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3. of (BAage) Y
t SO IS & O O ENTIEIC L D E LRy T 7
7 ¥ ENODV OEAFAERIL, WINHH30% Th o7,

4. HEER WGEAT—4H)

M /AARY K—)L W

TEEERRA 25 Bl T 7 7 %2 GEREEFA]) 75 mg @ 1
A 2 EIRERAOES FIZBNT, ~"amXY R—L 2mg Z0FHH
Elfe 5 LIEMBIRE 2 BEt Lz, Rk e XY F—1o
AUC 1359 70%H8 M L 7=,

QTFNTSISLY

TEEEERA 16 Bl T 7 7% GEMRBIEERAD 75 mg D 1
H 2 [BKEROES TIZRBWT, 777V T A 2mg Z0FHH
HERE O 85 LRWERE A Rat Lz, DFHICL VRV T 7 7%
U DOHEWENREICIZ & A B A LN T2, TV T
V' Z KO AUC 3K 30% LTz,

BA42F53219

THRA IR RAMVT 7> (FETHRREIT CYP2D6 12 K 2 RGH)
LA T 2= b A2 (FEERBEET CYP2C IZ L A1) o
REDSEVVEERERR N BE 27 1% 2 B SREICIEES I ZEI 0 AR, X
VI 77 x vy GEREBMERAD AR AL FICBWT, A
2T I UEAKER NS URYEEE R Le, PRI
L0477 IV OERYBEBICEEI L SIS To A, A2
T I UDEEREYM TH LT T T I D AUC 1 35%H0
L7,

@ 7 kaFry—L @OFIXERERFEST) 7

e A (CYP2D6 s CHIRERE[EM] 14 i, CYP2DG6 (AR RERE
[PM]7 ) (24 k=Y —/L 100 mg % 12 BEEEIC 4 [FFE O #%
HL, 20 3 BHICRVCT 77 x>y GERBUERAD % EM
I1Z1% 50 mg, PM (Z1% 25 mg % ff BB 3 5 U SR BhRE 2 Bt L
72o BHAHICE Y. EM TIERV T 77 %3 KT ODV @ AUC
DPEETENZEI 21%, 23%HEM LT, PM TIEPFRIC X 5



F77F% D AUC KO Coae DZALIR OHFEFHIT AN 51 &
i LT, ZNEI-1.9%~+206%, -4.8%~+119% T 0 2N
—HBLTWahotz,

G)YVAFOUW

TERER AN 18 BT T 7 7 F v FEBRIELRAD 50 mg % 1
H3mE, v AFT 800mg z 1 H 1 BIJFAKERDES LEY
A mE Lz, PFAICED ., RUTT7 7% D AUC 13K
62%IEM L7223, ODV IZITREB L 52T, _vIF7rFv ok
ODV ® AUC OAHAE & LTI 13%DENINTH - 7=,

6 A rZFAA—)LY

TEFERRA 18 Bl T 7 7 & > v GERARLIA]D) 50 mg % 1
H3EKOA FFrr—/1100mg % 1 B 1 [EPFHRIER A #S
LIRMEhRE 2 at Lz, OFHICE Y, N T 7 7% DY
BREICIZ A CRBIAONRDSTR, A T rE—10D
Cax & AUC [ZZNE 39% & 33%HBE0 L 7=,

MNHYIVARY KD

TERER A 30 BllC > T 7 7 F v GEBRIELRAD 75 mg O 1
H 2 BIKER O G TIZBWT, UARY R 1 mg &0 HE
BORS UEYWEREEZRF Lz, NV T 7 7 v 0RyEhkE
WIZE A EREBIIA N1z, BEFHICEY U ARY Koo
Cnax 1 29%H400 L. AUC 1Z 32%H4N L7223, U AU Koo
TEMERHY (-8 Fr¥o ) 220 RY) ROYRIEMEME (V%
NRY RE 9B Faxvl AR RUOfEh) & LTOREX
b ThoT,

@) 1vsFHeENL 2

BERERRA 9 B~ T 7 7 3 (FEIRIUERAD) 50 mg
? 1 H3EREROFREGTFIZRBNT, 4 27 B 800 mg % ff
FAHLEIRE N 5 LB A at Lz, fFRIck Y~ F 77
XU OFEMBEREITIZ & A EBIIB DN ST, AT
F B D Coax 1% 36%8 L, AUC 1Z 28%I4 L2, LasL, fE
BERRA 12 FlICAHK] 75 mg 2 1 A 1 BERA#ZS TIZBW T,
AP E/L 800 mg AOHHHEIRE NG LTz & & 03y EhhE
T 2®METIE, XU T 77U ROAS YT ELDIEY
FREICIZE A ERBIIA DN D 0T,

O VFILD

TR A 12 B> T 7 7% GEREERAD 50 mg % 1
A 3[E 7 BREREAEESE%, U F 724 600 mg % OFF HLERE 05
UEWBhRe 2 it L7z, BERIC L 0 . U F 7 A0 RpBhie 113,
1ZEAERBIIA LN DT,

10) AT EEL

HEHERE N 16 BlIC A"~ E L 200 mg & 1 H 2 [ HMh R
A#EH IR T 7 7F 2 GERREEAD) 50mg & 1
B 3 EFARER DS LERBEEZ R L, X777 %
VY ENINNRT B ORYBREIZIT E A EREI R LN
Ofio

(1) DF7EIRLD

TEFERR A B 18 Bllc v T 7 7% v GERIERAD 50 mg
Z 1 B 3ERERDBES%, 7880 10 mg 2 fFHEERO
Bh LEYEiEEma Lic, fFHICEY ., "I 77t
DT B RADOIEYENHEITIE & A LRI LN T,

(12) kLTHZ K™

TEFERRA 12 Blic_> T 7 7 % v GERERFA]D) 37.5 mg X
£ 75mg & 1 B 2 BEEROEEGH, M7 4 IR 500 mg & 0f
JAHER O & E LR EiE 2 Rt Lz, DFRick D, ~v5 7
7X VUKD RLTH I ROKEYBREIZIZE A EREBITIALN
o Tz,

5. R Htt BEAT—42) 7

ek A B 9 il UC Rk 5 7 7 ¥ 50 mg GERUE
A & WERE NG Uiz & & B 5% 48 RE] TRBURBED 87%
MRS S du, E ONFRITRZE(LIK (4.7%) . ODV (29.4%) |
ODV D7 /L7 v VERIER (26.4%) . = OMoOHEY (26.5%)
ThHo7,

(1) BHEeEERED

BHRERERE IR T 7 7 F v GERIMERAD 50mg & H
EIFE O LTz & & REMEK T ODV O AUC /L EH#RE DK
TICHEWNEERT BB N A STz,

N - _—— AUCq., CL/F* CL,
S i JHI 1 v T
PIE B | WEDE (ng-h/mL) (Uhvkg) (mL/ke)
. KRB 494+483 2.1+1.4 73437
33 18
RERRAA ODV 2044880 | 0.36+0.15 96+36
KRB 458+244 2.1+1.8 36+12
[ X ﬁ% 6
B oDV 2821886 | 0.26+0.07 65+26
AR 5 KRB 844+839 1.3+0.6 37+16
W oDV 204741045 | 0.46£0.25 46+17
* ODV TlZ CL/F/f,
S AT YR 7

() FFigeEEsE >
Child-Pugh A X I3 B DIFHRERFEBE IRV 77 7 ¥ v (R
HALRIAD) % BEERR 0B L7z & x| FHEREAY K 0 IRV R O
ZAARD AUCJL i\ MEZ 772 L7253, ODV @ AUC I IE—ED
BIEA BT,

w0 | REE e s
cwsran | + | ne EREE L e
cwsnan | 0 | ns ERLE D e

" ODV TiZ CL/F/f,
T RehREE 75mg & LEBA OB L L TRR
AT R 7

(3) CYP2D6 ;EIEF LR B DEWBIEE O

CYP2D6 O AT L 0 @A (EM) SRR (PM) 12457
SN TR NI ENENARSF] 75 mg & 22 JGRF R O & 5
Lz & &, RE(KE ODV OI#EF IR X CYP2D6 KEA D
BEZTH I ENRBR I NI,

CYP2D6 N e Cinax t AUC,...
Jesm) g | BEWR | & (%W&J
EM 7 KA 40+14 10.9+2.4 5914246
ODV 104+27 13.6+3.2 30784838
PM 6 ARZARIR 99+11 12.7+1.8 25484451
oDV 23+12 14.4+3.6 8441329
SEEEHAT R 72

4) FitehfseT?

Ny T 77Xy GEHRBUEEA) Z iR CEEE G 244 mg/
H) ofilm 6 IOEFREBIZBTAXT7 7 7% L ODV
OFLHHFREIXMSETRIEDETNEN 25 /5L 2.7 TH T,

(47354 )

GBI BT D R AR AGEOMEIIA T LB Tho Tz,

(1) —EERLEHERY

9 O¥F - ) DIRRED B H 5t g & LT, AH (75 mg i 75~225
mg) XL 7k R%E 8§ MG LR, FEFHMIEAE TH D
NIV b2 OFFHIRE (HAM-Dy) &t sl OGN 12 36
FHR=AT AU DEOVEERIITEDEBY THY | AF
(75 mg) OF ZRITKT HE-MED TSN,

HAW-D, &3t R DEHNE TS5t RBE L DLBRE

BeEHE | Bl HAM-D,; & & F A D fE 7T R L Ot
(R ) 0o
~—2 | & R—2 TR 72 p i
4 | A T4 [95% 15 4E
i§ NHD X [H]
At
75+ | 184 224 132 92 — —
R 4.10) | (6.73) 6.78)
75mg | 174 226 11.8 -10.8 1.50 0.031
A (4.05) | (7.20) (7.26) [0.14, 2.87]
75~ 177 223 12.0 -10.3 1.12 0.106
225 mg/ (4.00) | (6.69) (6.55) [-0.24, 2.48]
A R

a) RIEREAZ N, N—RF A > D HAM-D,; Q etz 258 & L- oy
DHTET IV




(2) REHTEHR

DO+ ) OIRIEDBE E MG E LT, KH (75~225mg) ik
K52 WG LRSS, 18R Ak © & 7B E CIXREIEICD
T2 VLD ORRDHERF ST,

HAN-D, &5t A OB (FiE (EERE))

A %k HAM-Dy; N—RTA
Bt b OB E
NR—AT A 297 15.8 (8.30) —
8 i 292 8.5 (5.74) 7.4 (1.57)
24/26 # @ 253 6.7 (5.46) -9.4 (8.36)
44/52 31 198 5.4 (5.41) -11.0 (8.04)

a) B2411264 X5 24 ¥, 818-JA BRI 26
b) B2411264 A5R1% 44 i, 818-JA #XBRIL 52 il

(€ $E 3:)
(OIS 21EA
1) ~ v AR CREBIRR & G L7 2,
2) ~ v AGREIKUKEER I o\ C BRI & A L7 0,
3) 7 v MEHWEESET VIZE W CRBEEEE SR ES R E R L
71—: 34)0
4) T v MNEEF - BABEET MTBWTH S 23 EER 2R
L7z,
QER%F
1) AEKFOFEERFEMTHD O-BAFARTT7H
(ODV) % in vitro IZBWTT v MK+ 7 b Y — L5500
BT LH e h= KO T R U OB AR
EEMZRL, R OB IARIZK LEHWLE/ER %2
RLE invivo lZBWThtr h=r KOV LT RLUF
U OB AHMEEAZR LY,
2) 7 v MATEEEEREICRK T Dflastt e h= RO VT K
LU O Z IS E7208, Ea b= ok
—iEENOBECTH oY,

(BRSBTS EILFHIAR]
— RN TR R T 7 7 % v U HEEYRE (Venlafaxine Hydrochloride)
b
1-[(1RS)-2-Dimethylamino-1-(4-methoxyphenyl)ethyl]cyclohexanol
monohydrochloride
éj\%it . C17H27N02'HC1
4y 1 313.86
e
H3C/O H3C\N/
v.J

CHs

OH  «HCl KU EMEAR

PR R T 7 7 R BRI AROM R TH D, KT A X
J = ZEITRT K, = F = (99.5) ITRREITRTV,

(B2 ]

A7 =7 % —SR B 7/ 375mg : 100, 500 /7 7 & /L(PTP),
100 7 7w (k)

A 7 =7 %—SR H7E/N 75mg : 100, 500 5 7&/L(PTP) .
100 7 7 & ()

[XEXR]

D) wENER AR

2)  HNERE: BRIEBATIE (U ) (GTR-17290)

3) k&R itk (F v B) (GTR-17952)

4) Tlett KF, et al. : Br J Clin Pharmacol. 53(1) : 17, 2002

5) Emslie GJ, et al. : ] Am Acad Child Adolesc Psychiatry. 46 : 479,
2007

6) Hammad TA, et al. : Arch Gen Psychiatry. 63(3) : 332, 2006

7) Harvey AT, et al. : Arch Gen Psychiatry. 57 : 503, 2000

8) Debonnel G, et al. : Int J Neuropsychopharmacol. 10 : 51, 2007

9)  HENEEE: ENE 3 B (B2411263 3ER)

10)  #EPNERE : RIS 2 BEHE 5ROy EIE (156-JA
)

1) PR RS AT 2 RKAE R 5ROy ERE (153-JA
A R)

