RZRIEEE2525
Valdoxan film-coated tablets 25mg

BEBEEF 55 025451 5%
BREBRERFER
kA~ HHE 2023-03-14

T MR
1.1 BUMDREE
S5
Agomelatine 25 mg
TSR Z71861.8 mg - EfttRlELE=61.2 -
1.2 FRAH

#RE% : Lactose monohydrate - Maize starch ~ Povidone K(30) ~ Sodium starch glycolate
(type A) ~ Stearic acid - Magnesium stearate - Silica, colloidal anhydrous

JE1< . Hypromellose * Yellow iron oxide (E172) - Glycerol - Macrogol (6000) - Magnesium
stearate * Titanium dioxide (E171)

Printing ink : shellac ~ propylene glycol ~ indigo carmine aluminum lake(E132)
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14 BRI
mEEMER RS - BO.5EX  B51EK  —AABEATIE -
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AEBEREINEREZHAARA -

3 RARAE
3.1 HZHE

NE]
HHIH]

—pRiEES X —HEValdoxan® 25 mgiEERT AR &M - 1B Hagomelatine 25 mgolfE1EIEE
ANRBEBYEE -
EMEREANER - BIEaNESAS0 mg - hHtEValdoxan® 25 mgME - RERT—RARA

LB RIAETIBE

BT M R EIEE

SREESINE B - ARG SR EIENWARTAERS - BEEERREARSRER T
BAEEET LUEINZES0 mg - WEEIERIFIIAE

BRULLEE « FTA R ARSI A v%ﬁﬁ&%%@EL3FEﬁ@tw %KE%%E
(B2E (EE4R54) - RKABEEBEEIENTE - NB (SUBERE)  + 78 R HEE
(Ui RS SRAS) IR &TX%EW%F BN (BLEEH54) - H%%Mh%hh

P.1



3MFIERELIRF - BIFE (F2EEE4K54) -
FIEBMNE - BLR e B 28 B SRR AT IEE -

=y-3 N

WA AEZ/D/NEALBEREEMBEX (free of symptoms) -

FISSRI (321t serotonin[EUiIHIE]) /SNRI (serotonin & norepinephrine B ULHIHITE) T EEE
=S lagomelatine’8 8 7 B IR EA

B AT LEE FSSRI/SNRIFLE B B 18 0] BE 38 A AR iEAR (discontinuation symptoms) - B &
P& FARISSRI/SNRIMA B LIS NNl 15 sz E B B LU S A ENREAR - 23X #RE ) SSRI/SNRIEIE
i - DRIz BIRAsAEEAagomelatine (B2 EEE&112.1) -

AP
FILAEREAZLRVHEE -

BRARE
OAREER -
Valdoxan® o]} 22 6 Ak A 2 W AR -

3.3 BRGERZAE

ZEA

REBEEZFRA (<755%) - agomelatine (BX25250 mg) WENEZ E M S &MEN - BRE
A RERELE BSESHEH) -

HRT5mU LENEFEARIEAREZBEFEHREBENYR - Rt AZZEHagomelatine/it
BLEREA BESEEE12.1) ; #HR65EMU LWEFEAREREREZIPEHRREZMERBENY
R - At AE#EERagomelatineRELRA FLEER12.2)

BINEEAE

RBEBNEAZRIRBA - TARERERagomelatineRVZEENESHBMENE - M - BATHR
BREFDEBNEAZHHRAERValdoxan® ZlEFRER AR - AILEBEIER2BEARIE
HSEERE -

HIngEfr=
Valdoxan®ZARFINAEETAREE BLEEEH4 - 54K11) -

RENSDFER
Valdoxan® A&~ 18R ERB D EZBENEL S M KIEYT - BAEERER BL2EE
£16.4) -
R AEZE 2B #EE A Valdoxan® a8 2 AR -
4 %]u

AR RIIAEH 1.22 4 — R BHE

R T 24 H AR ST RAL R E S AT IR R 7% » RATHIREsHE BB EFHE L
RE GES2FEH3.1RX5.4)

# A CYP1A23% 37 4] %] % (defluvoxamine ~ ciprofloxacin) G2 £ & &7)
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5 ¥BEREEER

5.1

5.3

5.4

EE/EEFA

HAH BB ~ BE RIERIE R ¥ 09 AE AR A Valdoxan® » 3555 A B 454 BRIE 095 K
HRIFE GRS L EH8.1) -

% /amey s

FERERABRAHA ARGET - ARARKITH (ARAMFN) HBIAREH BaEpARZ
B RREHFEIRFABALELL AR TR LG RATLABARNATARER
CBERREMERRAGFERAF AT AER AL - —RERERER  AMMERFHMKA
7% R <T 8t & 38w o

