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A 2 $259 F4 dIgrse Y B I oY AEHFA oF
E Qo] Basith o] oF (50400 mg)d A71FH FEA 249 #A YA
AN@AA AdFHIT. AdE Foo W deds 4% 6} | AsiAE &2

2 371402 ARrteteiol gk,
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o = - EFFEXOR XR(venlafaxine hydrochloride), capsule, extended release:
e 1997.10.20.37}(37.5, 75, 150mg)
- PRISTIQ(desvenlafaxine hydrochloride), tablet, extended release:
2008.02.29. 37150, 100mg)
<3 F TGA 3|7}>
» EFEXOR-XR (venlafaxine hydrochloride), modified release capsule
1998.5.11.(75, 150mg), 2004.10.14.(37.5mg), 3|7}
- PRISTIQ desvenlafaxine extended release tablet:
2008.8.18. 3] 7}50, 100, 200mg)
<Ny} HC 3| 7}>
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1998.3.4.37}(37.5, 75, 150mg)
+ PRISTIQ desvenlafaxine extended release tablet:
2009.3.5. & 7}50, 100mg)
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o 254 olyel BQlNE Sesh Maane W BPEAY A AT ARES EoA
714 9k, 654 olgel HelolAE Skl s FeAAM olHF fPol gasgnh
$23 9 vE AHH 4B A 4% AW F7hs Bdo] Uk A=
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H, BotAst Heh Y|, WS 22, IF), AT Sl 1A, 4, A

= &34 FoE: 79, TE, AAhe] E3E £ 3l $

AEL AZEY 257 0 dis) 2UE Fojo} Fuh

o
R MAO A ME Eqse QAT AyEe=ut 3

ol ok WAA AY A=
Z2Abe HPABEI T MAO A4 AEE 23 e BASAA o ool TaE Az
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38T AN S =E Yeld fA4 THE(%)
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Ak 50mg 100mg 200mg 400mg
Tl 4 6 8 5 7

AAo A o] oF (&%: 50-400 mg)E AREF WY Al A Sk o
W7t eokso] giek

%01' ri

%5 BE @2 24 8% dEARAAN HE AnF FAAFY H7 W

O
o]k 50mg 100mg 200mg 400mg

a¢

Gotd] #%7] 8¢ (mm Hg) -1.4 1.2 2.0 25 21
Gots] 7] g9t (mm Hg) -0.6 0.7 0.8 1.8 2.3
o] u}

&ob9] @yl (bpm) 03 1.3 1.3 0.9 41
AF (kg) 0.0 -04 -0.6 -0.9 -1.1

HZSVEAI R A 1Y 50-400mg B o] ZE oA o] °F9 Fos FoAA Edse &
ol9fe] 7] EY(SDBP)o] 90mmHg oldolx 33 A& A FZHE Al baseline® T+ 10mmHg
ol el A2 AT A&EH n¥YH #Ho
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z). A%4 1¥Y NFL F
¥l HHE BAES v
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S

E 6 G949 Hg7] LY A% 432 e @49 v

A 5w AEH FEAdS e e Hl S
Hef 0.5%
o] < 50 mg/day 1.3%
o] ¢F 100 mg/day 0.7%
o] ¢ 200 mg/day 1.1%
o] ¢F 400 mg/day 2.3%
ZIEY AEY

o o £ 50400 mgg AHEE BIIT AGNE QRALNA, F57] 7194 ABE(L
A4 71RA FaA > 30 mmHg)o] o] o Folwe 654 ol4te] BAH(e] °F 8.0%, 7/87
vs. 9ok 25%, 1/40) oA o] ok& FEojuwre 654 mwke] Fxj(o] ok 0.9%, 18/1,937 vs. ¢k
0.7%, 8/1,218) Rt} o &31A HdH AT

2) Aw F BAW o4 W
A7 F o] oke] ALEA BAH ol gHe e T Boh AR F ouge BHAF AT
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1) Fg3v)
of o}z US] FEHUYIL Lol 4 AUk WA it I B4 mE T4 S
=RFE A2 =0 APl e Agele BUEZS AAse} Bk

5) —'——L]‘:]_-Z_}\!:

gHoz FAYAL HH2A FH E , ,
29, 9z, ML F ¥ D85S LW AR S49 AT A daTh duAe
2, #UEae 3710 AgA Bk 9ws Ry

Fazge A )
SNRI © SSRIZ Agshe 54, old@ Esel RoI30A, 59, LaagA FHa9e
1=

o TAEE oo o] gRkSel] e ApdE Biavp Ak BIHS VR, 8, 2F, @V1F,
3, B £, T8, V1Y, AXH B, BN B2

1

=

X
N o

A gH# (self-limiting) Wk-g-o] 2|7k, Foh g

o] ¢ T SSRI % SNRIZ X B2 As) AUEFEZ] e + Ut o5y 29
A, lHT AVEFEE RAEY Polnz2E EH THF GIADH)Y ZBH2 nid.