12)  tENER  EYEIRBIC BT 2 RFOLE (156-1A )

13)  HNEEL : X XTSI (invitro)

14) W& AU F—r & O A AER] (95-059-MA FRER)

15)  Amchin J, et al. : Psychopharmacol Bull. 34(2) : 211, 1998

16)  Albers LJ, et al. : Psychiatry Research 96(3) : 235, 2000

17)  Lindh JD, et al. : Eur J Clin Pharmacol. 59(5-6) : 401, 2003

18)  Troy SM, et al. : J Clin Pharmacol. 38(5) : 467, 1998

19)  tEWNER: A N T aa—L & OFRYMHEAIER (132-SW iK5R)

20)  Amchin J, etal. : J Clin Pharmacol. 39(3) : 297, 1999

21)  Levin GM, etal. : Psychopharmacol Bull. 35(2) : 62, 2001

22)  Jann MW, et al. : Eur J Clin Pharmacol. 68(5) : 715, 2012

23)  Troy SM, etal. : J Clin Pharmacol. 36(2) : 175, 1996

24)  HENEE: IR~ B E Y EOERYHEE/ER (133-UK ilER)

25)  Troy SM, etal. : J Clin Pharmacol. 35(4) : 410, 1995

26) AR PAT Y IREOFEMBEEM (118-US #ER)

27)  Howell SR, et al. : Xenobiotica 23(4) : 349, 1993

28)  HRNER} BT BE ISR D DBk

29)  ARPNER : IFREREREE B T 1T D BB RE

30)  Preskorn S, etal. : J Clin Psychopharmacol. 29(1) : 39, 2009

3D tENEEL R GAER (B2411264 3R, 818-JA FER)

32)  tENEEL - RETERERICB  D EE I REREERN (v T R)
(RPT-43898)

33)  HRPREEL : SR KUKRER I 1) 2 BRI ELHEE A (7 X)
(GTR-21946)

34)  HRNEEL EEMEESE T VISR DR E IEDR (T
v ) (GTR-21948)

35) AR RAE - BAEET VSR D BBTENN T D ME
M (G

36)  HNEE: Ty MY Y —AICBT5E S T I VI IA
A PLEEH

37 HNEE: Ty M RIMETEAEIC ST 2 #lest 5-HT B LU
NA JEEEHMIER (RPT-43824)

[SCHRRE R 5]

[EFSCHR) (SRR OGRS E E L TH FRICTER T &0,
77 APt RERE 2 —
T151-8589 HURHEA R & A 3-22-7
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N7 7 7% ER

1.8 isf30E: (R)

1.8.2 ZhiE - 2 () , Hik - HE () KOZOFRERIL
1. 3Rk - R (R) RBZOHRERIL

1.1. 3088 - R (B

RE - R (%)

RS IREPESIN =

1.2. %086 - R (B) BERA

K OIRMEREE A2 AT 2 B 2RISR CIHE L 72 A KD 77 & A% B S M iR
(B2411263 &BR) (28T, EEFMEE ThH 2D HAM-D; Gt DR —R T A L) b e i&aHh
Bf (LOCF) & CTOVHELEIZOWT, 75 mg BETIET 7 v RBHCRHT D EBME RS, 75~
225 mg BECII /RS20 7o, FANCHUE L7-BIRE FIEIZ LV, 75 mg BEO B EDRAE S 1L
72o HAM-Dg 55153 L OYMADRS A RFAUZEWTE, TSmgliix—BH L T 7R EL D KX
IR RAE IR L, EMATIC L DRERAEE ST 2, 75~225 mg BElX, HAM-D; &5, HAM-Ds &
5, MADRS At OWTNICEBWTH P T REL Y KRE AR E %27~ L, HAM-Ds & ita%
L OYMADRS G5 TIET 7 B RBEE OEITHFIICAERE TH Y, AN R I, 35 L
L72AMNERBRICB W T, 75~225 mg BElX, HAM-D,, & &t s, HAM-Dy &t 5, MADRS & &t
T I BRI RERDRETRL, TOERITFEFHOIHEThHoT, iz, HoERAICK TS
FEROLIN S, BFEHMEORENS L XRKEEOHBRE T, 77 RASEHAERICB TS A =
T DL BN S L R DR H 0, ZOFERE LTARKIOHMEN L MR Z & n
R STz,

HARANEWRGHOFREENG, M50 R TH o T2 BRE TR OB IERD 6T, %)
BIIFi T 5 Z eIz, 72, 5L LI-AET X 2EIEREF IERBR OGRS, K
Ala BB E LEHEEICBNTH, I OROAME TRO ONTEREHERFL TWD Z LR S
iz,

LLEX Y, RAIOK S SIRVEREE BB ST 2 HMENED bNIZZ L, BEFHEOEE - %)
ReBBIT, RRIOMEE - 0K () & 1558 - 5 oKHE) & LIz,

2. itk - AR (B) ROZORERIL
21. - AR (B

Mk - R ()

WE, RAZIERCT7 77X LTIAI S mga Wi AHE S L, LAZKEIVIA7TSmga1H1
EEBICR ARG T5, 7ok, s, ERICE U1 H225 mgZ B 2 72\ O FPH Cl ek % 23,
HEITIEMU EORMREEZ HFCTIHEHAEL LT5mgd o179 Z &,

22. ik - HE (R) RERHL
2.2.1. B

AFI1 B 1RO 2T E ZITFBOWTHOREHIITo 2B AICB N Th, RUF 7 7%
UBIWEEREY TH D OB A F AR (BLF, ODV) OIEMEHEIEWVIRS HivT, K
FIH AR 5% OMERR T 7 7 2V U BER IO ODV IREHBICBEO RIS N>
e, LY L RBEOFN LY EWERENEG SN LD BBEE L L, K)ok
PEEaxtg e LIZENHBRIZT X CIHIRTERBL TS b, 1 B 1EE®RESE L,
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NyT 7 7% ER

1.8 isf30E: (R)

1.8.2 ZhiE - 2 () , Hik - HE () KOZOFRERIL
2.2.2. BAMEHE

E NI 53R BR BT DBt EARZES 7 BLNICRD SN EFELRORHESIZONT,
BRAE A& 37.5mg 1%, 75mg &R TREZREWNIRWE OO0, BEEOHERROFEIEECH
IHC B S =B EFGORGIHRD 572, H190 DIEOIRERNR 1B b d E TICEBAEM 1D 7=
W, HREMWGET 22 LIFEETHY, BEOFEFRFGEOFILICE > AEFRLOEG MRV B
AR 37.5mg 1L 75 mg LV AFIOBIGHEL L THENTHL EEZ LN, LIn-T, Bth
H&E% 37.5mg & L7z,

2.2.3. S EHIR

ENERRBRTIE, XU T 77F 0 BLUORC T 7 7 %2 OB O 5 b B 23 4y
DBEZFIZBNT 4 A TEMRIEBICEET 720, HEIEGFEL-AEESLIT 1 BRLINICREHE
T5EEZ, HEAMOME CTHETE D X IR E Lz, TOME, ENEH®R5HREBRICBWT,
HE LR TmBFICHRT, HELZBE TAEFSR, EEORFEHRS, EERAEFRBL
O 5 I E - A EFGZORRABENEEICEL 0D Z Eidehote, Le-T, RO
HEMEE 1B S Lz,

224 BEHE

O% I 2 FHBR (JRBR No.220-JA) 1ZBWT, HAAN I DFHEE T 75 mg/ H DFIMEINRIE S
N2 &, ONEICKT KB/ NMIHEIZ TS mgH THDHZ L, @Meyer b, Tu b=
FE AL EERIC L 2500 SIEHZ +2 I8 T 2 720121%, Ekotr b= 70X
W= O EFEN 0%, ELETHD L L, AHITIE 75 mg/H T EHAZDN 80%HE Th o7 &
HLTEY, BHARANESNENTARAIOIEYBIHEIC K X B WX RN &, @F 37 7 RxR
AER (7A%R No.B2411263) (IZBWT, XU T 77X ER75mg/H (EEME) 077 ERIC
KT HEEME N REES NI Z D, WEHEIZ T A 1A 75mg & L,

225 R AR

OAFIDBARZNTWDHHI 90 #» ELLEOFTRTOET 225 mg/ HEL ETH Y, KEICBIT H K
9 OJRPEREE COE 5 RIL 146,10 mg/ A TH Y, HDHFEEOEIE DK H Stk BEE M
225mg/HETHELTWDZ &, @75~225 mg/H £ TOMiEE THEI S =K ) DnikEE %
%G & UT-AME T 2 R REER 3 5B (JA%R No.209-US, 211-US, 360-CA) (Z31F 2 RERK T
B ) 1 AR G8ED, TNEh 176.6 mg, 175.0mg, 140.8mg TH-o/-Z &, @FE3IMT 7k
At FREER (JA%R No.B2411263) 1238 T, HAM-D,; &35, HAM-Ds &35 LU MADRS &
FRONTHOFMIEREICB N TS, 75~225mg/ BlE, 77 B REEL D b RE Q2L E2RLTE
D, HAM-Dg & t/538 L O MADRS &SI BW T T 7B RBEE OEITIHEIICAEE TH o122
&, OBFHAEWEECEHE CHRNB A Lo - BE 7 EE NI T, 75~
225mg/H %, 75mg/H LV RERWENEOLND I EDRBEINTZ L, ©B2411263 #lkE X
OE Wik 55858 (7558 No.B2411264) (28T, 225 mg/HIZHIT &M L OERFMECH
R ol=Z &, @©HFERR TITEEVERE ZET2EBENNDLZ N, L0 ED 5D
BEZBEYNIRHET 72120, ERICE T 1 B 225 mg 28 2 72 WP Tl e 25 2 &
WE LB 2T, LIeR-T, kMRS 225mg & LT,

PLEX Y, KFIOHE - A () %2 HEE, JAKERCI7 77X LT1 H375mg &
MWHEEL, THZEELIY 1H75mg%x 1 B 1 RRZICROKET 5, ik, Fin, ERISGT
1 H 225 mg %48 2 72\ VvEPH Cl B3 2 23, a1 EEU EOMREEZHITT1 BHEE LT
75mg T 17H9 2 &, | & LT,
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1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

1. EAEOER (B) RERL

EH EOVEE (R) 1%, P9 H 4 A 25 BATEEREE 606 5/EAE I M@ [EFRHEER
R SCEOFEHESEIZ DWW T, [F BAHSERE 607 S EAE KB R Ramsn [k H =35 o4 H
FOEEREERIC OV T L, AA O ENINEIRREREAE, 7 7 A P —ftoe¥EPK Y —
I (CCDS : Company Core Data Sheet) , AN KEGAF SCE IS L OWN R FEREEL, 70 5 ONC
[FFERIZHIEO AT EEZ B EBIRE Lo, RBEET 23M2 T —# B L OFERICOWTIE, #
IEAR BRI R R I it~ 5 T EooikE offsn) HFICiidi L, HEEMMEZ X5 TET

b5,

HH EOEE (%)

A EARPL

(2R (ROBHEICEEBRESLGEWVWIE) ]

b SR

(1) AAND AT %E Wi BUE DBEERE O & % B3

ARAN RS I BUE DBEE D & %
S, ARG X0 BEUE N
IS D AREVEDS B D 72,
CCDS |[ZEDSZFRE L7z,

2) £/ 7 UBEERE (MAO) MERZ&EGHH 50 iF& G54 1k
#%2BEMLUNOEE [ FHAEER] OESHE]

Hi 9 o3 L MAO FHEHFI DA
TEREE SN TS Z L

5, AHFID CCDS IZHESXRE
L7,

(3) EEDAFHEREREE (Child-Pugh 4338 C) O ®H 5 BE [R5
N, AFIOZ VT T ABMMETL, MPEEN EFRTBZN
Ndd, ]

YR ERERE IR T A
R BRZ Fhi L T\ enWZ & &
ME 2 TRE LT,

(4) EEOBERERESE CREKMKAIEE 15mL / min Kfi) O 5B
XIXBr OB [HRARBRS DRV, KEIOZ )T T ANET
L, MAAREN EFTIBZNRSH D, £, AANTBFTTIHIFEA
ErE g, ]

S ERR AR F AR (111-US) (2
BT, HEEEHERTEER
KW, HERRBAT B TR
(ZEEAAA O PR EFL
Ll L EBEARE L,

[%h8E - SIRICERET SFERALDEE]

PO OBIOEGICL D, 24U FOBE T, BRSE, BEE
KU A7 BEINT 5 E0MERH D, iz, AFOEEIZX
0, KR 18 AT DK D SRR ERE TIE, 778K &g
L CHZSE, BREXDOU R7NEL 725 [ REtEI v RR S
TWb 72, AROEEIZHTZ>TE, VAT EXRXT 4o b
AEETLHZ L, [ UNEE~o®E) [ZofioidE) oF
2]

1

INFRICHER T OIS I I OSSR
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D HIET v MR T 7 7% 2 30 mg/kg/ B (AUC 12565 < B
72 L CERRMREE RO 0.4 ) ZRROEG Lol &, lRIE
DAL T R IR EIH 258D bz,