TRARELGHZIRLIMERETREARABMFHORRE AR  c BRELREINLER
JERAN 0 BB FIGHREE R AME TR o
CEAGBRAMFHNRA > XTMEERTEALEABRGREONRARRLTH B %
AARERALNDERE > ARESHRIMBREWER - $#HREHEGHR AT ER
' A ZRB AH B AN R AR EITHESIWET » HA2RATHRA » & AR H
mibiE AR Aa 0 ARTENARES °

MMEEWEE > REVBRERA > ARRZERERA 45 AR S B XA 2ok & 0¥
oA AR BER) BRAERLAZBEAIETEREKREL Y HARITHRDE > A
AT EFHRE PHeREEERBEANRLIPELER -

WCYPIA23p S B HH GE5F FMHART)
& B % & % 4 A Valdoxan® i1 % £ CYP1A2#7 41| (depropranolol ~ enoxacin) B JEEIE
» T 4% & 5L agomelatinefn ¥ J& & ¥ fw o

2 I N T Fﬁ": i
Valdoxan® 4 L% - B #A 4% 14 ¥ L3 T &t (galactose intolerance) » &k 3 L4 85 (total
lactase deficiency) s, &) &) #2(glucose) & ¥ 3L#%2(galactose)RIL T B oB/ A * RIEIRA K E o

Valdoxan®#H 4t 44 v #A 1 mmoley4u (232 %) » AR E AR 44 o

AR A

Agomelatine# A BB RIBVERB RN A EMNBE - A ZBERABBRATAVTIRRE

P REE R AAERRBERS RN AEE L -

RTERERA

HfI!Z A E“-/E'[

ALTHRERTHT GELEEE58) AValdoxan® 5 B ohm A C HAFIE/E - AL RE (A
A G ERRMAA > AL BRACRTFSHENEER) - FEEE LALBHZEFE
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ERS IFFREFEFROIRE SEBERFIBEANEGRNE—MEA - HFEGHPVELE
AT ba 38 15 G e P AT RESE A @ F € 245 A Valdoxan® B iR 48 E F 1A o

HAF R T ARG R AT R - B HANGRR B B > LR HA AR RS RR
B F 4t A LA AR 15 Bk B A e s A e

* ARG G AT
HALAFBRGRRE T wTRA > BAEHREBINRAGHZRBRY > +4F
Valdoxan® ;& # :

- ERE/RE B E/IE BB RT ~ 8RR

- AR R e B R KA KB B R

BT A Ja A& AR BIAT oh fie a1 - AT sl (ALT & /RAST) R {AA2B34xE %15 LIR
C BT REEER GREEFM4) o N ERAMITBIEBCHEMOBA (> EFELR{E
<3 EF{EERE) 4 A Valdoxan® @ # 1

* R At AU 4A &
- FSE G R AT
-ETR:
- # =%
- #5581 (B R
-F =Bl Rotwilg (EHRS R
- REER & 2z Al
- HIE by - &K B4 E R A8 B A R ARBIAT ) A

AT AK o P AT AR EE IS e N % - RAEAS DR B RIR BT8R

R R
% H AT ¥R 2 B4k 4% A Valdoxan® :

- A ABRTHAMFBEGOERRIEE eRER > X EEE - FRE/MRE - ELER ~ #
HEEBLBEREORE)

- i s AR B3 EF A LR

ALK - RERBIAT A A B 7 AT R AEBE IR B IEF A AL -
6 kR EREFA
6.1 B2

1 B4 4o 1% M agomelatinesy F 4+ B AT A R (VA 300F M B L R) o Mkshis b MRS
MERSE R BT S A RARB T RARIMEGE GE2E£510.3) - AREH
» M BB M B kF & %48 A Valdoxan® o

6.2 “Hil

HARE/KHMRTENLEARILT PR A - BWEHINY EN B/ FRLETHOEE
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FAgomelatine/ X & 2 BT GEmF L2 EFTH10.3) - BEIEBRHITA /40 A
o RAERHILHAYD L ZRIEHIABROBR % RiREIFIEHILRE LA E
Valdoxan®;5 % o

63 FAFRAHLHEFH

ARKREROE T HEBRFEET > agomelatine A A2 FH&BE G2 L TH10.3)
64 %

Ely‘;-]‘\gz.ﬁ—gi,lrﬁ
W Valdoxan® #A 18R A FAHMB U A REM G REL » FERANLGRISRATH
A o AERARBRTY > ARAREE A AL CRESELBRARERFT VR BRERA
AT S (FRAZEARYADHA) HHE BEENREITE REFTARLR) #
S GE2EFEM3Y) -

6.5 EHEA

HATERAEGEEAN G A RERRESAEBRORER » ARFEHRER
agomelatineA i gE AGEL F EH3.3%12.1) ; #3658 LeyEE AR Y kA BHER
EIA AWM B EENHR - BT %4 Magomelatinesd T &E A GE2F T H 12_2)

