ =2 RoBFICEBS LAV L) o (ROBRFCEESLENI L) e (ROBFEICIEHEE LRV L)

(1) RAORKYIZH UVIRBUEDBEEREOH 1) AFOKSICx LCBEGEOBREEREDOSH |1, AKF O3 x UBBUE O BEAE O &
% B ¥ e % B

2) €/ 7 UBLEE (MAO) IREAI##(2) €/ 7 I VBILBEMAEZEAZESFO (2. T/ 7 I UB{LESHE (MAO) FLEAZ
HHdH D WIEEE % 2EM AN O R BE [ MEHELEOEEIMAEEH] OIR Hhid H 0 S %2l E LN O &
# [ THEMEMR] omESE] ] # [ THREMEMR] omESE]

(3) HEEONHEEREE (Child-Pugh/¥EC) @ |3) R I IRERLE) 0b s EFE [(KF 3. GEONEEOH HEE [IFEENE/L
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Table 1. RBRDHE—ER (RUVIF 77XV UVHEBE, INTV I VEBERIVOT 2 uxvF U HEBRE)
— % M & (RN T TR UERE NS T R FanXvF UoEERE

HHEBE (FEHRBRN 2V, AFOZ Y
TITUANMETL, MPEENERT S
BEnnbdbsd, ]
4) BEOBHEREE ChkEsrBE

15 mL/minAii) O & 5 BFHE L FEH A+
O BFE [ERAREN D2V, KFo s Y
TITUANMETL, MPEENERT S
BExnnbdbsd, £, KFNIEH T
EAEBREENZ Y, ]

T/ V7 RLF U R IAREEE
HERET 2720, ERZELLSEDIBE
nndsd, ]

THIERDD, Fho, HEFBEM LT
L, AAOMAPREN EFAT 252 L5
bo, ([Ep@hik) OESMK) ]

4. BEOEREEO D L EE [RA O MR
ERERTL2ZE03HD, ([EDEHE]
DIEZM) ]

5. 3y bwu— L REOMHIERR AN RO
BE DERPEATLIZ LN H D, ]

B oo E Bl HERE (ROBHICTIEEIRET S Z

&)

1 HERS (ROBEIITEREICERST 52
&)

1 HEEES (ROBEICITHEECEST L2
&)

Page 5

(1) BEMNCHEEOHFKEREEOSHDIE 1) HREHBHEOSLIEH [AAZ /L7 RU (1) RISSBREBERESHERREOH 285 [/
FHIARB O VT T ANKTL, MmHE TV UCEBRYAABREEREZET 572 AT FLF U rERYALBEERIC
BENERTIBZNLLR DD, (T3EY O, EREZELIELIBENNAD D, ] LVERPEARTLIZENDH D, ]
e OESMW) ] 2) FENESOIIBNIETTEO H 5 B3 ER Q) @iE X IX0EBROH 5 BE DL mHos

2) BENSTEEOBHMEREDH S B FEALSELIBENLND D, ] m, mE LR, BLEZ V—¥R bbb
FHIAAOZ VTS ZABMETL, d|3) EBROHDBRE [ME L&, SRS HR nNa>2end5, ]
BENERTIBZNEH D, (T3EY Hobi, EREZELIEIBZEANRH |(3) BHHNESFXIENLETLED H 5 BE [EIR
e OESMW) ] %, ] NETEZENH B, ]

(3) MAmtEREEAEE (M, BEENA SO (4) RILEOHIEHR [RM/EZ YV —ERH |4) BEINOLHEEOFEEDOH 2 EH I
ONDHZERZH D, ] bbb ENDD, ] EENENATI I END D, 77, HEK

4) HERSEXIEBRENOBMEOLDE |5 FEEDOH D BEE [V b E s Hi U ER U, AFI O s k5
#, RSB HRE [HESE, A ToEBENRDH D, ] THZERHD, ([Ep@HE) oES
BEDBLEDONDZ ERDH D, ] 6) BEEODDLEE [FMEICKIT 2 BHEE ) ]