N HERT » MIIEHERH TH D O-A T AR T 7 7%
22100 mg/kg/ B (AUC 12865 < Wi B bl CRRRIRE &0
LTS ZROKG LEE X, ZIREBOK TR b,

HIFRTYXICR T TRy o eRn&kE LEERT, BIE
~OBATHRED BT,

FERAMSE 2, CCDS IcES&
PRE LT,

2) TIHAPOWANITEGZHRET D ZEREE LWVR, RaET

BHES AR s sEs 28, [y FEDE R T

HAFICBITT D Z EnESNTWD,  ( [EYERE] OIF

ZH) ]
7. INREADERE AL 94 4 A 25 B33 607 &
() RHAERER, FrAal, LR, S ONcx 268000 R | EERBEBEMCESERTL

O M ITHENT L TV R0,

2o EWNTIE, NEFELZSRLE
U 7 B AR RER 2 920t L C V7
Y,

AT L 72 T~17 DK 5 SfFttlE® (DSM-IVFIZEIT 5

) BEEXG L L7 7 2 AR s RERARRER IV TARF O

BIWERHER CE RS2 L DWEDRH D,

* DSM-IV : American Psychiatric Association CK[EREIEFE)

@ Diagnostic and Statistical Manual of Mental Disorders, 4th edition
(DSM-IV AR B D2 - it~ == 7 1)

2

MR CEEZ 2B, 1~17
DK D OIFMEREEZ G L L
7o A EER IR SR Al AR | B D & %
E LT,

(3) 18 FERM O IREZRR L L7 T B RXMRBRITB 1T D,
7T RRICH T DAKN O ARATE - AREEDO Y A7 & 95%1E
FEXENE 4.97 [1.09,22.72] TH Y, KA GHRHZARATE - A
BRABEOY 27 BN LT EOWEND 5,

INFRLEIZRBIT 23 EICEK O
FRE Lz,

8. MWBEKRE

WSO TR BT, AFOBERE, UIEICT L a—1L %
P L7eARIOWER G RHRE I NTWD, meERGICE 2 FERIE
Wi, #Ek, EikL-roZib, EEE, BIE, mEHTHY, LEX
DA (QTIER, W7 r > 7, QRS DIER) , L=EMHNR, IR,
R, RSSO RRIE, REsMED EV, FFIEESE, o b=
FEROSET HRE STV 5,

AE - B R EFANTE SN TV, MBS U TROEHER,
BRI NEZITV, B, EEREGEOBEYIRLEZITH Z &,
TS D B/, — 7R RHERTE & & BT - FRRgRED
=R —EATO T ENEE L, KIS ARERRE VDT, J#ifl
IR, FHr, MR Ol i L dH £ D IR TR,

A\ E S R 5T 1% 2 e PE TS A g
¥ %, CCDSICESEHELT,
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1.8 IRFI3CE (%)

1.8.3fH EDFE () KOZE OB EIRL

HH EOEE (%)

A EARPL

9. BWRALOIE

EEFIZZ 4B : PTPALE DO FRANIPTP S — R HE D H L TR 5 &
IFETHZ L, [PTPY— FORRAKIZ X 0, FHOELA YR8 R
~HIAL, BB E B 2 U CHERIFR Y% O EIE e A OHE 2 0F 5%
THZERFEEINTND, ]

H AR ASE A O H R LA
POEFIHELE LT, ERNOK—
L7osbiic S &R E L=,
(CERE 84E 3 H 27 A B HKH RS
240 =)

BRAAE: « AFNIRBEHERAITH D720, 7B LONEYE T
V, TVORLEVET, TOEEWETICRTTE L HHET S
&, W=, T0oRLEY LTIRAT S &, AEIOSRTE
Nobi, MHPEENEAITIBENANNRD S, ]

AHNIHmERAICHD Z L &
B ¥ 2, CCDSICHSXH|EL
7=,

10. ZDHDEE

(1) ML CHEHE L7 K 5 DWMEEEEOBMEEEZ AT 5 BE &%t
Geb LTe, KAlZGHEE O SHI ORI~ 7 & 7 R IR
B ORGP RICBWT, 24 FOEE TIE, BEASESH
BAEKOIBLDOY 27 35095 SFEGRETT 7 B REEE g L
/o,
72k, 25 L EOBFICBIT S ARSESCHREXOFEIO
27 O EFITERD ST, 65 WA LEIZBWTIEZED U R 7 ME
LT,

INFSCHRICB T B E B L OV
FID 18R D BE R H L L
T ANEEG R R A 2 S E %,

BIRIRAT CEE S BITRE L

7=,

F1T 50 Ll A e BT FE M L 72 O A I BV T, 3R
Mt e b= AR LER L O ZBRART D Al G Tedl o
SKIEHRELT-BET, BIOUV RN EA L LOFERD
=y

2

ANFRLERICB T DG 2B £
Z, FEEOIRMCEEBEITH
E LT,

(3) MR A K ONK D DI MEEEREIZ, AKI225mg DL EEZ#E L
L&, FIIVREREOMBINARESI N TEY, M EF%
DINT Rt U AERBRS bbb alReMERNH 5, £2, BN
B3R (CHEERLEEGER) T, A& 7Smg LV EHEY
Beh L7z & &, B ARIRE R ZBD 5,

INFSCHRIC BT D HE B L O
A oo BN K R B oK
(B2411263) =sF %, REL
7=,

2. BIYEA

ENEGRRER (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263 33 L1 B2411264) DOFfE
MEMTAE SR % Table 1 (27~ L7, RIWEA HREIEX MedDRAL6.1 % V=,

Table 1.  BIVERZER R : ENERRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263
B LU B2411264)
- RARARRAT
BIIVEF 8 -
il %
BIfER 1028 81.9
Z DO 380 30.3
HO 7 0.6
IFTH 18 1.4
T T —EHEN 1 0.1
P S =2 1 0.1
U Rk 1 0.1
eSS 8 0.6
NI Biz o 1 0.1
PFIZER CONFIDENTIAL
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1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)
e El*lﬁlfﬁ&%ﬁ

Al I 38 (N=125%)

Bi%k %
LA 2 0.2
B 1 s 1 0.1
Nz Tk 6 0.5
VIR ZENE 1 0.1
TR 1 0.1
REfIERR 1 0.1
BE ik 1 0.1
RE A 8 0.6
PR A 1 0.1
EHMET L L — 2 0.2
fitaa 7 0.6
s A R 10 0.8
SR ERR 1 0.1
REE3] 9 0.7
(R NN 1 0.1
IR 3 0.2
AR SRR 1 0.1
R 3 0.2
R 1 0.1
IR R 1 0.1
ARG 1 0.1
O JZEnH EE T 8 0.6
11 e BHAS Rk 6 0.5
171 JE R S e A 1 0.1
BT 2 0.2
A5 1 0.1
VU I e 8 0.6
SR/ 1 0.1
ML R ik 1 0.1
JE R 1 0.1
ik 1 0.1
ERER 7 0.6
HER 1 0.1
L FDIRIEIRT 1 0.1
IR D 66 53
AREEHEMN 26 2.1
ik 2 0.2
JHESE 2 0.2
HE AR P 1 0.1
I\ 1 0.1
TR 3 0.2
FLt- TR HAE 1 0.1
2 5 0.4
25 1 0.1
i Eirs 1 0.1
R 20 1.6
SpHREG 1 0.1
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Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)
s Ewéﬁﬁiﬁ&%ﬁ
A 25 N=1255)
Bi%k %
HF BiTxgie) 78 6.2
FE R 1 0.1
FEEL 10 0.8
IR 1 0.1
FEE % 4 0.3
e [ 3L UENE 2 0.2
Fe G 3 NE 1 0.1
F & I 1 0.1
F TG 1 0.1
S HEA S 79 6.3
=R 4 0.3
£ PA%E 1 0.1
R 2 0.2
T NE 5 0.4
VB P E 1 0.1
AT BAFAE 2 0.2
TR 2 0.2
A% 4 0.3
WAORE (JET, BREEET) 72 5.7
SRR H AR 1 0.1
PR 2 0.2
mit 5 0.4
k=gl 1 0.1
it 5 2 0.2
Fabkse 1 0.1
3] 1 0.1
7y isnz] 1 0.1
RIS 1 0.1
RN 1 0.1
B 46 3.7
% 9 FENE 15 1.2
595 23 1.8
ER7 8 0.6
IR 167 13.3
A =T LR 1 0.1
[Al#RE 6D F U 9 0.7
AN 1 0.1
AR A 2 0.2
IS 72 . 1 0.1
AR FEIE 77 5 0.4
AR i N 1 0.1
AR fgrysg i 3 0.2
IR 85 ) [ o 1 0.1
SARAE 2 0.2
PR 13 1.0
s 2 0.2
BER N7 3 0.2
PFIZER CONFIDENTIAL
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Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)
e ENERKRBRAE
Al I 38 (N=125%)
Bi%k %
g 22 1.8
TN 1 0.1
R E DO RIE 1 0.1
TR 3 0.2
TR 1 0.1
WEET 3 0.2
R E 107 8.5
FERINE 2 0.2
TRITIE 2 0.2
RSN 1 0.1
JF Tk 127 10.1
P rEmAE R T (ALT(GPT) * AST(GOT) * vy -GTP - 125 10.0
LDH + Al-P - iV L E Lo |74 '
JP M ifn. 4 HEE 1 0.1
RE AT 2 0.2
1. 56 45
~< 7 U MNED 3 0.2
~< k27 U MEID 1 0.1
~ES T U 5 0.4
O A==V | 1 0.1
U 2o RERER 1 0.1
S (BRI, kR, G A 4 0.3
MR b 3 0.2
M N HE N 3 0.2
LV R RSN 1 0.1
LB ER B N 2 0.2
U HRER R 3 0.2
I R ER S N 2 0.2
AR I ERHR > 3 0.2
B BRI 1 0.1
1 ifn BR A ek 10 0.8
i BRI 21 1.7
2 i 3 0.2
THER A 265 21.1
QTHER: 6 0.5
7y 1 0.1
HASMIHE 6 0.5
JEE ST YRR I 1 0.1
N 1 0.1
£ k5 49 3.9
M EART 8 0.6
JINEEYAL:5) 1 0.1
LA 8 0.6
NGz ) 3 0.2
BERETR YT 2 0.2
Gl 166 13.2
BER 46 3.7
PFIZER CONFIDENTIAL
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Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)

s Ewéﬁfﬁ&%ﬁ

B 1 1 N=1255)
Bi%k %

REERR 4 0.3

WA R 752 59.9
BLW 5 0.4
L 420 33.5
B 10 0.8
Bl Y 1 0.1
H S 3 0.2
BI85 1 0.1
TR 66 5.3
B R AE A 1 0.1
JRYAE R 1 0.1
22T 1 0.1
IR il 2 0.2
H e~ LA 2 0.2
128 PN AR R 3 0.2
AE % 5 0.4
(mPE3 A 1 0.1
A% 6 0.5
MR 305 24.3
fiEAE 2 0.2
[E3E 5 0.4
X 6 0.5
VH b E BRI 1 0.1
LR R 10 0.8
B 1 0.1
BESTER/S 3 0.2
AAEOR 54 43
R 4 0.3
HEE 1 0.1
MR 43 WA TUE 1 0.1
JEERRE IR 1 0.1
FEERATRIR (M8, N, (ERSE % Eie) 341 27.2
i i 109 8.7
e e 1 0.1
i ol 2 0.2

TSR 721 57.5
9 DY 6 0.5
THIT 3 0.2
VAR RY— 2 0.2
v b= fEERE 2 0.2
NReF V=X A 1 0.1
7T any 1 0.1
IF /T m—X % 2 0.2
Ve R—iEk 5 0.4
L R 5 1 0.1
Gy 22 1.8
R d (BELET) 6 0.5
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Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)
A ENERKRBRAE
AR 25 (N=1255)
Bi%k %
S 3 0.2
HAERERE (BERE, R MRSE) 45 3.6
H & 3 0.2
B HRE 1 0.1
fiAE e e 1 0.1
AN = 1 0.1
FLIEREE 3 0.2
AERBRTIHE (A B SR B, ARRAAes) 31 2.5
TR 337 26.9
Tk 7 0.6
= 1 0.1
K5 3 0.2
YRR 1 0.1
WEE - AEGEREE 4 0.3
EEike 1 0.1
A AR 3 0.2
EF33Res 1 0.1
HREE 1 0.1
H51TE) 3 0.2
KAh 2 0.2
Zaneest] Stz ) 1 0.1
PRk 23 1.8
FE PSR T 1 0.1
BREE K 11 0.9
HEkEE 2 0.2
A R RE 1 0.1
BEHNF—o & LT 4 0.3
GIEpr 242 19.3
SHERAS R 1 0.1
KNS 9 0.7
AHRIE 201 16.0
FEIWED E W 306 24.4
eI 13 1.0
R 10 0.8
IR 2 0.2
A48 3 0.2
BHHEZORS 1 0.1
BfE ML f e 8 0.6
EEHR 1 0.1
R A 2 0.2
e 1 0.1
PP 10 0.8
R - N 118 9.4
T a~Esa Ui 1 0.1
SR 1 0.1
TEEEEEK TE 1 0.1
W 2 0.2
PFIZER CONFIDENTIAL