L A E XY
B AValdoxan® #7533 255 A 0930 R 2 2 M ks 5 > Valdoxan® R A4 B k& &
FANBERELHERE -

7T REAFRA

o] it 2 #agomelatinedy X & £ A

Agomelatine £ & 5% 4& Wy cytochrome P450 1A2 (90%) vA ZCYP2C9/19 (10%) X3t - fLig seB &
AR EAE RO BT e & 38w ek & agomelatinewy £ 7R T A & o

Fluvoxamine 2 —f&CYP1A25&4p 1% & B CYP2C94p &I #| - & 28 & dp$lagomelatine sy /X 3t v
¥ siagomelatine & 5% €38 mi£ 604 ($8E12-412) -

B gk 2% 1k 4§ Valdoxan® 2 CYP1A23&37 #1%] (f#]4efluvoxamine ~ ciprofloxacin) # A °
Agomelatinefiestrogenfi# F (¥ CYP1A2Hp41%]) € & 3kagomelatinesde B & 38 iz - K
7 8004% ] B A agomelatinefif /il estrogenty gz A > Rk ERBF R oI ER > SRR FHA
agomelatine L & 1t ¥ & CYP1A2#p %] #] (depropranolol ~ enoxacin) BHR#EE GE2FFTH
5.1)

Rifampicin Zagomelatine 7 A X 382 & 1 346935 £ 47 (inducer) » 7T st & fkagomelatinedy 4 5
THRE

R I%E&H ECYPIA2E HEF €4 Kkagomelatinesy £ BT H £ » LA R A BRIBA (HXALB
154 A) GRS FFH11) -

Agomelatine & /00 W X A
AEE B F » Agomelatine T € 3% HCYP4508 & (isozyme)ds R € #]CYP1A2E: & » 058 4
&P » agomelatine < € #p$ICYP4508% % - B pbagomelatine < € #t 8 ACYP4S0OXK H ey Edh =
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o PR JE e

15
ABEY 3% B P T At B Valdoxan® 4 Al 6y T 51584 » 35 % —48 (Phase ) BE k 3X5 b i 383 BA T
B EEH) L X B2 ey X Z4/E M4 ¢ benzodiazepines - 42 B - paroxetine - fluconazole »
theophylline ° d# 8k 2 R A EE R FRAH - B FERARB LR EERIHA -

T %4 A Valdoxan® gim# o

FT 8%k (electroconvulsive therapy * ECT)
B 77 % 4 F 85 4% Al Valdoxan® SECT#) 825 - Sy it R BT A SR B Roodlt GEH &5
10.3) > B b4 A Valdoxan® ECT w5 A BE R 14 R 0O TARM KB AR T RTH

5 o2
AN 3

R BAE M AL PR ARBE BAT ©
8 FIER/FRRIE
8.1 BEAERINER/TRRE

> li; 3l 3

TRRBABFREEXTE  EALAMBEREMNAANEL -
RERLHTRRBR SR > Bt gex o
BELRRBEFREYY  MAL—RTF€EHIFILER -

IRREFIR

TRAFIZFARREE LEERARE LTZ ESHAMRPER -
FREREATHERESE® : 55 (1/10); F R (>1/100, <1/10) ; » & (>1/1,000,
<1/100) ;s & (>1/10,000, <1/1,000) ; &% R (<1/10,000) * kFu (&4 T /F 09 T H F
FHE) c ATHRERERBERE -

REABYAS |# | FTRRME (Preferred Term)
00) %
A& R | BR
& TEEF e TR
Y | ARBARITA GRS EFFEHS.1)
& By IRAR B * (] ho 3R B3R 27530k (restless))
Re& AT B*
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‘? :%‘ %*

BRIE /48 BRIE*
BEEKRTREEREFHER GE2FEHE.1)

ALK e *

%

@ ¥ | @ 8w 4]

&

% BR,

\;

o

RERF

W 1~ I 1% B * (Restless leg syndrome)

= 49

# 4 R fe* (Akathisia)

AR B9 3% J%

N

=

AR

HR Rk ehx
e

g

A 78 %

® | m N\

Bk ¥

FFRE 0 3% 9

=

ALTR/RAST ¥ GREERRBRF - @ EALTR/RAST ¥
>34 EF i EIReGILE 5 B & ¢ Agomelatine 25 mg/ X : 1.
3% ;

Agomelatine 50 mg/ X 4 : 2.6% ;

#ZRH 40.4 %)
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gamma-glutamyltransferase (GGT) 3& jo* (> 342 EF /A L)