mol/L 1%kl FH 7t RaHdth =< 3Rl A SSRI & SNRI A& S
THE A940] BTk $25 Atk EW, olmAE Bgeli Qe 8% =
£ Aol aw B oA AUEFES AWl BTt B¢ & Utk 44 AUE
FYZ BAAE o] oo Fug nslol 3 AAF GARH FAV} o FoiF o} @k

] =

AUEFESY AF 2 S4de 55 HTY o#H%, 71AEd, 5 3% &S =9
& e BEAAA Ao B FFola/Ee 54U FES #AV e AF 2 S
< &7, 44, 23, 5, FAA ® Aol

7) 244 AR B 5374 A

Webshae] okel morg) N2 BY Yt 1A AAS 2 ETY Aol =8A Bu
g9k 194 BFLW, A1 Ee BT BAPe] Qe o F AR BASAA T o4
WSS B4 5 Teldol Bk olHd BASE 4 AT S S3 o] %
Feg nestelor ok

o] g o8 LEFVFAL BT YPAFL ANHA gekot, WehR(E 2t
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W Ae BEUAAD)] AYE ABHEAY GF o] NAE 9IS AP A
BF Fol o YR oust Y Pre

ol o Hs U
Fohe vt
AW, E FA B4 GEL 4, AT TE £30] Zo4E & 5 37 WE o
25 F9ste 0 GaPE WA SO e TN F Je UAX FAEL 2
FAE ZIE A9E JIAE AT WolE Fso B
6. 358
1) MAO ©JAA

(1) AXAG 25 3 2oyl sl s AAAMAOL ¢l Fof HA:

AAA A8 AEE 3t MAO AAA Foisd £ Ho|x 14Y o|Fof o] ¢ke] X8E& A
Zrstofol stoh FESh o] oS TS & MAO AAA| £ A Fs17|71A] Hi 749 A4S
=olo} siel.

@ HFvEd=E EE HdA@EFY 22 bE MAO AAA S o] oF9 A}g:
AZEY SF57 S@3A] S7kst7] wio] ulEei=y A FALE fEHIAEFE X2
2 e SASAAE o] oS AHE-SHA] owq AAA A =Y 7133 8ot e 3

o otg olpl Folwm Ui A MBS AUEAE PALER g A

£8 slok S A7k & £ Aok 54 el Sl aEslou AaEAs MY
22 gAY £ 9t 2o 91 PUEIsy FUFAE dPARE A= FAF FA4
o AZEY 2579 48 4HI0y BLHE A3, o 0 A Feaw AUFA=

AU TALE dEdERE BT F Ut o] of e US| =; FHFALE HEAER
o] B A & 7d 7R e HF FH F 24M7A F UA EEdEe 7I7A ARE
o 15 5ok st} U=y 7&‘1‘1“2/\}% o 2455
Fof ¥ 247t o]Fof o] ¢ko] EE QAT F 3t
ofy} g A(d: ATE AHAA B T4 FAA) B 1 mg/kg T
gre] A& HWFiriete] W& AFAHL A A gt aH lE ey, oAkele ofd
Ao NEEU S35 240 A7 Yehe 7Aool USS da glojof gt

2) MzEYY &
AR FeAkge] 2 v EAfdle FoskA F A, B the @Ade AF3] 54T
A, 6 BEAE FE

3) &m okE (cﬂ NSAID, o}~3]2] 2 9}g}al)

v g AZEYD ¥Ee AN F8F 9428 ok FA-tix ¥ Z3E fAd
o] ogt A+ 011*1 AZEY AFFE JAte B2 FEY AHEH JFE 93dE &8 19
FEAo] YEHYTh EF, o] ANFEdAE NSAID & ofAu o HWLo] og)dl =¥
AP4E S7AZE & JSE BAFT 28 S 289 dgd 83 a7y} SSRI ¥
SNRIZ o9 HEFEAE off RIS 4gdE B2 e FAEL o] & F4E



NzaAY 398 | o ZA 2UEHY Hojo} P,

45 UE GBS g dadgnie] FAH G
RN B Hl**ﬂla}é% 12 19 100mgs] §FolH CYP2D6 thrte] Y=oz olvlg)

E 9% WAA ge A UrE}‘xl*E} CYP2D6°l| ofsf datAoz dirtels 714 F=s
(el |z, O}E%/ﬂ] J, d2EZVESY, HEZEE, YHEE, A2, EHEY)
< °l °f 100mg clste] &5 L Foishe Zeds el dasta . of o

100mg#} 400mge z+zt HBtEEo 3 & gAzZgly S ZEo4s FEATALAYHAA dA| =t
ulo] AUCE ZHzF 17%, 90% =719 9l5, Cmax:s ZHzh 25%, 52% =713t