(5) WD EERFEE TR A KTIED LR fEEBRETOERENEYBRERRT, SV |(6) WEDT7 /L a— LERE [FFREENEL
DL BE [RBMERSIEEST L Z &0 i B S R D M SRR D BT T AR D S, ]

H5, ] WBHOT, ERZBUTHEMATSZ [(6) BEMNLPTEEOEBEOD D EHE [K

(6) HEMENE W EREL BT L28E [ Lo ] HoMmMPREN EFT 228305, ]
MIER N EST 228D D, ] 7)) TANPAEOREWERYIZIZNALD |(7) ABRSEXTIABRECROBEXEDH 5 H

(7) TAPAEDOKBEMERERBE TN D BEEREO» A BT [EREEZEZITZ #, BRSEOLLEE [(B&EE, H
BEEEO®H 5 BE [EKERIELEZ T2 5, ] BEMPDLDLNDZEDRD D, ]
ERBH D, ] 8) M) oA [k, AREMALLDL|8) B> KRB [BiE, BRENLIH LD

(8) MEANEXIIIRANETLED H 5 EH ER nNs>Zend5, ] nNsZe08dH5, ]
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Table 1. RBRDHE—ER (RUVIF 77XV UVHEBE, INTV I VEBERIVOT 2 uxvF U HEBRE)
— % M & (RN T TR UERE NS T R FanXvF UoEERE

NWEESDZZ 08D, ]

EILE T DR B O S B BE LM
m, MmEEH, mmEZ Y —ERnH b
n, EREZEALSIEDIBZNLND D,

( TEHEAREANEER] O0ESR) ]

(10) QTIER XX = 0 BEREREDO & 5 BF#F, QT
EEEZEZTZERMLN TV D KA
R EROERE, ERRRIRLIET Y ¥
LMFEEN B D EF [QTEE, L =EHHA
(torsades de pointes# & ¥¢) %L 2 3 Af
REERH 5, ]

WL o B & b B A &2 fFE LT
W5 EE, g R O R RO B
5B ORI o i, WALE H i
LERWEIN TR D, A 2 R
LT ENDD, ]

ASEIRIE K EHE R R0 & 2 B3 [/ L
7T RLF U CERYIAALBEEMRIC X

DIERDET D ERNDH D, ]

13y N L TNRE~DRS | OESR]

(14) EldE [ TalwE~0kE5) 0omESK]

©)

(11)

(12)

HEASEBEXTHERERNOBEEDH 5 &
F, BRSEOL D RE [AF&AE, B
BEEBHLLONDZENH D, ]

Jibd D 2 B B 2 ST A R FRIE 0 FEIK D
HHBRE EMHIERZHEEITLZ LN
b5, ]

FmEMEL WM FREELZ AT 28BF [
MIERZMEBE ST 8D 5, ]
INR L TR E~DHE ] OIESR]
mEnE [ [5.mE~okE ) oEBHR]

9)

10)

11)

12)
13)

(9) WOZEMREE IR G KIED LR
DOHDHBEE [BHIERSEEST L LN
H5, ]

WEVERN BV EREEZ AT 5 B [
RN WEST L2 N H D, ]
TADPAVEDRBERE T NGO
BEEOSH HEE [EEERL I 2 LN
H5, ]

HH I P R R oD BOE AR RE S0 i M SR IR o
bHorEE [HIEmNHERT 52 L0 H
5, ]

EE [ TamE~0&E]
| OHESR]

N

(14) NEZE [ VNRE~OE L] OEZH]

(10)
(1n)

(12)

(13) [ L) &)