Page 16



1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

Table 1.  BIVEA4ER 3 : ENEEKRRBR (219-JA, 220-JA, 816-JA, 817-JA, 818-JA, B2411263

B XU B2411264)

e El*lﬁlikﬁ&%ﬁ

Al I 38 (N=125%)
Bi%k %

mep7/v7 3 R 2 0.2
7 v7 2 8 2 0.2
M2 Y o A 3 0.2
B U o AEE0 3 0.2
Ao K 1 0.1
i N | 1 0.1
I 27w — LR 5 0.4
M= v 27 a— L 39 3.1
Ay 5 0.4
MU B 2 0.2
FA U T A fE 2 0.2
ERYZ YUY FifuE 1 0.1
e g I 4 0.3
T A 5 0.4
AR [N 3 0.2
KAV v A fE 1 0.1
&7 v — Ve 1 0.1
7 bV ¥ AlfnfE 6 0.5
R A e 1 0.1
BRI 3 0.2
REH 27 2.2
FRBE 17 1.4

WIRES « AEFEER 156 12.4
BUN# N 1 0.1
27 L7 F =80 1 0.1
M7 L7 F ok AR —E 8 30 2.4
ARk 9 0.7
T B N IRE 1 0.1
FHEREE 5 0.4
RS RERE 1 0.1
MHEROH A 1 0.1
MR 4 5 0.4
RS AR SE 2 0.2
Ry el s —57 8 3 0.2
SR PH 3 0.2
HER A5 83 6.6
FERE G R I 2% 1 0.1
BEIR 22 1.8
E2) S N 4 0.3
DR 1 0.1
Bt 2% 1 0.1
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~N5 7 7% ER
1.9 —RMIAFRICIR D SCE

L — I PRITAR 5 30E
1.1. JAN

AFIT 2741 A30 B (T EERAFRK0IZ0OEIZIC LY, Tk Hicmemsns,
— BT

(AARL) XoF 77X 5

(#4) Venlafaxine Hydrochloride

1.2. INN
AL r-INN & L T WHO Drug Information, Vol. 3, No. 3, 1989 (List 29), P.11 (ZIX# ST\ 5,

— AR

(£ %) venlafaxine
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AR 013045 1 5
Rk 27 4 1 H 30 H

FAERREATE (7)) & OB

JEA G B AR 1R S i R e A BERR R
s~ H A )

—~

[ 3K D — R 2 FRIZ DN T

FERCIZ DWW TR, TEES O — A RO BHRMT DWW T (CERK 18 423 A 31 A 3E
BFEE 0331001 5EATHEE EEE ML HEEMN) FEIZIVERVFE->TnDHEZATH
L3, A, BOEICE T SEIES AR (LT [JAN] &V )H,) 1220V T,
BRI OBV EDTOT, lTHO L, &8 TERERICEMT LA LLHE
BLERAV M 72U,

Fo, TEEHO—EAIALTRIZOWNT] CFRK 14 4 10 A 15 A EFEFEFREE 1015001
BIEAE G R 3R R R A R R ) ORINRT, B S 14-2-B3 OREHANR
IZOWT, B2 D LBV FZIED DT, 5% OFHHEL OEHICE L TidNa%
JAN ZH\W 5 X9 | OFTHEEFIEV 2V, Zeds, A0 H OBRBLIC & 2 IH 8%
IZHS< JAN BEEHE SN EES IOV T, A%, L EH T2 JAN ~ih&k z
e kT, BEET S,

(M)

H AR L — %4 #537— # ~X— A : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BUIROIERD 5 B, JAN DA OFF OEHRIL, Yi%T —F X— A DIFR THIET 5
ZrELTWVET,)



(%) INN IS N @ B OBRAEIC BV 5 E %5 —RI A 5
(FRE 18 4E 3 A 31 HERFERE 0331001 BEAEHBHEEERGLHEEEEHREBMITRIHE?2)

&S 25-1-B17

JAN (H#%E%£)

A VAT AT BETHRBRZ)

JAN (£ 4) : Inotuzumab Ozogamicin (Genetical Recombination)

72 BESIRTDANT 4 RiEE

L8

DVQVTQSPSS
LLIYGISNRF
YTFGQGTKVE
VQWKVDNALQ

VTHQGLSSPV

EVQLVQSGAE
INPGNNYATY
YGNYGAWFAY

KDYFPEPVTV

LSASVGDRVT

SGVPDRFSGS

IKRTVAAPSV

SGNSQESVTE

TKSFNRGEC

VKKPGASVKV

RRKFQGRVTM

WGQGTLVTVS

SWNSGALTSG

IT?RSSQSLA

NSYGNTFLSW

YLHKPGKAPQ

GSGTDFTLTI
FIFPPSDEQL

QDSKDSTYSL

S?KASGYRFT

SSLQPEDFAT

KSGTASVVCL

|
YYCLQGTHQP

LNNFYPREAK

|_—l

SSTLTLSKAD

NYWIHWVRQA

YEKHKVYACE

PGQGLEWIGG

TADTSTSTVY

SASTKGPSVF

VHTFPAVLQS

MELSSLRSED
PLAPCSRSTS

SGLYSLSSVV

|
TAVYYCTREG

ESTAALGCLV

(I

TVPSSSLGTK

TYTéNVDHKP
TLMISRTPEV
YRVVSVLTVL
TLPPSQEEMT

SDGSFFLYSR

SNTKVDKRVE

TCVVVDVSQE

SKYGPPCPPC

DPEVQFNWYV

I—'_l

HODWLNGKEY

KNQVSLTCLV

KCKVSNKGLP

KGFYPSDIAV

I_'—I

LTVDKSRWQE GNVFSCSVMH EALHNHYTQK SLSLSLGK

PAPEFLGGPS

DGVEVHNAKT

SSIEKTISKA

EWESNGQPEN

VFLFPPKPKD
KPREEQFNST
KGQPREPQVY

NYKTTPPVLD

Al 1

H 8 N298 : BESHAEE S ; K247, K291, K335, K393: Mk & Al BEERAL ; K448 : SHy 0t > ;

L# C219—H # C135, H#H C227—H $ C227, H# C230—H # C230 : AN T 4 REEd

T EHOH EEIE
(B1-4) GIcNAC (B1-2) Man (a1-6)\_

Galo,1

(B1-4) GIcNAc (B1-2) Man (o:1-3)

Fuc (a1 -I6)
Man (81-4) GlcNAc (31-4) GlcNAc



VAR L > DOREER

"Co o H
o)
H,C” S
H
CH3 I
H H
H H
O. OH
“CH,
T n=%6

* InotuzumabDLysBEO T I /&

Ce518H1000aN173802036842 (7 /N7 BE 47, 4 R 8)
H # C2206H3381N5850676516
L8 C1os3H1624N284034255

*

H
—N—glycoprotein




AIVART AVARA LU, FEEYESHE (TR ¥ 159,000 THY, BRTFHBRIE Z
O—FNVHiE (TR : #149,0000 O 6 @D Lys B, FUHALI > (AFI)V {(IR, 4Z 88,
13E)-8-(4,6- 0T A F 2 -4-{[(4-S-{4-[(6-T A F-3-O-AF ) - -’ > ) ¥ 5 ) 2 )WVFF3]-3-3— R-5,6-
PARF2-AFINRTAN4-Z) T 7 Z)V-fD- URAFVIE T ) 2 INFF T I /) 1-2-0-[2,4-2
FTHFLA-NIFINTERT I R)B-OAF)-aL- F L F-RRES ) VNV]-LD-TNAES ) ) F
F2)-13-[2-((4-[2-(A1-{[4-4-T X /4 FFV TF)NFAF LT 2 2IIVZF U T NE BT Z)V]-2-AF))-
4-FFIVTE 24 )P ANT v ZIV)ZF ) F21-E RaF2-11-4F VU ES 7 0[7.8.1] ) 5F5-4,0-
TVI-2,6-TA -10-1INHIVINS VB (CrsHerINeO25Ss; 77 F&: 1,681.68)) MFEEL TS,
PUEERML, & MEE/ Z0—FIHET, YURHE kb CD22 FiEOHBHERES RN - IgG4 O 7
V=L = BROEERNSRD, FrA Z—ANLAY B TEEINDS. ¥ X7 BE5513,
448 DT 2 JBEENSIZZ2 HE (4 8) 2AKRVN219FEOT IV BEENS D LE #) 24T
BRENLEY VNI BETHS. | '

Inotuzumab Ozogamicin is an antibody-drug-conjugate (molecular weight: ca. 159,000) consisting of
Ozogamicin (methyl {(1£,4Z38S, 13E)-8-(4,6-dideoxy-4-{[(4-S{4-[(6-deoxy-3-O-methyl-a-L-
mannopyranosyl)oxy]-3-iodo-5,6-dimethoxy-2-methylbenzoyl}-4-sulfanyl-5-D-ribo-
hexopyranosyl)oxy]amino}-2- O-[2,4-dideoxy-4-(N-ethylacetamido)-3- O-methyl- o-L- threo-
pentopyranosyl]-5-D-glucopyranosyloxy)-13-[2-({4-[2-(1-{[4-(4-amino- .
4-oxobutyl)oxy]phenyliethylidene)hydrazinyl]-2-methyl-4-oxobutan-2-yl}disulfanyl)ethylidene]-
1-hydroxy-11-oxobicyclo[7.3.1]trideca-4,9-diene-2,6-diyn-10-yl}carbamate (C7sHo7IN6O25S3; molecular
weight: 1,681.68)) attached to an average of 6 Lys residues of a recombinant monoclonal antibody
(molecular weight: ca. 149,000).

The monoclonal antibody moiety is a humanized monoclonal antibody composed of complementarity-
determining regions derived from mouse anti-human CD22 monoclonal antibody and framework
regions and constant regions from human IgG4 and produced in Chinese hamster ovary cells. The
protein moiety is a glycoprotein composed of 2 H-chains (y4-chain) consisting of 448 amino acid

residues each and 2 L-chains (k-chain) consisting of 219 amino acid residues each.

X JAN DS OEHRIZ, 2ELLTHERLEL



B 2

B&E S 14-2-B3

A JAN HAA B JAN A A4,
L SO A RS T kL R

¥ (235) JAN %4, : Venlafaxine Hydrochloride



Ry T 7 7%V ER
110 - BIEREOREFETEEROE LY

1. BX - BIREOBEFERH/OEL D

1-[(1RS)-2-Dimethylamino-1-(4-methoxyphenyl)ethyl]cyclohexanol monohydrochloride

25 . |
b A% | i o577 s )
H3C/O HEC\T/CH‘?
i TOH  AHOI RO R

9 DY - D DIREE

WE, RACIENC T 77X LTI H3TSmg 20 IHEE L, 1#E%LY
1H75mg % 1 B 1 EIRHBICEROEGT S, 7ok, Fle, ERIET 1 H 225 mg

PR R 2 e g B 4%, B LIRS ORI A BT 1B RE L
T75mg T 2175 &,

BISEE DR E
R : R T 7 7 v R

dims g | AT =TSR AT 375 mg [R0T T 7 ¥ AR 4243 mg (N

HESS - Rt

T777%T L T37.5mg) ]
A7z 7% —=SRITENT5mg [XT 77X BRI 8485 mg (v
777%T LT 75mg) |

Stk
WS D B30 & O (mgkg)
~ A ' 320
7w b 5400, £280
4 X 9 L75
g 57k
wfE | 5 | REREK B b AR ES/SI)
(mg/kg/H) (mg/kg/H)
7 b 6% A ®r 4.5, 40, 170, I R40 40 mg/kg/ H : FRE, fHiE,
340 firk3d8)
170 mg/kg/ H : FREEHEEIR
= B, BERFRIKT, BISES
D, B - TRE PR,
PRHER, BAEERD 215 (KE
i, FEC
340 mg/kg/H : HEH
A X 6% H | 2,7,22 A7 2 mg/kg/ H : WEFLSCHHRA £
ToIX R 1 5
22 mg/kg/ B : Lk, K,
W VITE), R
= @O LIEIR T
12% A o 4,10, 24 I R4 4 mg/kg/H : B
10 mg/kg/ H : BT % 1F
5 R E D
PFIZER CONFIDENTIAL

Page 1




Ry T 7 7%V ER
110 - BIEREOREFETEEROE LY

ESPaPSE: e
BIERDORBR  733/924=79.3 % BRAREERYE BER  365896=40.7%
FIlVE F O FRkE G % i PR A A i S P D Rl G %
D 304 32.9 JREE F B 145 16.3
fEiR 211 22.8 RV i B 38 10.9
gIEH P R A5 188 20.3 R Z U RN 37 10.6
{51 176 19.0 oL 2T a— LN 51 5.7
FEIPED F 0 149 16.1 F I EREE N 42 4.7

5 5
a. BRIRANICER D & 2 WREMED & 2 25H)