6) YL

B A AN, Hamegie] Fmeel s FE B U 25 SH 4L
ZANNA FeTE Aol Ushgth 2o BE $3A%A BHGETN AR, $X4E
oA o kg HgIE B L WAL JHEZ FAAAG BT

QR o] ool GiE AP NEQAANGL FPHA FhTh o) ool el A=9} =7
S oo @ 44 99 A7 23 ATVAY §Rmg/m)7IFoR DEelAE Al
100mg/Q SelA18] 3087AA a5 EAAAE AglA 100mg/d FIA 1587 Fol
B olE SgeldE HAPHel hF FAE BREA @tk A= A4S, Aol 19 &%
¢l 100mge] 104} ol4e] §Fo2 P4 W FF /e FANG ¥ AL Ff 49 3§
Aol AHE F7 BEHAG o] ke BAHA FolHol BA B FAH ABHS 3
A BIAY U T Aok e

(3) JuxIE
914l wAE 3/4Le] SNRIHEEY 2 2oz
*ﬂiE“ AEF AsfA)A =28 21480}
Zg yshdnh o8g dHze
o AME 2E5EZ, O, A2
, WA, A, ARAER, F

T— s

S omor o
ofN rh oE



SNRI®] ZH4d Aoz ¢l 9F e ovtx B FuFis AXFoh ofEl oA
E ol 9473 FFe AREY 2377 dXITE AL Fod o} Foh

4) v JGAIE

o] &g YAF H=9} EFA BIA 717 T ZHzF ) 300 mg/kg/day &FT} 75
mg/kg/day €Fo2 AT B3PS W, H7F 4 BRHA Fsit) olE &F S AEW
A &£F(mg/m)L VFoE NEEPS W F=oME ArZoA 100mg/ Y FoIA]2] 304
ol E7ZdME ArZAA 100mg/Y FoJAle] 158jolty. e}t RENA ARVHY &F
(mg/m’)L 71Fo.2 &39S W AZolA 100mg/ Y FojAle] 108 & sfFats Ho)
T3¢ FHNOEL)S F98e o, 24 SAo2 93] gAe] AFo] #asdty 87 A
At}

AAE F=olA o kg JAVIRH FRIAA AT Foisge W, Hd &0 300
mg/kg/day &FNA g Ff 49 T A7 AFo] TaEI APFEC] FUHsIELY, 2
Aol gl UAA FSETh A7 A=A o] NOAELS AEHAHT &Hmg/m)e 7|5
o2 &30S w AEdA 100mg/ D Foirle] 108] ot A& olf7] F A% B
AASEe ARAEAY &F(mg/m)7|FE0E AlgolA 100mg/Qd FoA19] 308 &g ofv]
AA FAPS W FFL dA By

2) A~0 7

o] 22l 2} 41 (O-desmethylvenlafaxine) & /2 H]EFTh ©] ko] 4=f frofoll Al A 73k o]
AES dod & Joeng, FRFA g o] o FoAHE nodtd Ff TH EE o

oo Bg3@S APl Bk,

8. Zofo] @ Fol
184 olate] kol @ Aoy VAol U HAA D FEAE FAHA ST

HAsl g A Aol FEAT A B Aol JEA fge), ©@r) ¢
: e 654 vlgte] AR 654 o g BANN 371
ARG BANET Edoh DFZANN o] oo §FL BHT Wl ol APk

71
& 24 754 aysior s

of ok T3 SSRI ¥ SNRI= HANH PFHoz Fe@ AVEFES Fest #d
| ARem, o]gfgh o] utgL LEANA ¥ T & Ak
10. #FF A9 A

1) Agqe] FREA B

PG o] ko HFFA thEF AFF HFL AFHo|T o] e wigtFAY F2o B
2 tharA o)tk wlgkg Al (o] oo ReFE) HPRS HYPe

AE F ZPA, S /e OB GEHe] WA We(d] el RpE)e] HP
Soiy} FoeAd BASGT AFTANA UW, o4 WHEIRH EFAA), FFIU,



w2 g pE7F b 54 BuEdt RuE g2 AlgEe Ad=E ws(el: QT 113 o
%, Zkxbe(bundle branch block), QRS 94, 4 9 A4 ¥=, A9, A&, FEZEH
(rthabdomyolysis), dF, 7tHAL, AZEY S35, Aol Sdth
TR E FFATANAE, SSRI A EolA TFE A vlud of XNFEA ZHE59 9
A F7F WSy RFFoe #doe] s doh A8 FerEAdARTE
3l BIEAT JEATEAA dEFA] Fof FApE0] SSRI o SAEET o & A%
A AP At < Ze ez yeiyth daZd] AFFAR A3 FA40], dFAS
Fojgbe x5 95 SHAEFH dulsid A8 HA 238 A4y S7te o= A= 79I =
A B &3t
2) FFFAA A A
IR0 S e

o d

r
Jim
i

o
ec)
iy
)
rr

g A JA dvh FEFEFold I AX A, GFE

11. 7]€}

1) go]—ﬁ]