2. BEEAREANEE

(1) H>PDEREZETIEFIHFEZENH
v, BEREMHOBENEHDLOT, Z0O
X o RBE RSB R ICE&E
BAEEF T 5BICITRE ORE R OH
OB EZIERRERSBET L L,

2. BEREANER

) 95OBEREZETI2BHEIAESEND
D, BEEROBZNRHHDT, ZO
£ R BETHE BRSO
HEBAEFTILEICITERFORERLD
WEOENLZERELBEI DI L,

2. BEELEANEE

(1) H>PDOEREZETIEHFIHFEZEN S
v, BEREHOBENEHDLOT, Z0O
X0 BE RS AR E
BAEEF T 5BICITRE ORE R OH
OB EZERESBETLIZE, &

(2) RZz, B, BE, =y 7 %BE, RNIR, |2) R, B, WE, =y 7 %E FR, B, D00 - 9 DUREELUSL TAFH O IS
SR, BOR, BOENE, @k, T ZoRIrE, B, BORNE, @ik, T LRDEBIIBVWTL AREROLZE
UTFEEB TS, R, BRI VT REEE NS, B, RS NRHH, SHITHO8 - > DIREEE
bobhdZ EhHESNTND, * LoD EPHmESNTND, F IGELHLIOT, ZTOXIREBEICH
o, WRBERIIHLATIERVA, Zh 7o, WERBMRIIHL L TIERWDR, Zh HEEECBE LB oRETDHZ L,

b OFER - TEI Z R LIERIIZE WV T, OO - ATEERLIEMICEWT, [(2) A%, BE, BE, N=v 7 81E RR,
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Table 1. RBRDHE—ER (RUVIF 77XV UVHEBE, INTV I VEBERIVOT 2 uxvF U HEBRE)
— % M & (RN T TR UERE NS T R FanXvF UoEERE

(3)

(4)

(5)

(6)

(7)

EWEROEAITIAZSE, AFKD
X, ETEPRESA TS, BEOD
KB R QYR RE D2 L &2 7R < Bl
HEEBHIZ, TS DR O BN
SNEHAEICE, REEZHEEET,
AR L, TIld 57k CEy R AE
ZITH 2 &,
HERABMTOBERMZ <D, B&
B BFEO L5 BEHEICLTT 556
WX, 1S DT B % /N RIZ & L
HDHT L,
FHEEICHRSESSB RN, HE, K
B DL M D 4T B 0 AL i VIR
FKEOBEARDLDLND U R THEIZD
WTHa B 21TV, ER & BRI
ZWMOAI LHICIEETDHZ L,
DHEM, E LS, smEZ J—¥
NHLDLNDIERHDDT, KEES
ik, EEME - IR\FRELZNEL, 2
NS O NTGEITIE, B, KREX
I 57 EHE R AEEITO L,
Brlo, M EXIIDERBOH S5 BHICE
B3 585460, AAEERICEYIC=
re—n L, EHMMICHETSZ &,
R5, DFWVEREZLIZEERHDHD
T, ARG HTOBRFIZIX, BEHEOE
MGG R 2 P O B O BEICIEF S &
RWEOEBET DL L,

Bhdik (EBOHRIE) 1Tk D, B,
R, Wk, RRaR s, S EL, MEARFEE
oy, BR, SR, o F Vv, KR, §H
i, B RIER, B, WoRiEEhEEE,
PG, RV, DN, BAOEGE, TR,

3)

4)

5)

6)

EEEBOEAITBZEE, B&E
X, tETENRESNTND, BHED
R OIREOE(L 2 FEER BIET
HELEBHIZ, TD DR OB EN
ENTHAICE, REEZEETT,
el E L, PIET 57 Ol Y] 2 AuE
EATH 2 &,
HEAHMWTOBRBERAZH <D, B &%
BEENBH LD BEICNSTT 54
W2, 1B o0 B E R/NRIZE &
WH Tk,
FHEEFEICHRESESSEEMEMN, HE, &
Bk, BRI S 04T B o A0 K OV LB
KEBELANDLDNLD U X7 FEITON
Tt E4T, ER & BBIEK &
Bh&aEI> XoBETLZ &,

R&, DEVWENRERZILIZENHHD
T, KEITEGFOBEFIZIEL, BEHEOE
MREMIRZ ) B O BIEICEF S
TONEHIEETH L,

mILEZ V—=8, IEEFIHSbND
IERHDZOT, WEME - RIS E
HIEL, BENBONT-HEITIE, W
&2, RIEXITHFIET 57 CE b e i &
152 &, B, @IMJEIILDEERD H
LHERFICR LTI EMMICHEIET S Z
L,

(3)

(4)

(5)

(6)