ESI 7 7 A Y=tk

PFIZER CONFIDENTIAL
Page 2




RUI3T77FVUR

112 HFTEH-—E

BEFOEE il B %
BT REHE B BERES 24 bV xE PRBRSZHE I RS HE B BT (ENAE) - Rl
HI3W BRI Xw
3.2.8 JRHE
res . -
3258 w1% Ry5 T 7R RS Nagesh, Bandietal.  |1983412J1 ~20134:1 /1 iﬁt”“/ﬁ’ AR A am ekt FF Al
3.2.p B
N S kl— .
320 w2k KT T 7% A Nagesh, Bandietal. (19934121~ (REfEP) T AT =TT FLPEDE i
32.A Z D
32.A — £ Ot Nagesh, Bandi et al. — — PANES| & R FEAL
3.2.R MO TRE R
) 2N
3.3 BEIEK
) 2N
4
42.1 ESEd _
4.2.1.1 203 % AT % AR
42111 GTR-24522 Inhibition of cloned human norepinephrine and serotonin transporters by | Je — S R i
e : Venlafaxine 'ﬁzl K ) g "
. . . . . Wyeth Research, >k [E
42112 RPT-55855 Activity of Venlafaxine (WY-45030) at the Human Norepinephrine and Serotonin Z(Iﬂ a. Z(I’FFIH (3 Pfizer Worldwide Research & | 41 R i
Transporters
Development)
- . . . Wyeth Research, K [E
42113 RPT-50669 Activity of DVS-233 (WY-45233) at the human norepinephrine and serotonin 2(.*’FIH (3 Pfizer Worldwide Research & | 41 R i
transporters
Development)
Wyeth Laboratories, 2%
42.1.1.4 GTR-10683 In Vitro Antidepressant Activity of Wy-45,030 and Related Compounds. I'ﬂﬂ (BiPfizer Worldwide Research &  [4}[E HNEE FEAT
Development)
. . . . . Wyeth Laboratories, #[E
Biochemical and behavioral pharmacological activity of Wy-45,233 and other 5 - — -
42.1.1.5 GTR-14602 metabolites of Wy-45,030 1'*’]1';] , l"FF.H , Z(I’FFIFJ (HiPfizer Worldwide Research &  [4}[F PR A
Development)
Wyeth-Ayerst Research, K [E
42.1.1.6 GTR-17099 Preclinical CNS Evaluation of Wy-45,233 and its Enantiomers t & U (HPfizer Worldwide Research & |41 AR A
Development)
. . - Wyeth Laboratories, [E
42117 GTR-10747 In Vitro Assessmept of‘Slde—effect Llablllty onr Wy—45,030 and Relfltefi . 1'*’13.}:1 (3 Pfizer Worldwide Research & | 41 R i
Compounds: Cholinergic, Adrenergic, and Histamine-1 Receptor Binding Studies
Development)
Wyeth Laboratories, 2%
42.1.1.8 GTR-10755 Analgesic Effects of Wy-45,030 and Related Compounds I'ﬂﬂ (BiPfizer Worldwide Research & |4} [E NG R P =5
Development)
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Wyeth Laboratories, #[%|
42.1.19 GTR-10880 Ancillary Neuropharmacology of Wy-45,030 1'44:')4 (¥ Pfizer Worldwide Research & PaNEs| FENEE AT
Development)
- . . . . Wyeth-Ayerst Research, K [#
42.1.1.10 GTR-15318 4A5d?)13tg))nal Neurochemical Studies on the Antidepressant Agent Venlafaxine (Wy-_ 1'44:')4 (3 Pfizer Worldwide Research & | 41 AR e
i Development)
- L . Wyeth-Ayerst Research, K [E
4.2.1.1.11 GTR-18813 The N-In'ethyl-D-aSparth amd. ar}d phgncyclldlne receptor affinities of 1'41:')4 (BiPfizer Worldwide Research & |4} [H PR A
venlafaxine, Wy-45,233, and imipramine Development)
Wyeth-Ayerst Research, K [E
42.1.1.12 GTR-17304 Effects of Venlafaxine and Wy-45,233 on Norepinephrine Release 1'44:')4 (HiPfizer Worldwide Research &  |#}E N B
Development)
. Wyeth-Ayerst Research, K [E
42,1113 RPT-43824 Effects of acuts treatment with Wy-45233, WAY-120197 and WAY-120198 on 2 (BiPfizer Worldwide Research & |44/ R Edi
brain levels of serotonin and norepinephrine in rat cortex Development)
. . o . . . Wyeth-Ayerst Research, K [E
421114 RPT-43898 Antldepressant-hkf: and anxiolytic-like effects of venlafaxine and its metabolite O 2(.44:')4 (3 Pfizer Worldwide Research & | 41 AR e
desmethylvenlafaxine Development)
. . . A L Wyeth Research, %¢[E
421115 GTR-21946 Venlafgxnne eXhlblFS antidepressant activity in the mouse forced-swimming 1'mﬂ (3 Pfizer Worldwide Research & |41 NG Al
(behavioural despair) test Development)
4.2.1.1.16 GTR-21948 The evaluation of Venlafaxine in the rat Learned Helplessness test I'FF.FJ _ S E HNEE FEAT
Switzerland
. o . . s Wyeth Research, 5[
421117 GTR-18678 Veglafax'me (Wy 45930.) exhlb%ts pre-clinical antidepressant activity in the 1'44:.):] (3 Pfizer Worldwide Research & |44 AR e
resident-intruder social interaction test Development)
. Wyeth Research, [

Effects of Acute Treatment with Wy-45233, WAY-120197 and WAY-120198 on y p i . - TR -
42.1.1.18 RPT-43822 the Non-Social and Agonist Behavior Expressed by Resident Rats - 2(.41')4 s 2(.142.)4 I()ilzi’zsélggrldWMe Research &  |#}[H A& Rk FEAT
4212 EIVEESEEN A

. . L . . . Wyeth-Ayerst Research, K [#
A(lf.zl .Iz.ll S RPT-43898 Antldepressant—llk§ and anxiolytic-like effects of Venlafaxine and its metabolite O 2(.*’FIH (H1Pfizer Worldwide Rosearch & |41 P SE(
211, A desmethylvenlafaxine Development)
o . Wyeth-Ayerst Research, K [#
42122 GTR-15786 omenopharmacology Bivision Report on the Ancillary Pharmacology of WY- ' 1 (BiPfizer Worldwide Research & |4/ PR i
Development)
42123 Wyeth Laboratories, #[%|
oS GTR-10755 Analgesic Effects of WY-45,030 and Related Compounds 1£.ﬁ]H (BiPfizer Worldwide Research &  |#HEH P B B
(42.1.1.8 LFIL)
Development)
42.13 22 AP R P AR
42131 Wyeth Laboratories, &[E
(;‘ 2 1 1 OLFIL) GTR-10880 Ancillary Neuropharmacology of Wy-45,030 1'44:')4 (HiPfizer Worldwide Research &  |#ME A& Bk e
2.1.1. Development)
Wyeth Laboratories, 2%
42.132 GTR-11371 The acute pulmonary effects of Wy-45,030F in the anesthetized dog 1'44:')4 (BiPfizer Worldwide Research & 4= PR 2%
Development)
. . Wyeth-Ayerst Research, K [E
42133 Immunopharmacology Division Report on the Ancillary Pharmacology of WY- y . i . [
; B g NG %
(42,12 2L ) GTR-15786 45213 t & K ]<D év};f':)z:;ggrldmde Research & |4} PR s
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WY-45233 (ODV) in rat plasma (Protocol 02_0092)

(2}
WA RRE B AERE 54 bn *E BB BRI - I
Venlafaxine HCI: Effects on cloned hERG channels expressed in mammalian cell " _— -
42134 RPT-56896 (Protocol 04. 2292) _ ol i B _ K SN fiRalze s Al
Effexor ®XR:Concemration-response relationship in cloned hERG channels — . [~ =
42135 RPT-57603 2 ~2 HE wF
expresssed in mammalian cells (Protocol 04_2577) (.ﬁllﬂ (./FFIH KIH e AR Al
Lo . . Wyeth-Ayerst Research, K [E
42136 GTR-15331 Cellular électrgphy5101931c effects of the novel antidepressant venlafaxine (Wy- 1l.ﬁ:l;J (B1Pfizer Worldwide Research & |44 P P
45,030) in canine Purkinje fibers Development)
Wyeth Laboratories, #[%|
42.13.7 GTR-10843 Cardiovascular studies with Wy-45,030, an antidepressant agent 1'44:')4 (HiPfizer Worldwide Research &  |#}E A& Rk e
Development)
N . . Wyeth-Ayerst Research, K [#
42138 GTR-16320 Electrophyswloglcal effects of Wy-45,030, Wy-45,233D and Imipramine in 1'44:.):] (H1Pfizer Worldwide Research & |41 PR P
anesthetized dogs Development)
DVS-233:A single dose oral (gavage) central nervous system safety y - TR -
42.139 RPT-45379 ohirmacoloey study e fas e R I conada S AP R FAT
Wyeth-Ayerst Research, K [E
42.13.10 GTR-16323 Ancillary CNS pharmacology of Wy-45,233D _ 14 (BiPfizer Worldwide Research &  |#1E Pt 5%
Development)
DVS-233: A single dose oral (gavage) respiratory safety pharmacology study in — -
421311 RPT-45370 male rats e & GRS I C:nada S AR e
DVS-233:Effects on cloned hERG channels expressed in mammalian cells . e § TR -
42.13.12 RPT-54402 (Protacol 04, 0437) _ o B PR B _ KIE S PR AT
Desvenlafaxine succinate: Concentration-response relationship in closed hRERG y - B _ T . N~ Sp
4.2.1.3.13 RPT-57604 channels expressed in mammalian cells (Protocol 04_2604) _ Z'EF.H Z(ID‘:lH *E SHE HEPTEDRY A¥
. . . Wyeth-Ayerst Research, K [E
DVS-233 (Wy-45233): A single oral dose crossover cardiovascular study in male 5 X S .
- 7 E5 BE =
42.13.14 RPT-45496 and fomale beagle dogs (Protocol 01 0449) el i DR G Gl B L() ;v}:':)z:;ggrldmde Research &  |$}[E Ky £
4.2.14 ) AR YA A ERR
| mmpre L | | |
4.2.2 B BIEAR _
422.1 ONERONY F— = Vs
. - . . Wyeth-Ayerst Research, K [#
A High Performance Liquid Chromatographic Method for the Determination of y y i . . TR -
422.1.1 GTR-16507 Wy-45,030 and Wy-45,233 in Dog and Mouse Plasma 1'4:.)4 s 2(.4:')4 I()ilzi’zsélggrldWMe Research & |4} E FENE R A
Venlafaxine: A high performance liquid chromatographic method for the Wyeth-Ayerst Research, K [E
42212 GTR-16852 determination of venlafaxine and Wy-45,233 (the 0-desmethyl metabolite of 1‘.*fFlH s Z(I’FFIFJ (BiPfizer Worldwide Research &  [4}[E NG R FEAT
venlafaxine) in human, dog, rat and mouse plasma Development)
. - . - Wyeth Laboratories, %
42213 GTR-11166 High Pérformance Liquid Chromatographic Method for the Determination of Wy-| ll.f'F.H ) 2(.,r‘:l)q (HiPfizer Worldwide Research & |41 P ST
45,030 in Plasma Development)
. - S Wyeth Research, K [E
42214 RPT-45578 DVS-233: Cross-Validation of an HPLC/UV method for the quantification of _ 2(.,rl:l)q , Z(I’FFIH (B1Pfizer Worldwide Research & |44 P SE(

Development)
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doses of venlafaxine hydrochloride (120 mg/kg/day) for 14 days