929 A=A o] oS 2\t AT FASAES W, 47 AHAAN FIFREE
A ekt

nh- 2o M= o] °FS 500mg/300mg/kg/day 7t A (Fo 45F F & FHA) FASGon,
300mg/kg/day& HATEHAZ LT (mg/m)L 71F0 3 A2319S wl, AlZA 100mg/day
Fod A ] 15u] 9] &-olT).
_ A== o] o2 300mg/kg/day(7) T 500mg/kg/day(EF)7HA] FA5193, AR
HAY L¥(mg/m)S 7FoE AEEPS W o] &FL ztzt Algo]A 100mg/day FoiA]
o] 29u(+A) 2 48u[ (Aol

rlo
olN
N
Lok

[o]
gt g2 AFEIY she elole] EAH|AE(Ames A F)olA WHol S VEREA] oF
, Wi GE CHO Aol Ae] A|FATAY FAA | HFAY, vh-¢2E o] &3t AAY 42X F &
E o] &3k AAY GAA | FAIHAA FGAA o|AS ERNA] eEgkth F=3F, o 2uwlEks
AldAY EHF CHO A X AEAHo|(forward mutation) & A3 BALB/c-3T3 v}

HlotlE FAAE AFAN FHFAS YehlA it

Ho > b RO
[ ro |l |k

A AR, o] &S ARUAY S mg/mH)E T|TEOoR JEIIRE W AlFdA
8 & Ag geHmg/m)S 7]Fo 2 AEs
= &< 100mg/kg/dayoll <= 4

22
flio
K=
>
>,
i
2
L
[t
[ew]
(]
3

g

™~
=
et

Ht
2
>,
o
12
o
(aw]
=
9
%

Blsoll d&o] |t

12. @ 3 HAFAZE FoAd
1) ojdole] &Eo] FA] @ ol HAgt
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2) The 716 ule} ¥ A Anfle] AL FAFAWNA ugHeA FoBZ of
g zolsjelcl fr. .
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O A : YoFFe FFH3871 - A - A AR(HFFFAAARA) A2xATS

(A% 1. A% 1 setpz == BAzo] A8 A28 NED 9ot

AEAR AERS
2 3 4 .
1 7t Lt 8
A& S OQEQECOOOOCOOAL\O o o -
AEol 7 oﬁgggooooccoooco C c| -
BA T =
AR R ARl
23}
AR 7o 2 JFA] %
(ool B A9 26
1 719 == 228 9 AEF9 a3 A5 27
T R TSR 27
1.2, 7]Q] Tl JIHEZE Q] ceeerereessoeesessereesssesess st 27
1.3, A3 BQZ JRQ H X EH e b 27
2. 7244 -E7354 42 2 AESH A2 #F A=(F 2 #F AR) 28

2.1, Y2 ) OFE (Drug SUDSEANCE) +rreresseressssrrssssserssssssessssie it 28
DT, QU HET Bl et 28

D12, SIE JEZ e 28

2.2, ShA| O] OFE (Drug Product) swesssseeesssssessrssssssssssssessisssssssssisssesssiiss st 29
221, YBOFE T I TE e st sasassesssasesssses 29

222 7] AT HPE o 29

3. kg4 B A 29
4. A9 #S A5 (CTD 4.2.3) 30
4.1. %/Ké}\]@q‘jz}i 7]:'_8_ (CTD 2.4 1;_1 26) ............................................................................... 30
42, ERAAGAT TP QO ottt 33
421, GEEAZEGAE (CTD 4.2.3.1) srorereereresseressssmsssssssisss s 33
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422 WEEAENAT (CTD 4.2.3.2) rrrrreerrerseerserrssssess st 34

423, FAZAZAE (CTD 4.2.3.3) srreesreeessersseressssissssissssssss st st 34

424 A2 A E=EGAS (CTD 4.2.3.5) wreeerrersesestsemsmssnstssmnininsinstniinsss e 35

425, TG AIE (CTD 4.2.3.4) wrrrveressesssersssrssssessstsssess sttt sttt 35

42.6. FVEFE A A T covrrererret s 36

5. okl Z 4o B A= 36
51. R ZEAIE THQ (CTD 24 T 2.6) rrerevererrersersmsseserimimsi e 36
5.2, FLE]A] T oo 36
5.3. QPR A G (F LHFOET] A]G) coorrrrrvermeersrinsssnssimsss s 36
5.4. %—’F B, 1;H/{|_ HH}& °ﬂ _,,]_a-]. }\]ﬁq ................................................................................... 36