SRIBE, MR, BN, EEik, T
VUT REMER AR, R, BUREN
HbobNbdZ ERREINTND, F
72, WERBEBRIEIWH S TIER2WR, Zh
5 OJFER - TENZ KR LIIEFIIC B W T,
B O MIER O BT B & A
B, BN, mETAEPBRESI A TY
b, BREOIRER VREDOELZ EEG
SHET AL LHIT, 2D DORER DN
ERABREINTZHAICE, REEZHEE
9, AR L, PlT 57 Sw#E
RAVE EATH Tk,
HERABMCTOBERMZ <D, B
HmBRBOONDBEFICLTT D54
20X, 1ES DT B % BRI & L
HDH T &,
FHEEICHRESESSB &AM, HE, K
BV, BRI MEE OITEI O AL K NI
KEROBMIEROELARDLDND
AT EZZ DWW T EIT, ER &
BEICHKERD &9 L) ICEET 5
Z &,
FEEERNL LN ERH DD
T, i EJFREEEMR A (AST (GOT) , ALT
(GPT) , y-GTPEUHAE U LB %)
IO &bz, BEOERE+0IC8
8B]L, RENPRONEZHACE, BE,
REE TP 35 7 i Yl 7 AL iE % 4T
Sz &, [Tz, MEERS) RO
[ERARREMER OES ]
DM, mE RS, SmEs vV —+%
NHLOLNDZENRNHDHDOT, #HE M
JE - BRI 2HE L, RENRBD LN
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BT mAE PR E O3f%) BNHE ST
W5, ]

2)

ZEREINTWANHELEZHFAERIC
BWT, AR OEE, MFWRHH, &
BREXVLELT D, BEDER S RO
JER D HEBERZICH bbhi- L ok
NdHD, WEFRE L TIX, FPREH,
F7 =K, HIEW, FAIE, (KRS
= gLEE S, R, KiEEE, R
T, MEELE, KEITHE, Eik,
<&, BHIWYE, Frfetk ol & Nk
EhTwbd, ]

BT OWA~OEEIXRET 5 Z &R
EELWVWR, RSESTERETLIHAIC
IEALEzRTFSEDZE, [Ty PED
t R THHT~BITTEZEnHES
nTns, ]

(2)

7. NEE~DOE L

(1) EHAKER, HARE, LT, $hEXT
NI D A M B OVEE A T e ST
LTV,

WA TEME L 727~ 178 DK 5 D% M [
= (DSM-IV¥Z BT 5 05E) BHF 2514
E L7 TR REERRBRICE W T
ABNOHEWENER TE ool ®

(2)

7. NRE~OES

) DNERHCHTDLEEMEMS LTV

V(BB )

AHN O NN ZE T D A 0 K OV 4k

FRAET B0 ORBRIIIThh T\

U,

3) FEITBWT, WA THEM I 7185 B
TOKH DJFHEREE (DSM-IVXZEIT 5

2)

7. NERE~DOE L

(1) EHAKER, HAR, LI, SR XT
NI D A M B OV A T R ST
LTV, [fFEHARERS 2, ]
WO TERBENTZT~1THD K S OW M
22 (DSM-IV-TR*ZH 1T 55 8H) BE
Txtge & Uiz 7 7 &R xR o g KA BR
WCBWTAHDENHER TE hoTz &

(2)

PFIZER CONFIDENTIAL
Page 20




Ry T 7 7%V ER
1.7 [ [ h it — T3k

Table 1. RBRDHE—ER (RUVIF 77XV UVHEBE, INTV I VEBERIVOT 2 uxvF U HEBRE)
— % M & (RN T TR UERE NS T R FanXvF UoEERE

WEND D,

* DSM-IV : American Psychiatric
Association CKEEMIEFEE) O
Diagnostic and Statistical Manual of
Mental Disorders, 4th edition (DSM-TIVF4
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18 R OB MK B ENRLE LT T
EARHERRICBIT S, 77 ERITHT
LAEKOBZRITE - BREEDY AT
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Association CKEEMHEZS) O
Diagnostic and Statistical Manual of
Mental Disorders. 4th edition, Text
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