BEFORE i3 E
N v
WSO E 5 AEHES £4 b2 ¥ BB BRI T ey | mwis &
. - . . Wyeth-Ayerst Research, K [E
A High Performance Liquid Chromatographic Method for the Determination of 5 . S -
) L. ] < N ﬁ, 7
42215 GTR-17310 Venlafixine (Wy-45.030) Enantiomers in Dog Plasma I 14 L() ;v};f':)zs;ggrldmde Research &  |$}[E HPNEE AT
Validation of an analytical method for determination of Venlafaxine and WY-
42216 RPT-68026 (NCE005) [45233 in rat plasma (LA05374: WKK Report No. NCE005, 2006; - 2(.&')4 1H , 2(.&')4 | MEES B A B
LA05374, 2006)
. - . . Wyeth-Ayerst Research, K [#
42217 GTR-15962 A High Perf'ormance Liquid Chromatographic Method for the Determination of 1 ' 4*. H (BiPfizer Worldwide Research & |41 P— i
Wy-45,030 in Dog Plasma Development)
. . . Wyeth Research, [
DVS-233: Cross-Validation of an HPLC/UV method for the quantification of Wy: y i . . TR -
422.18 RPT-46138 45233 (ODV) in dog plasma (Protocol 02_0202) _ 2 BB éiii,?éggﬂdmde foamm & e i
Validation of an Analytical Method for Determination of Venlafaxine and WY-
422.1.9 RPT-68031 (NCE004) |45233 in Monkey Plasma (LA05375: WKK Report No. NCE004-A, 2006;. 2(.*’FIFJ , HA EN PR 5%
! LA05375-FR1, 2006)
4222 U
. X L. . Wyeth Research, [
42221 RPT-61429 DVS-233: Evaluation as a Substrate for P-glycoprotein in Caco-2 Monolayers: 2(.44:.):] (3 Pfizer Worldwide Research & |41 AR SEA
Comparator Study (Protocol 04_2291) Development)
. L . Wyeth-Ayerst Research, K [E
The pharmacokinetics of Wy-45,030 and Wy-45,233 in mice receiving Wy- _ 5 . [~ -
) L. ] < N ﬁ, 7
42222 GTR-16517 45,030 at single oral doses of 10, 35 or 120 mg/kg 4. 2l L() ;V}Zf':)z:;ggrldmde Research &  |$H[E FpvEk i
Venlafaxine: Pharmacokinetics of venlafaxine and Wy-45,233 in rats following Wyeth-Ayerst Research, K[
: : 49, ) 1 : Al N ST
42223 GTR-18356 escalating in doses of venlafaxine hydrochloride - 1'EFlH I()f:/ Zf:’Z:;XgrldWIde Research &  |SH/] R wF Al
Wyeth Laboratories, &
42224 GTR-15304 Pharmacokinetics of Wy-45,030 in Male and Female Rats _ ll.*fFIFJ (HiPfizer Worldwide Research &  |4ME &R AT
Development)
Pharmacokinetic Studies of Wy-45,030 and Its Enantiomers, Wy-45,651 and W Wyeth Laboratories, K[
42225 GTR-11513 e e e S T Ty AT A S Y L Ei BRI § E (LPfizer Worldwide Rescarch & |41/ thpgest APl
45,655, in Rats Development)
Wyeth Laboratories, &
42226 GTR-11778 Pharmacokinetic Studies of Wy-45,030 in Dogs 14 (BiPfizer Worldwide Research & |41 AR e
Development)
- . . . Wyeth-Ayerst Research, K [E
42227 GTR-16515 The pharmacokinetics of Wy-45,030 in dogs receiving Wy-45,030 at single oral 1l.ﬁ:l}:J (3 Pfizer Worldwide Research & | 41 R AT
doses of 4, 10 and 22 mg/kg Development)
L . . Wyeth Laboratories, [E
42228 GTR-12014 Phannagokmenc Profile of Wy-45,030 and its Enantiomers, Wy-45,651 and Wy- 1l.ﬁ:l)q , Z(I’FFIFJ (H1Pfizer Worldwide Research & |44 P— i
45,655, in Rhesus Monkeys Development)
. - . L . Wyeth-Ayerst Research, K [E
42229 GTR-17424 'Venlafaxme Pharmgcokmetlcs of\(enlafax1ne and Wy-45,233 in mice following ll.T-F.H ) ll.T-F.H (3 Pfizer Worldwide Research & |41 NG Al
ig doses of venlafaxine hydrochloride (120 mg/kg/day) for 14 days Development)
.o - . . L Wyeth-Ayerst Research, K [#
422210 GTR-16975 Venlafaxine: Pharmacokinetics of venlafaxine and Wy-45,233 in rats following 1g. 1'4*')4 ) 2(.44:')4 , 2(.4*')4 (BiPfizer Worldwide Research & |4}/ AN R S

Development)
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Venlafaxine: Pharmacokinetics of venlafaxine in beagle dogs given venlafaxine Wyeth-Ayerst Research, K[
422211 GTR-17404 S gledogs 1 W (BiPfizer Worldwide Research & |41 AR #TAi
for 14 consecutive days Development)
4223 axit)
. o T e . Wyeth Laboratories, > [E
The T Distribut f Radioact Rats R Single 22 mg/k ? § e
42231 GTR-14057 e Tssue Distribution of Radioactivity in Rats Recelving Single 22 mg/kg 1g 1 (HiPfizer Worldwide Research & |44 PR i
Doses of "C-Wy-45,030 Development)
DVS-233: Tissue Distribution of [14C]—DVS—233—Derived Radioactivity Wyeth Research, K[
42232 RPT-55853 Following a Single Oral (30 mg/kg) Administration of ['*C]-DVS-233 in Male 2(.41':l):J (BiPfizer Worldwide Research & |4} tEEE FEAL
Sprague-Dawley and Long-Evans Rats (Protocol 02_1530) Development)
Wyeth Laboratories, #[%| )
42233 GTR-12087 Protein Binding of "*C-Wy-45,030 in Human, Rat and Dog Plasma and Serum 1'WH (BiPfizer Worldwide Research & 4} E PR A
Development)
Wyeth-Ayerst Research, K [E
42234 GTR-17425 Protein Binding of Wy-45,233 in Rat, Dog and Human Plasma 1'41:.)4 s 2(.411')4 (BiPfizer Worldwide Research &  [4}[E] R A
Development)
Wyeth Laboratories, #[%|
42235 GTR-14130 Disposition of Wy-45,030 in Brain and Plasma of Rats 1'44:.)4 (BiPfizer Worldwide Research &  [4}[E R A
Development)
Wyeth-Ayerst Research, K [E
42.23.6 GTR-17290 Placental transfer of ['“C]venlafaxine by the rabbit 1'4*')4 (BiPfizer Worldwide Research &  |4}[E tEEE BA(
Development)
4224 R
Wyeth-Ayerst Research, K [E
42241 GTR-17401 The metabolic disposition of [**C]venlafaxine (Wy-45,030) in the mouse 1'411')4 , 1'442.)4 (BiPfizer Worldwide Research &  [4}[E Rk R
Development)
Wyeth Laboratories, &
42242 GTR-12980 Metabolic Disposition of Wy-45,030 in the Rat itk G G [ (BiPfizer Worldwide Research &  |#1E PR FAT
Development)
Wyeth Laboratories, #[%|
42243 GTR-12981 Metabolic Disposition of Wy-45,030 in the Dog 1'44:')4 (BiPfizer Worldwide Research &  [4}[E] R A
Development)
Wyeth Laboratories, &
42244 GTR-12982 Metabolic Disposition of Wy-45,030 in the Rhesus Monkey 1‘.*’FIFJ (HiPfizer Worldwide Research &  [4}1[F PR A
Development)
The Interaction of Venlafaxine with Cytochrome P450 2D6 - In Vitro Studies by . p — - TR -
42245 GTR-22989 Dr Sullons it [ GRel G B Canada SN PR Al
Venlafaxine: Stereoselective Metabolism and Interactions with Cytochromes
4224.6 GTR-23916 lS’:ISlgéDé and 3A3/4 in Human Liver Microsomes - In Vitro Studies by Dr. I'WH R 2(.*fFlH R Z(I’FFIFJ Canada F4NES| NG R FEAT
Wyeth-Ayerst Research, K [E
4224.7 GTR-18808 In vivo study on the chiral inversion of the (R) and (S) enantiomers of venlafaxin] ll.*rFIH , I'EIFJ (BiPfizer Worldwide Research &  [4+H tENE R FEAT

Development)
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BEFORE i3 E
WA RRE B AERE 54 *E BB BRI R aar | AR s
4.2.2.5 Bl
42251 Wyeth-Ayerst Research, K [E
) S 14 . 3 . 1 1 B Pfizer Worldwide R h& o o
(42241 -L) GTR-17401 The metabolic disposition of [“C]venlafaxine (Wy-45,030) in the mouse '*’Flﬂ "FF.H ](Dével:)z:;engr wide Researc| PANEs| FEP A 24l
42252 Wyeth Laboratories, &[E
- ic Dispositi - i 1 )2 BiPfizer Worldwide R h & HE
(422.425FL) GTR-12980 Metabolic Disposition of Wy-45,030 in the Rat L.*rfl)q (./FFIJ:J éével:;;engr wide Researc SE A T (i
42253 Wyeth Laboratories, [E
L GTR-12981 Metabolic Disposition of Wy-45,030 in the Dog 1l.*rFIJIJ (BiPfizer Worldwide Research & |41 N AT
(4.2.2.43L[FL) Development)
42254 Wyeth Laboratories, &[E
P SN GTR-12982 Metabolic Disposition of Wy-45,030 in the Rhesus Monkey ll.*rFIFJ (BiPfizer Worldwide Research & |4} [E e ST
(4.2.2.4.4LR1C) Development)
Wyeth-Ayerst Research, K [E
42255 GTR-17709 Biliary excretion of ["“C]venlafaxine (Wy-45,030) in rats 19 (BiPfizer Worldwide Research &  |4#1[E NG R AT
Development)
Wyeth-Ayerst Research, K [E
42.25.6 GTR-17952 Secretion of ["*C]venlafaxine into the milk of lactating rats I'FFIH (BiPfizer Worldwide Research &  [4}[E R AT
Development)
42.2.6 S B RE 0 BAER] GERRK)
422.6.1 The Interaction of Venlafaxine with Cytochrome P450 2D6 - In Vitro Studies by . p — . TR -
(4224.5LFL) GTR-22989 . -l Canada S PR AT
42262 Venlafaxine: Stereoselective Metabolism and Interaction with Cytochromes P450 _ - -
- 1 2 2 - o
(4.2.2.4.6&[FIL) GTR-23916 2D6 and 3A3/4 in Human Liver Microsomes - In Vitro Studies by l.*rF.FJ ’ 'ﬁiﬂ ’ (./FFIJ:J Canada SHE FEPYERE i
Venlafaxine: In vitro inhibition of CYP2D6 dependent imipramine and Wyeth-Ayerst Research, K [#
42.2.63 GTR-27229 desipramine metabolism; comparative studies with fluoxetine, and effects on 1'41:')4 s 2(.&')4 (BiPfizer Worldwide Research &  |4}[H FENE R P
human hepatic CYP3A4, CYP2C9 and CYP1A2 Development)
. o Wyeth Research, [
DVS-233 (WY-45233): Evaluation of Inhibition of Human Cytochrome P450S y " i . - - B
i Pfizer Worldwide Research & |4}/ NGEE =y
42.2.64 RPT-45185 1A2, 2C8, 29, 2C19, 2D6 and 3A4 (Protocol 01_0431) WA I(Di el:;;engr wide Research & | /4] HREH i
Desvenlafaxine Succinate and Venlafaxine: Assessment of Mechanism-Based Wyeth Research, [
42265 RPT-74648 Inhibition of Cytochrome P450 Enzymes CYP2C9, CYP2C19, CYP2D6 and ol Wi (HlPfizer Worldwide Research &  [#1[H] *hpiekt AL
CYP3A in Human Liver Microsomes (Protocols 04_1793, 07_0491) Development)
Desvenlafaxine Succinate: Reversible Inhibition of CYP2B6-Mediated Bupropiol Wyeth Research, K[
4.2.2.6.6 RPT-71771 Hydroxylation and CYP2E1-Mediated Chlorzoxazone-6-Hydroxylation in 2(.44:.)4 (BiPfizer Worldwide Research &  |4}[H A& Rk AT
Human Liver Microsomes (Protocol 07_3233) Development)
Wyeth-Ayerst Research, K [E
4226.7 GTR-16630 Induction of Drug Metabolizing Capacity of Rat Liver by Venlafaxine 1'44:')4 (BiPfizer Worldwide Research &  |4}[H AN R SEAH
Development)
. S . . . Wyeth-Ayerst Research, K [#
42268 GTR-18704 Fackt (;f effect of venlafaxine administration on aminopyrine demethylase activity 1 ' 4*' I (3 Pfizer Worldwide Research & | #4[ AR SEAT
1 rativer Development)
. . . Wyeth Research, [
DVS-233: Evaluating the potential for Induction of Cytochrome P4503A4 by y i . - - B
i Pfizer Worldwide Research & |4}/ NGEE =y
42269 RPT-56305 DVS-233 using the CYP3A4-Luc Reporter Gene Assay 2(.4:.)4 I()iﬂ;z:;lengr wide Research S PR Al
. e . . Wyeth Laboratories, #[%|
4226.10 GTR-12607 In Vitro Inhibition of UDP-Glucuronyltransferase by Wy-45,030, its Enantiomers - 1'44:.):] (3 Pfizer Worldwide Research & | #4[ AR SEAT