6. AFNAHR #F A= 37
6.1. LA FAE Y] AIF]A(GCP FGR) reevereresrerssessesseesemsemisti st 37
6.2. LAAIERFT T FPQ oot s 37
6.3. AEOEABIAIE L QAFOFT] A] T oot 38
63.1. A7 AHE/EE )9 FZEAGPK)T HE LA e 41

6.3.2. WOIA] O1RFO]| THBF PK wrorvereerererssmsssssiiisiiisiii it s 42

6.3.3. SJQ1A] QIRFO] THBF PK worververerersmmsssssmisiissiis e 44

634 © E_r:]_'éjl-;\]zs-]u(PD) ......................................................................................................... 46

6.4, GEAD T CFAIAD e e 48
6.41. FFEA - SFAAA]T JJ Q. coreeererrm 48

6.4.2. A QA A B (Pivotal StUdies) «wweeersererserssersseesssesssensssrmssssseniernssis st 50

643. 954 ATo] W8 QOF H ZE o 51

6.44. SFAA AT o] thdh Qo T AE s 56

T i = S PPN 57
65.1. ICH E5 52 Dol WE FE 0] 7ZF=A BT} v 57

6.5.2. ZFTLAFT T T covrevrerermrnmsicin i s 58

6.53. ZFLH 7Hol] THEE AIRFRF ] 7 cevvermmmmeesesienessemissienis it 63

7. =] A g AF) BF A" 64
8. FTURAAERS BEAE £ Fal AFEF S B AR oo 71
9. 7€} 143
10. = 172
HE 1 ZTAE BB i s 172
HE D A ZRE BB i e 172
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(AR oA 2 RZA]

o AET AFAFAREAN HEHSSAYE] 1P E&F Fool et FE4, AL S
dZsth FEAHAM-Dy) 2 AN =2AUC)H adste] BAZS dFsto] <
TEABARE ol &3 AR E AEsHeH, FFAdA dFd BE Xole U
U] genz oo Ui SWETF 2HGll A& shEdtth

1 719 == 23 2 AL390d 83 A5
11 AFAR
o P 2EXHA50, 100 1T
o AYALE
- 3258} FQ =
- 8HEF FAEH BAglel 1Y 13 50~200mgs I AIZH] 5§
o MeH AZEY E =2 o= x| FF A A (SNRI)

12. 719 2 A3
o HadlFBFASANEL G A Q] #HEHe G UAMEE (O-desmethylvenlafaxine ;
ODV)9] Aoz m3(2008229) 2 33(2010.6.1) oA F8$$5%(MDD, major

depressive disorder)X| A2 %21 = St}

o o] %k MDD A& ol¢]d] A7} BAd g%%%wg THVMS) A8, Ty Ex
A7WZOPN)T B " A4S 559 e, 4RSSEEM)S] #e maws:_ A3

Nge FARAON FEA FFOE FUEA
o -9 ALAS TS 22 : v]F CPPQ013.1.23), 55 CPP(20134.3)

1.3. 298 % (Major Depressive Disorder; MDD) 718 2 X5
o AAA HA FHEL of 15% FZ(AAAAAN 25%71A =4 dEbE  AS)elH, A4
Aol = o T EHE A Aol lor A (relapse)F A& (recurrence)o] Hl
3] dojutt)
# A (relapse)¥} A & (recurrence)
- AL (relapse): A E A3te] T4 oA HElUE AR FEFAE TAAEA S0
He Aoz AHoHth ol HEF XEVIe] WRE #Aue A =
3 mpoz pFE
- A A (recurrence): A 717F F FAol FAU ALY glojA &
Al YEldE Aoz FoHn, Q2 487t AEE Aol

. 93
A3 9299 29 JA493 2 Fo %@ra 2 Agstel W
5HTS NE, £5¥9] kv 713 3o dolan ¢ad e

2. 244 29384 42 2 A=A AAd A AR 7)) AR A=
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3. ¢t Aol A A= :
- AAALE - 71E 7], AL(1~30C)EH, AZXYERE 36709
- AxAa 1 36 A7), 6708 TS A&/ S8 AH), 7HE5AE

2

2218709 B, 61D A% AE(Ee2H), EAE

- AEYF Y

4. A9 B3 A2 (CTD 4.2.3)
41. SAXFAE AE 2%
411 93 EE4AE (CTD 4.23.1)

41.2.

digtaal Frieade ASE B ATEAY
dogigtsy Foleid e A8E v P FoiAY,
DVS-2335 ©3] IP F4A|3.

LR E o EAA)F (CTD 4.2.3.2)

4121 SDI =

Hl 2=l 22 free baseS = oA 4F HbE FH LT AAIE.
DVS-233S A=A 6712 W& AFEA)F.

4122 ¥4

4.1.3.

4.1.4.

d 2wl 2} R4 free base(Z D Ag)E vISAAA 45 HE AT FAAH

dl2dl 24l free base(dE Y &3 AF)E vl A 135 HHE HATFFAAEH
DVS-233(S14 )2 vl 720A 9707 0, 5, 15, 50 mg/kg/daye] &ZFo &
A

33 717P° 137l $1§ _DVS-233(144#)S vlEdoA 1353 0, 100, 300, 500
mg/kg/day] &Fo 2 HIEEAAY.

EA717+8 8817 98 0, 200, 400mg/kg/day &%] DVS SR HAE Azgtel s e
2 AT o A3

SAZ AN (CTD 4.23.3)
EASAHo|(W 2t free base), A9 FA4A o] FAF(HlawA Fri=itg),
in vivo 23 A (d 2l 2} 4] free base).

AA A=A (CTD 4.2.3.5)

4141, FE5 2 Z7v] A

SDU =) A mH] 4FM) D 23(F) AEE GD207}%) DVS-233 0, 30, 100, 300mg/kg/day
Fof AE.

41.4.2. W) - ALP A

SDH:=o|A GD 6~17 E<¢+ DVS-223S 0, 30, 100, 300mg/kg/day F3t%5-< w[RPT-75474],

300mg/kg/day FodtellA EAS] gl 2], AF € SAE H4HF FF AIE

NZWE7])A] GD 6~18 E<F DVS223< 0, 75, 225, 675mg/kg/day Fo18}912 wj[RPT-45134],
- 23 -



Z A

il

jﬁi

Sk

rJ

75mg/kg/day FoAFAA 2A9 AF L S4E 4
4143. EAATIY L XAI)SAF
o SDF=CA GD 6~ SAF 21744 DVS-233L 0, 30, 100, 300mg/kg/day FHA|B.
4144 7=
e 7|9 A & kA ;M=oA 0, 75, 225, 675mg/kg/day &ZFe] DVS-233-& PND22%E
g 1337 B4 & 254 3 AF ® S4E AHF 22 A FE

41.5. ¥GAAE (CTD 4.234)

4151 v} 2
e DVS-2332 0, 50, 150, 500/300 mg/kg/day= 2zt B A8
4152 9=
o DVS-233& (M)0, 30, 100, 300 mg/kg/day, (F)0, 50, 150, 500 mg/kg/dayE 237+ £
A&

416. 71BEAAE (CTD 4.237)
41.6.1 FAUYAA R
o FAMES IEY FA 5 HA 7 AW @3 YT
4162 9Z3AA WAAR
e H|Z ] 0~600mg/day &% 277t FHAIEH
4.1.6.3 in vitro @9 Z A A A
e in vitroo| X E7|& Atg AE W §84 ¢ @A d HUAE

5. ok & go] #AS AE (CTD 421 2 4.2.2)
51. 2843 (CTD 4.21.1 ¥ CTD 4.21.2)

o A87|H: EHFoln HeH HZEUHR 20y AFFAAAGNRD. A=
A 5-HT & NE¢| H@A&22 AleA# 5, 2719 5-HT == NEE AZEUYA 2 ==
ol g ABAE Eatoll A Tt BEEUS
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Supportive Studies Performed Under the MDD Program

Fived-Dose Studies

0600D3-223- Efficacy in |Efficacy. Randomized double- DVS SK tablets; R=227 8§ weeks, plus CSR-49148
FR/PL/US/ZA MDD safety. blind, placebo- 200 or 400 mg/day §=222 1-week taper Complete
population PK | controlled, fixed-dose E=213 3
3151A1-306-US  |Efficacyin |Efficacy. Randomized double- | DVS SR tablets: 100. R=480 8 weeks. plus | CSR-57298
MDD safety. blind. placebo- 200. or 400 mg/day S=470 2-week taper. or Complete
population PK | controlled, fixed-dose E=461 go into 303 P
3151A1-308- Efficacy in | Efficacy. safety | Randomized double-  |DVS SR tablets: R=375 8 weeks, plus | CSR-57406
EUMWW MDD blind, placebo- 200 or 400 mg/day $=373 2-week taper, or
controlled, fixed-dose E=369 go info 303 Complete
3151A1-332-US | Efficacy in | Efficacy. safety | Randomized double-  |DVS SR tablets: 50 or R=703 8 weeks, plus 1 | CSR-66630
MDD blind. placebo- 100 mg/day S=451 week taper
controlled, fixed dose E=447 Complete
3151A1-333-EU | Efficacy in |Efficacy, safety | Randomized double- | DVS SR tablets; 50 or R=485 8 weeks, plus 1 | CSR-66640
MDD blind. placebo- 100 mg/day S=485 week taper Complete
controlled. fixed dose E=483 P
3151A1-335-US Efficacy in |Efficacy. Randomized. double- DVS SR: 50 or R=638 8 weeks, plus 1- | CSR-70296
MDD safety. blind. placebo- 100 mg/day S=616 week taper
tolerability controlled, comparator Dulox . E=615 Complete
; ulox capsules:
(duloxetine [Dulox])- 60 mg/day
controlled, parallel-
group, fixed-dose
3151A1-336-AP  |Efficacy in | Efficacy. Randomized. double- |DVS SR: 50, 100 or R=825 8 weeks. plus 1- | CSR-75891,
MDD safety. blind, Paroxetine- 200 mg/day S=807 week taper Version
tolerability in | referenced. parallel- Paroxetine capsules- E=7890 No.l.1
Chinese. group. fixed-dose 20 mg day . Amended.
Indian. South - Complete
Keren s Btz sty
) No.B2061042)
subjects
3151A1-3359-WW |Efficacy in | Efficacy. Randomized. double- DVS SR: 250150 R=T09 8 weeks. no taper | CSR-80572
MDD safety. blind. placebo- mg/day S=690 phase. All Comulete
tolerability controlled, fixed-dose E=600 subjects will P
discontinue
treatment on day
56.
3151A1-3362-US |Efficacyin | Efficacy. Randomized. double- DVS SR: 10 0r 50 R=682 8 weeks. no taper | CSR-80573
MDD safety, blind, placebo- mg/day S=673 phase. All Complete
tolerability controlled, fixed-dose E=673 subjects will
discontinue
treatment on day
36.
3151A1-4415-NA  |Evaluate Efficacy. Randomized. double- DVS SR: 50 mg/day R=437 12 weeks. no CSR-80026
(phase 3b study) functional |safety. blind. placebo- 5=427 taper phase. All Complete
outcome in | tolerability controlled, fixed-dose E=427 subjects will P
outpatients discontinue
with MDD treatment on day
34
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Number of Subjects