Development)
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W SERH B AEET sabn ¥ BB m:am RERCRE | mmw b
o . s Wyeth Research, K[H
DVS-233: Inhibition of P-glycoprotein Activity in Caco-2 _ y i . . - [y
i Pfizer Worldwide Research & & M =p
4.2.2.6.11 RPT-59746 Monolayers: Comparator Study (Protocol 04 2291) 2(.4:')4 lH I()iﬂ;z:;lengr wide Research S PR A
4227 Z Dt > HE B HE B
Bk L | |
4.2.3
4.2.3.1 AR
Wyeth Laboratories, &
423.1.1 GTR-11691 Wy-45,030 Hydrochloride Acute Oral Toxicity in Mice E & R BBt G (HiPfizer Worldwide Research &  |#1E PR 5E
Development)
Wyeth Laboratories, &
42312 GTR-11694 Wy-45,030 Hydrochloride Acute Oral Toxicity in Rats 1(.@1] A 1 A, 1(.@1] A (BiPfizer Worldwide Research & |4 R P
Development)
4232 SUE $ - me i aliR
) . ] ] Wyeth Laboratories, #[%|
42321 GTR-12171 :ng?,()i{() tHCl Six Month Oral (Gastric Intubation) Drug Safety Evaluation 1'411')4 ”15.443')4 (H1Pfizer Worldwide Research & |41 KR sz
y mRa Development)
Wyeth Laboratories, #[%|
42322 GTR-12172 Wy-45,030 HCI: Six month oral (capsule) drug safety evaluation study in dogs 1'411')4 ’\/1'411')4 s 1'442.)4 (BiPfizer Worldwide Research & |4} [H A& Rk B
Development)
42323 GTR-16127 One Year Oral Toxicity Study in Dogs of Wy-45,030 HCI ] t &Rt & [ I P4NES| R AT
- ] . Wyeth Laboratories, #[%|
42324 GTR-12836 xy-is,om HCI: One Month Oral (Naso-Gastric) Dose Range Toxicity in Rhesus 1'411')4 NI'EF.H (H1Pfizer Worldwide Research & |41 KR P
onkeys Development)
4.2.3.3 R EE AR
4233.1 In Vitro #5%
. . .. Ayerst Laboratories Research, Inc.,
423311 GTR-14586 Evalua:lo; of Wy-45,030 HCI by the salmonella/microsome mutagenicity test 1l.,rFI)q 1H SK[E (BLPfizer Worldwide Research | 4[] P P
(ames tes & Development)
Wyeth Laboratories, #[%|
4233.1.2 GTR-09828 Wy-45,030: Reverse Mutation Assay in Salmonella typhimurium 1'44:')4 (BiPfizer Worldwide Research & |4} [H A& Rk B
Development)
4233.13 GTR-17181 CHO/HGPRT In Virto Mammalian Cell Mutation Assay with WY-45,030 HCl i~ Hh[E *EPE R 5%
4233.1.4 GTR-15973 Evaluation of WY-45,030 HCI: in the In Vitro Sister Chromatid Exchange Assay 1'41:')4 1H PAES| PR 2%
4233.15 GTR-15974 In vitro chromosomal aberration assay on WY-45,030 HCI 1'41:.)4 ~1 'ﬁ:lH PAES| R E 3
42332 In Vivo i\5#
423321 GTR-17357 In vivo chromosomal aberration assay in rats with WY-45,030 HCI ll.*rFIH NI‘.*fFlH KE SR E FEP A =
423322 GTR-23638 Mutagenicity test on Venlafaxine (WY45030) in vivo mouse micronucleus assay 1'411')4 lH KE PANES| PR A
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4234 D3 A P R
4234.1 R 23 At ek
Wyeth Laboratories, K
423.4.1.1 GTR-18621 WY-45,030 HCI: Three Month Oral (Intubation) Dose Range Study in Mice ll.*fFIH Nl‘.*fFlH s I'E.H (BiPfizer Worldwide Research &  [4}[E HNEE BE
Development)
WY-45,030 HCI: Eighteen Month Oral (Intubation) Carcinogenicity Study in 19~ 1T, TR, ; - -
423412 GTR-17646 Mice T BT LR LT K S R A
423413 GTR-18320 Two Year Oral (Intubation) Toxicity and Oncogenicity Study in Rats with Wy- 194l H ’\/1!41:')4 s 1'442.)4 s S PR SEA
""" . 45,030 HCI W W ESE ; : !
Venlafaxine: Concentrations of venlafaxine and Wy-45,233 in the plasma of rats
423414 GTR-17590 receiving venlafaxine at doses of 10, 35 and 120 mg/kg/day for two years. (I I'WH s l'*’FIH Wyeth-Ayerst Research, K[ ShE PR 5%
Study No. 238-084)
42342 S g 3 A SR BRSR
B | | | | |
42343 Z DA DB
B | | | | |
4235 A B A A= 2 P AR
4.23.5.1 AR HE M OVE IR & C O WIS A2 12 B3 % 3R
A Fertility and General Reproductive Performance Study in Rats with Wy-45,030 - — -
4235.1.1 GTR-13878 HCl 94~ X S TR At
42352 B - AR VR AR\ Z B3 2 3R
423521 GTR-13808 Wy-45,030 HCI: Range-Finding Teratology Study in Rats _ 1(.*4])% ~1 l.*rF.H SAE P B B#
423522 GTR-13809 WY 45030 HCI: Teratology Study in Rats _ it [ ERat i K S A Al
Wyeth Research, HelH
423523 GTR-12657 Wy 45030: Effect on pregnancy and foetal development in the Dutch rabbit 1'411')4 ’\/1'411')4 (HiPfizer Worldwide Research &  |#}E &R B
Development)
4.2.3.5.3 HH A= AR OV AR 7% o0 3828 N6 ONE RE(R O BB L2 B3 % 2B
42353.1 GTR-16269 Wy 45030 HCI Rat Peri and Post Natal Study - i~ — Pk SN PR ATl
42354 BV 2 7 BB
| smmereL | | | | |
4.23.6 Ja I A AR
e | | | | |
4237 Z DA O FEPERRER
4.23.7.1 HU LR
| mmpre L | | | | |
42372 i LAY
ESERa | | | | |
423.73 BMEFR B OB I BT 2 2R | |
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4.2.3.7.4 R
Venlafaxine: A Dose Range-Finding Physical Dependency Study in Rats (Il . A TR -
423.74.1 RPT-67101 B - coort No. 1.A05341. 2006) ol Ui B B , BA [E KPR AT
[V Do S s G g o) — P T
Venlafaxine: A Drug Dependency study on the Reinforcing Effect when
423.743 RPT-67102 administered by Intravenous Self-administration to Rhesus Monkeys 2(.41:')4 lH , AR EH PR AL
(I R < port NO. LA05340, 2006)
4.23.7.5 R © Bt R
Wyeth European Drug Safety &
DVS-233 Succinate: Twenty-six week oral (gavage) toxicity study in rats Metabolism Research Center, Italy [ -
- ~ = s =
4237351 RPT-49309 (Protocol 01_0535) Z'ﬂﬂ Z'ﬂﬂ (BiPfizer Worldwide Research & SHE FEPYERE ¥
Development)
. ; . s . Wyeth Research, K [E
DVS-233 Succinate: Bioanalytical and toxicokinetics report: Twenty-six week y - B y o T . N s
423752 RPT-48170 oral (gavage) toxicity study in rats (Protocol 01_0535) Z'EF.H Z(ID‘:lH ’ Z(IEFlH (BiPfizer Worldwide Rescarch & |7 FEPIROEY 5%
Development)
423753 RPT-49456 ]I)):;f()—fjﬁ]:\]ihz)ﬁyg;;;)week oral (gavage) toxicity study in dogs (Wyeth Research _ 2(.,rl:l)q “Z'ﬂﬂ R S R Al
. . L . Wyeth Research, K [E
DVS-233: Thirty- k oral [t ty study in d Protocol >
T e e A | L L L O il A Ak
- i} Y P Development)
2. g . .. . - Wyeth Research, [
423755 RPT-57596 ODzV?225323) Two-year oral (gavage) carcinogenicity study in rats (Protocol _ ;IWF] Z'WH , (#iPfizer Worldwide Research &  [SME FEP A B2l
— Development)
T ] . . Wyeth Research, 2K [E
423756 RPT-50614 ([))ZV ?225323)jg‘i‘(’){;nyaela;g:lrigzvrfge) carcinogenicity study in rats (Protocol _ e [ G [ (HiPfizer Worldwide Rescarch & | #ME KPR BE
- ) Y P Development)
. - . Wyeth Research, [
DVS-233:Oral fertilit 1 tal & > _— -
423757 RPT-46325 (Prostoc3031 (())zraoggzal\;age) ertility and developmental toxicity study in rats _ 2(.”FIFJ NZ(.’PFIFJ . Z(I’FF.FJ (31 Pfizer Worldwide Rescarch & | #ME P SEA
- Development)
o . . Wyeth Research, K [E
DVS-233: Oral (gavage) fertility and developmental toxicity study in rats: y - y B o T . N s
423758 RPT-46989 Bioanalytical and toxicokinetics report (Protocol 02_0221) Z'EFlH Z'EFlH ’ Z(ID‘:lH (BiPfizer Worldwide Rescarch & | 7T FEPIROEY 5%
Development)
Wyeth Research, [
423759 RPT-75474 DVS-233: Oral (gavage) developmental toxicity study in rats (Protocol 08_2128) _ Z'ﬂﬂ NZ(.*’F'H (3 Pfizer Worldwide Research &  |#ME NG R FEAT
Development)
Wyeth Research, >
423.7.5.10 RPT-52502 DVS-233:0ral (gavage) fertility study in rats (Protocol 03_1705) 2(.4*.):1 ~2(.4¢|H (BiPfizer Worldwide Research & | R FA
Development)
21 . . - . . Wyeth Research, [
4237511 RPT-56476 2:25(;11:(.}:[01;185161 (61(6)?2 oral (gavage) investigative reproduction study in female _ 2(.,rl:l)q “Z'ﬂﬂ (HPfizer Worldwide Research & | #M PG Bz
— Development)
. . L . . Wyeth Research, K [E
DVS-233:Multiple d 1 tigati duction stud; 1t > =3
4.23.7.5.12 RPT-57867 (Protocol 0411];})1;) ose oral (gavage) investigative reproduction study in rats _ 2(.411.)4 NZ(.&'H (HiPfizer Worldwide Research &  |4ME R A
— Development)
Desvenlafaxine succinate:Oral (gavage) estrous cycle evaluation study of — - S -
_ ~ E E5 28 A
4237513 RPT-60456 desvenlafaxine succinate in female rats (Wyeth Protocol 05_1726) Z'ﬂﬂ 2(.ﬁ:.}:J K S Lty ¥l
4.23.7.6 Al O Bt R

oy
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4.2.3.7.7 Z DD B
By | | | | |
4.3 PESTN
ES | | | | |
HSHD  RRARERBRR T E
5.2 RERRBR—TR
52 = | masknten i |7 74—t = - - - —
53.1  EMIRHIERER S &
53.1.1 NAFT_AFEYT 1 (BA) ikBRER 5
- o . - . N g R
- izl
53111 0600B-127-US A Comparapve bloavallab}hty study ofthree sustained rele‘asg formulations and 24' 24 (W77 A 199342 /] ~ 199343 J] K@ ShE et i P
the conventional formulation of Venlafaxine (WY-45030) : Final report ) (ShEIRER)
. o . . . N g R
izl
53112 0600B-144-FR The absolute bloavallablllty arfd EEG effects ofcon'vetAltlonal formulation and 24' 24 (BT 7 A 199548 [ ~ 1995429 f] (LE ShE G 1 e e
extended-release Venlafaxine in healthy volunteers : Final report. ) S
(O} [E 5 ER)
A randomized, open-label, crossover study of the effect of food on the D4 RAE (BT A g R
53.1.1.3 0600B-138-US pharmacokinetics of 75 mg Venlafaxine extended-release capsules (Venlafaxine 2 nLT 199447 H K SR E AT =
ER) in healthy male volunteers : Final report. (OhEBR)
A randomized, open-label, crossover study of the effect of food on the A A (BT A B R
53.1.1.4 0600B-145-US pharmacokinetics of 150mg Venlafaxine extended-release capsules 4 7 19944E11 4 pNES| ShE n“%*ﬁ?ﬁ%% 2%
(Venlafaxine ER) in healthy adult volunteers : Final report (S FR)
53.12 EBARBK OVEY AR SE (BE) REBRH &
. T . PR
- b2 7 . . N
53121 0600B-143-UK. A sigle fiose relative b}oavallablhty sFud)f of two extended release and one Z/{ 24k W7 749 199543 H ~ 1995427 A W SR G 2t P
conventional formulation of venlafaxine in healthy adult volunteers : Final report ) (M ERBR)
A relative bioavailability study of two Venlafaxine extended-release 75-mg DA A (BT A NGB
53.1.2.2 0600B-136-US formulations, one Venlafaxine extended-release 150-mg formulation, and the 4 7 199449 H ~19944-10 H KEH S E n“%*ﬁ?ﬁ%% B
conventional formulation of Venlafaxine in healthy adult volunteers : Final report. (S FER)
5.3.1.3 In Vitro—In Vivo? Bidi - i L 7o ik Bt it
BB L | |
53.1.4  AWFR R OB L AR O MBS &
Venlafaxine & OV BH#IODV OO & LY OJR B OHPLCHS I KB L - AL X
5.3.1.4.1 l-240-101A - - ) 19956F9 /1 (& HIEATH) A A EH SINTIERGS 2%
B9 FIEH Wi E
Venlafaxine % U2 0RO L MR il OHPLCHAC LA MIE I B 5 FIE : - HOER
5.3.1.42 l-240-103A = N ‘T 19964107 (Gl #HFEITH) HA EN SHTiERES B
& L
a N
ENRHHEWY-46965, WY- e 4= . t s = N
-240- . . 5 . 1 -1 P Sy HT Y Z
5.3.143 Il 240-104A 46689 FODVIE FEDHPLCHE = L A5 12 B3 B — 9964:10 /] (HEEFATH) HA 2] %ﬁgﬁ” %
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Wbt FoRHE RERET 54 b1 i BB BN 77 - I
The validation of an LC/MS/MS assay method for the determination of B
53.1.44 B2069002 . o ] 2012473 (WG ERITH) HE SHE ONERES |28
Venlafaxine and Desmethylvenlafaxine in human K,EDTA plasma A
Venlafaxine: A high performance liquid chromatographic method for the DA A (BT A HNEE
5.3.14.5 GTR-16852 determination of Venlafaxine and WY-45,233 (the O-desmethyl metabolite of 2 7 198946 (& HIITH KE PANEs| SMTiERES 5%
venlafaxine) in human, dog, rat and mouse plasma Wt
53146 GTR-32752 Method validation for the determination of the enantiomeric ratios of Venlafaxine 19984F7 ] (st E54T 1 Kl SN ﬁ?;{i;{i’fﬁ%‘f Bk
T : and WY-45233 in human plasma by electrospray LC/MS/MS m w yiren . ~
The method validation of N,O-didesmethylvenlafaxine, O-desmethylvenlafaxine TG B
5.3.1.4.7 GTR-28167 (WY-45233), N-desmethylvenlafaxine and Venlafaxine (WY-45030) in human 1996458 H (5 EFITH KE PANES| SHTiERRE 5
plasma W
Venlafaxine: Analysis of concentrations in urine of fed or fasted human subjects |7 1 2%t (Bl 7 7 A % P H:Vﬂf%ﬂ - N
5.3.14.8 GTR-18080 . ) . . - - 19904F4H (i HFAITH KIE ShE IR 2%
administered 50 mg of Venlafaxine, as the hydrochloride salt ) s
53149 GTR-32753 Method validation for the determination of the enantiomeric ratios of Venlafaxine 19984E8 H (¥t B 4T K SR *tyjﬁgrjjf& = P
R : and WY-45233 in human urine by electrospray LC/MS/MS e ’ ’ gﬁ%i 8 ~
HPLC method of total (unconjugated plus conjugated) Venlafaxine, O- R
5.3.1.4.10 GTR-26461 desmethylvenlafaxine, N-desmethylvenlafaxine, and N,O-didesmethylvenlafaxine 199642 (Gl ERATH S ShE L RFR V] 5%
Y A
concentrations in urine - assay validation report from Bioassay Laboratory, Inc. Wi
HPLC method of unconjugated Venlafaxine, O-desmethylvenlafaxine, N- TG B
53.1.4.11 GTR-26462 desmethylvenlafaxine, and N,O-didesmethylvenlafaxine in human urine - assay _ 199549 H (EEHITH) KE ShE SMTiERES 2%
validation from Bioassay Laboratory, Inc. WEE
) trvek
53.1.4.12 240-95-038 EhifSE R OUR i Venlafaxine & CMRE#HIODVEIE D/ SY 7 — a5 — 1995621201 (HAEHREITH) A & ONTERRES | BE
HE
532 b MEFBUEZ V7o S EhRE R o Rk
5321 MR AR SRBRREE
53211 Wyeth Laboratories, #[%|