Randomized (R):

Study Report

Type of Study Study Design and Test Product; Dose Safety (S): Duration of | Identifier/
Study Number Study Objective(s) Type of Control Regimen® Efficacy (E) Treatment Starus
3151A1-3364-US |Efficacy in | Efficacy in Randomized. double- DVS SR 50 mg/day R=439 10 weeks B2061029
(phase 4 study) MDD peri- and blind. parallel-group. S=434 Complete
postmenopausal | placebo-controlled E=432 3
subjects with
MDD
3151A1-4437-US |Safetyin | Compare Randomized. double- Open-label period: Open-label 24 weeks open- B2061010
(phase 4 study) MDD discontinuation | blind, parallel group DVS SR 50 mg/day period=480 label treatment Complete
symptoms in study followed by
Double-blind taper oy .
abmupt od Subjects randomized abrupt
discontinuation %?rgsp 1 to taper regimens: discontinuation.
vsa l-week DVS SR 50 mg/day Group 1 (reference 1 week tapg. o
tapering 4 weeks DVS SR
- - for 4 weeks group)=73 [P
regimen m Group 2: . 50 mg/day
i,l;t[)ijgﬂs with DVS SR 25 mg/day Group 2 =(§';%er
° for 1 week followed group)
by 3 weeks of Group 3 (abrupt
placebo discontinuation=148
Group 3:
Placebo for 4 weeks
(abrupt
discontinuation)
B2061028 Efficacy in | Efficacy. safety | Randomized. double- DVS SR 50 mg/day R=024 8 weeks Climcally
MDD blind. parallel-group. and 100 mg/day S=009 Complete
placebo-controlled E=886
Flexible-Dose Studies
3151A1-304-US Efficacy in | Efficacy. safety | Randomized double- DVS SR tablets: R=247 8 weeks. plus up | CSR-54022
MDD blind. placebo- 100 or 200 mg/day §=238 to 1-week taper,
controlled, flexible-dose E=234 or go into 303 Complete
3151A1-309-EU | Efficacy in |Efficacy. safety | Randomized double- | DVS SR tablets: R=369 8 weeks, plus | CSR-57536
MDD blind. placebo- 200 or 400 mg/day S=364 2-week taper. or Complete
controlled, flexible- ven ER 75-150 E=363 go into 303 P
dose. venlafaxine ER mg/day
comparator
3151A1-317-  |Efficacy in | Efficacy, safety | Randomized double-  |DVS SR tablets: R=360 8 weeks, plus | CSR-38757
us MDD blind. placebo- 200 or 400 mg/day S=356 2-week taper, or Complete
controlled, flexible- ven ER 150-225 E=350 go into 303
dose. venlafaxine ER mg/day
comparator
3151A1-320-US  |Efficacy in | Efficacy. safety | Randomized double-  |DVS SR tablets: R=244 8 weeks. plus | CSR-38759
MDD blind. placebo- 200 or 400 mg/day §=235 2-week taper. or Complete
controlled, flexible-dose E=235 go into 303
3151A1-402-WW |Efficacy in | Short- and Acute phase: Acute phase Acute phase Acute phase: 8 CSR-76073
(phase 3b study) MDD long-term randonized. double- |Days 1-7: DVS SR R=607 weeks Complete
efficacy. safety. | blind. parallel-group. |50 mg/day §=505 Continuation 3
quality of life, comparator Escit tablets in E=461 phase:
tolerability of (escitalopram [Escit])- | capsules 10 mg/day 6 months
DVS SR in controlled, flexible- Days 8_.14: DVS SR plus 1- fo 2-week
postmenopausal | dose 100 mg/day taper
women Continuation phase: Escit 10 mg/day
double-blind (for Da}ﬂs 15-56": DVS SR
responders) or open- | 100 or 200 mg/day
label (for Escit 10 or 20 mg/day
nonresponders), Continuation phase 6-month phase
flexible-dose (Days 57-238) Double blind
Double-blind arm: S=360
DVS SR 100 or E=207
200 mg/day e
Escit 10 or
20 mg/day” 6-month phase
Open-label arm: Open Label
Days 57-63: DVS SR 5=129
100 mg/day
Days 64-238: DVS SR
100 or 200 mg/day®
3151A1-403-WW |Efficacy in | Efficacy. long- |Double-blind phase Double-blind phase R=387 Double-blind CSR-74790
(phase 3b study) MDD term safety, randomized, double- |Days 1-7:DVS SR S=381 phase: Complete
quality of life. blind, placebo- 50 mg/day E(ITT)=372 8 weeks
and tolerability | controlled. flexible- Days 8-14: DVS SR E (mITT)=284 Open-label
in peri- and dose 100 mg/day Subjects who entered phase:
ostmenopausal . Days 15-56": DVS SR open-label= 311 6 months plus
I{)Jvomeﬂ ¥ Open—lla Tellpgase.m 100 or 200 mg/day Digcouriﬂued from 1-to j_wgek
33:2 4bel, BexIie” | Open-label phase double-blind=60 taper

Days 57-63: DVS SR
100 mg/day
Days 64-238: DVS SR

100 or 200 mg/day®
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Number of Subjects
Randomized (R); Study Report
Tvpe of Study Study Design and Test Product; Dose Safety (S): Duration of | Identifier/
Study Number Study Objective(s) Type of Control Regimen® Efficacy (E) Treatment Status
Relapse Prevention Study
3151A1-302- Efficacy in | Long-term Open-label phase DVS SR: 200 or Open-label 12-week open- CSR-58763
EUWW MDD efficacy followed by 400 mg/day R=603 label, 6-month Complete
(relapse randomized. double- S=594 double-blind, P
prevention), blind, placebo- E=375 plus 1- to 2-week
safety controlled, flexible-dose taper
phase; during double- Double-blind
blind phase, dose could R=376
be decreased. but not S=375
increased E=374
3151A1-3360-WW |Efficacy Long-term Double-blind. placebo- [DVS SR: 50 mg/day Open label response |46 weeks: 8 week| B2061004
and safety | efficacy and controlled, randomized phase response phase. Complete
in MDD safety using withdrawal. parallel 874 followed by 12 P
randomized oup study to evaluate week stability
withdrawal rg}ie elgﬁcacgr.' and safety Open m;fl stability phase, then ;::5
of 50 mg/day of DVS pﬁ;;e week withdrawal
SR in adult outpatients phase; followed
with major depressive Double blind by 1 week taper
disorder withdrawal phase
548
Uncontrolled Clinical Studies
3151A1-303- Safetyin |Long-term Open-label. long-term  |DVS SR: 200 or R=1408 10 months, plus | CSR-64306
EUWW MDD safety. efficacy |safefy. flexible-dose 400 mg/day $=1395 1- to 2-week c et
E=1301 taper omplete
3151A1-3350-JA |Long-term |Ewaluate the A 10-Month Open- DVS SR: 25, or 50, S=304 10-months. CSR-80630
safety in long-term Label Evaluation of the | 100 mg/day E=304 Taper: subjects Complete
MDD safety during Long-Term Safety of on 100 mg/day at
10-month open- | DVS SR in Japanese end of study
label treatment | Adults With Major receive 50 mg for
of Japanese Depressive Disorder 7 days. Subjects
subjects with on 25 or 50
MDD mg/day stop dose
Efficacy without taper
3151A1-307-US Safetyin | Long-term Open-label. long-term  |DVS SR: 100 or R=32 6 months, plus up| CSR-62486
MDD safety, efficacy |safety. flexible-dose 200 mg/day S§=52 to 1-week taper C
- . _= omplete
in elderly. E=50
population PK.
3151A1-318-US  |[Safetyin |Long-term Open-label. long-term  |DVS SR: 200 or R=108 12 months, plus | CSR-58758
MDD safety, efficacy |safety. flexible-dose 400 mg/day S=104 1-to 2-week
E=00 taper Complete
P
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