S h 522 LE GTR-12087 Protein Binding of '“C-Wy-45,030 in Human, Rat and Dog Plasma and Serum 1'WH (BiPfizer Worldwide Research &  |4HE HER ATAT

(4.2.2.33LML) Development)

53212 Wyeth-Ayerst Research, K [E

(;“'2"2"3.4&5112) GTR-17425 Protein Binding of Wy-45,233 in Rat, Dog and Human Plasma 1'41:.)4 s 2(.411')4 I()filzﬁ’zsélggrldwide Research &  [4}[E R A
5.3.2.2 JFARE R O A B0 BB 1 35

53921 Venlafaxine: Stereoselective Metabolism and Interactions with Cytochromes —

3.22. B . . . ) . . P P P | N S
(422,46 FIL) GTR-23916 l;:]SlgriD6 and 3A3/4 in Human Liver Microsomes - In Vitro Studies by Dr. 1'4:.)4 s 2(.41')4 , 2(.#1)4 Canada S PR A
53222 Venlafaxine: In vitro inhibition of CYP2D6 dependent imipramine and Wyeth-Ayerst Research, K [#

P . GTR-27229 desipramine metabolism; comparative studies with fluoxetine, and effects on 1'411')4 s 2(.&')4 (HiPfizer Worldwide Research &  |#}E A& Bk A
(4.2.2.6.3£[FIL) .

human hepatic CYP3A4, CYP2C9 and CYP1A2 Development)
. o Wyeth Research, K[
53.2.23 DVS-233 (WY-45233): Evaluation of Inhibition of Human Cytochrome P450S y " i . - - B
i Pfizer Worldwide Rescarch & |4/ NGEE =y
(4.2.2.64LI71L) RPT-45185 1A2, 2C8, 2C9, 2C19, 2D6 and 3A4 (Protocol 01_0431) e B § B (BLPfizer Worldwide Researc s HEPTEDRY A¥

Development)
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53224 The Interaction of Venlafaxine with Cytochrome P450 2D6 - In Vitro Studies by . p — . TR -
(4.2.2.4.5L[FL) GTR-22989 Dr. Sellers ! 1'EFlH > 2(.E¢|H Canada SHE FEPIROEY i
5.3.2.3 fiOEMEERUEE R
i gl L | |
533 EARIEDBEIRE (PK) RS &
5.3.3.1 GREEHERE TR D PKA ORI AR R Bl 5 3
0600B1-155-JA WY-45,030 [RSEDHTHHEG A R R
53.3.1.1 -HLER B 3R BR- - B SRR R S M R 199549 A AA 2] HOHE R AFAT
(600-B-101-TA-IR) (EIPy o)
0600B1-156-JA WY-45,030 ER% 72 L A SRUREE R #U5R AP
53312 BT 18 R TR B D |1995' 121 ~ 1996521 A [P wiEEsE |
(600-B-101-JA-ER) (= PER)
53313 OS00BL1531A WY-45,030 (Venlafaxine) ER 7t /L Allo> 45 I B A5 A | 1596475 ~ 1996591 A - E#%ﬁi -
B AR ARG RRER- IRBRRE (E;J%%> !
An open-label, 3-period, randomized crossover study to evaluate the A 24 (BT 7AW . ?jj/\] FOR
533.14 0600B1-185-US L ’ . . - 200245 H K[E PANEs| TG %%
pharmacokinetics of Venlafaxine extended release : Final report #t) (SrER)
A "C-labeled metabolic disposition study of an antidepressant (Venlafaxine; A2 BT 7 A Y . : ?j:l/\liéf*ﬂr
53.3.1.5 0600A-109-US . ady ’ _ 1988411 A ~ 198941 H K[E PANEs| I 5%
WY-45,030) in healthy volunteers : Final report. ) kR
A study of the safety, tolerance, and pharmacokinetics of single ascending doses (7 A 24t (7 7 A # . . ?jj/\] HE
53.3.1.6 0600A-135-FR . o . - 199544 H ~199545 A [INEz| PANEs| M 5%
of Venlafaxine administered intravenously to healthy volunteers : Final report #t) (SrER)
5.3.3.2 BEICHTDPKE U R A MRS &
R L
5333 WRMZEREZHRE L 72 PKEABRR i
Pharmacokinetic and statistical evaluation of the effect of renal disease on the A2t BT 7 A% fﬁ:W Y -
5.3.3.3.1 0600A-111-US L . . - - 198941 4 ~19904=1 H KE F4NES| SR S A
disposition of Venlafaxine : Final report ) (o0 [E )
Pharmacokinetic and statistical evaluation of the effect of hepatic disease onthe |7 1 24 (Bl 7 7 A . . ?jj/\] FOR I,
53.3.3.2 0600A-110-US R . . ~ 198947 H ~199044 A P NEs| PANEs| I FEAL
disposition of Venlafaxine : Final report #t) (rEZR)
A randomized, open-label, crossover study of the pharmacokinetics of D4 RAE (BT A R )
53333 0600A1-140-US intravenous and oral Venlafaxine in subjects with hepatic impairment and healthy 2 - 199644 7 ~19974E5 1 PN PAES| AT il
control volunteers : Final report (O EFRER)
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Pharmacokinetic study of Venlafaxine in healthy young adults and elderly UA 2t (BT 7 A HEPATEERL - N
53334 0600A-108-UK biects : Final report 2 ~ 198844 1 ~ 198848 1 EQEs| SHE AT 1 RS
subjects : Final repo: (UM EE)
An open-label study of pharmacokinetics of Venlafaxine in extensive and poor UA At 774 . . FEPTEEE
53.3.3.5 0600A-131-US . . ~ 199446 H ~199545 A P NEs| ShE I 5%
metabolizers of Dextromethorphan : Final report #t) (4 [EIERER)
Final report: A randomized, open-label, 2-period, parallel group, crossover study U4 2k BT A LR
53.33.6 3151A1-901-US to evaluate the pharmacokinetics of Venlafaxine extended release and DVS SR in _é) @77 20064F5 4 ~2006476 7 KE SHE ﬂwﬁ\%i&f% 2%
healthy subiects who are extensive or noor cutachrome ndS0 9D6 substrate GhEESR)
PF- . . . . . .
SimCYP® modeling and simulation for venlafaxine and desvenlafaxine In _ . e T = - %
33337 22;35408—1 6Junl4_13 CYP2D6 EM and PM subjects and in renal and hepatic impairment 7T APtk 2014567 RE #E PR .
533.4 SHRPESIN ARG U 7 PREUER S 3
A randomized, multiple-dose, crossover study of the effect of AM versus PM D4 RAE (BT A PR
53.3.4.1 0600B-139-US dose administration on the pharmacokinetics of Venlafaxine extended-release |~ 4 i 199446 H ~19944E7 A KIE SHE AT %%
capsule (Venlafaxine ER) in healthy male volunteers : Final report. (O E SR
Pharmacokinetic, pharmacodynamic, and statistical evaluation of a double blind . PR
53342 0600A-114-US study of the potential drug-drug interaction of 50mg Venlafaxine q8h and a single Zg:)x e @749 199042 5 ~19904E3 H KE HhE R e Bz
10mg Diazepam dose : Final report (4 [EFBER)
Evaluation of the potential pharmacokinetic interaction between Venlafaxine and |V A 24 (37 7 A fhE N
53343 0600A1-133-UK Carb e in healthy male subiects - Final cl  reort 2 i 199447 ] ~ 199449 J] EQEs| SHE AT 1 2%
arbamazepine in healthy male subjects : Final close-out report. (UM EE)
Pharmacokinetic effect of Cimetidine on steady-state Venlafaxine in normal A 24 (BT 7AW . . e ?j: PELE
533.44 0600A-119-UK A _ 19894E11 H ~19904-2 H S| PANES| MG £ 5
volunteers : Final report #t) (ShEHER)
Evaluation of the potential pharmacokinetic interaction between Venlafaxine and |V A 24t (7 7 A . fhAE N
53345 0600A-132-SW M 1ol in healthy male volunteers : Final report 2 i 1994410 H ~ 19944212 AY =T SHE R AT 1 2%
etoprolol in healthy male volunteers : Final repo (S 3 )
An open-label study of the effect of Venlafaxine on imipramine metabolism \ Py
53.3.4.6 0600A-129-US mediated by the Cytochrome P-450 Isoenzyme CYP2D6 in extensive TA 2 (BT 7A4Y 19944E1 H ~19944E2 A KE Hh[E ﬂg’/ﬁ*ﬁﬁ%% BE
metabolizers of Dextromethorphan and Mephenytoin : Final report —#t) (M EBER)
An open-label study to evaluate the effect of Effexor on the pharmacokinetic Faw4S g
53347 95-059-MA disposition of Haloperidol in healthy male and female volunteers : Integrated 19954210 H ~19954:12 H KEH S E R 5
clinical and statistical report (S FER)
An open-label, multiple-dose drug interaction study to assess the effects of a DA A (BT A B R
53348 0600A1-118-US therapeutic regimen of Venlafaxine on CYP2C9 metabolism of Tolbutamide : 2 7 19964104 KEH PANES| R 5
Final report (S FR)
Pharmacokinetic and statistical evaluation of the potential drug-drug interaction |7 1 2%t (Bl 7 7 A W HEPATEERL N
53.3.49 0600A-116-US £ 50ma Venlafaxine agh and a single 600me Lifhiur dose : Final report 2 ~ 19894124 K[E 4NEs| HO AR 5%
of 50mg Venlafaxine q8h and a single 600mg Lithium dose : Final repo: (UM EE)
Pharmacokinetic, pharmacodynamic, and statistical evaluation of a double-blind . R
533.4.10 0600A-117-US study of the potential drug-drug interaction of 50mg Venlafaxine q8h and a single Zg:)x e B7rA4Y 199043 - ~19904E4 H KE HhE R e P33
0.5g/kg Ethanol dose : Final report (A [EFBER)
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An open-label study to evaluate the effect of Effexor® on CYP3A3/4-dependent P
. R . - . R
533411 95-057-MA metabohsm as measured by the pharmacokinetic disposition ofAlprazolam andits 7 1 2t (L7 7 A % 199549 K S T s%
metabolites in healthy male and female volunteers : Integrated clinical and —4t) (SHE3ER)
statistical report al
An open-label study to evaluate the effect of Effexor® on the pharmacokinetic A A (BT 7 A HNE B
53.3.4.12 95-060-MA disposition of Risperidone and 9-hydroxyrisperidone in healthy male and female |~ ) 7 1995429 H ~19954:11 H K[E PANEs| n“%*ﬁ?ﬁ%% 5%
volunteers : Integrated clinical and statistical report (S FUR)
An open-label study to evaluate the effect of Effexor® on CYP1A2 dependent NG
533413 05-056-MA metabol}sm ?xs measured by the pharmacokinetic disposition of Caff61ne and its A2 77 A% 199548 A K SR %@Tﬁﬁé%% P
metabolites in healthy male and female volunteers : Integrated clinical and —k) (ShEHER)
statistical report i
i i i i i A
533414 95-055-MA A relatlye drug mteractlonA study to determine the effect of Venlafaxine and _ 1995429 7] ~ 1995411 J] K S T B
Fluoxetine on the metabolism of Dextromethorphan, a P450 marker =p
(GhEBR)
533.5 Kbzl — o VPKRABREES
33351 PDI\;i;:gQDD-BZMb- Population pharmacokinetics of Venlafaxine 7 7 A P—tk 201449 H A AR HA FEPEE 5%
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