B | m N\

kR L5485 85 (alkaline phosphatase) ¥4 hu* (> 342 £ %A LR)

i 31

BB BT sk %3

= \-

B 5% s

TR

# M *

fsg7: T/

= 44

R 7K RE S o B M K (angioedema)*

WLABHS ~ B 5
AL oY K A

R

=

LR *

B RLR A G0 Rk *

& IR

— RIS N

TRERE &g o

s [ m s | m |

v

BERI*

\o~

)

* R EMBROTRREAE RSB AEBE AR
D BAERBETRRGORA » CHEFHARECXITFBEYEE

83 EikEER

LA~ B g .= i@
EFRER
FTRREBHZAHGEERMBB/EMI T RRE ©

9 BF
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JEAK

1% M agomelatinei® € 69 % 4 A R - Agomelatine:B o) ER G/ EH LR ~ BE - BEF >~ &
CER-FR-BE -BH -2

¥ 4 5% AR F 2,450 mgyagomelatine ¢ 4§ & (recovered spontaneously) 1 ;2 & o o % 5 & 49
(biological) £ % -

)%

##bagomelatine Bl AT A A ke EH] c BEWMR BB BB REREBRRTHRER - £RA
LEBEBTEITBRER o

10 ZEIRRM

10.1

10.2

10.3

TERKE

Agomelatine @ —7f&melatonergicfE & (MT{EAMT 3 =28) DIRS-HT il - — &5
MR SIS Hagomelatine B B BRIV BIFA - Hika » BB _LIRZFAEME (adrenergic) -
AR AEE M (histaminergic) - FEEREIEM (cholinergic) + ZERZEE M (dopaminergic)
PUKbenzodiazepine5# = a8 )8 AR AMY -
AgomelatineRENMPRIE B ERBLIE TP oI LI BRBHEEIFE - Agomelatinet 1B NER

FHRZE( noradrenaline) 2 Bz (dopamine) it KRS BRI - I B R MBRER
(serotonin) RUAIIBSINRE R AR E -
B EEIB RS

BEHERl : Psychoanaleptics -

HitninE&%% - ATC code : NO6AX22

AgomelatineB&EBRERFMEEEEN (BEEIAE - 82 - EMWRME) FEE
FFiEAHBAER REBROMEBEENEXBERLUNEE E’JT’E?H

FEABED - Valdoxan® BEAMEMERAEE ;| CoEERAMIZA - R T - Mk
melatoninBEa1ER -

RigESE - Valdoxan® FeRg#aXkpWEaMBRTiEN - WREBBERA - MUValdoxan®
25 mgra EEIE NS R ERM A EREM (RERER) EREREMER (latency) -
Valdoxan® th & A BRI RERREOKEBAE - REBANTMGE - #aEE—BRG
CAERERERRENEBRENEZMABTERXFMAVIRE (daytime clumsiness) -
HREEECERNBAET - BERKRIOMINEAZILEREE - & venlafaxine - IRMEINEE
£ (Sex Effect Scale - SEXFX) & - 3R R =S E - Valdoxan® BERE/ D MINEERS
HIBE (et REBEN) - FHArizonat &BRER (ASEX)ETHERE DT - SRR
Valdoxan® B THEER 2 #EARRE - ABE R paroxetine « @EEZ & FMAValdoxan® T4 1
THEE - RERREED - Valdoxan®¥ O BEE R ML ESE -

EREZHAENMRT  RIBERFENHEERLEERNARCI 49&13 (Addiction Research
Center Inventory)fl € + &SRB RValdoxan® R E#HEM -

fRRAIZEMHER

RRNEARAEHRE N6 KB RFBEIARER
HHRIBEEY - #4125 mg/kg/day bl EIERBIBEZ AICYP2BERE(E Al B P EHICYPT A
CYP3AE§L1’EH§ TRBEFRAERD - 375 mg/kg/dayBEIE T - HCYP2BEIABEMFEE LR

P.9



- REBEBY R EFHNEELSE f@ﬂﬁﬁ%q@%%é%ﬁﬁﬁ?%ﬁ °

HIRZKRE P - agomelatineZ BB REEARRER -

EHESNEER B PER - agomelatinefii=is - MIEERRHERNEBEERBETE -
—ZIBIRBASREERSUITERETE - agomelatine B RE M BEREREEFR
(clastogenic) -

BN BUEAERS - agomelatineE A R /N EITIEE A RIEM - R/ NEEARENOAELD
Al%125 mg/kgf240 mg/kg - EEBagomelatinet® 5 EER ML H W ELUR B R BRF IR
MNTER - BEDIHSREEE (mg/kg) RREZEHE - R/NEEKEDRIAS150F K501 -
Agomelatinei® 2 HTHEE X ol AR E B S AR FERSMNAI B RFEFHMER - 1G5
PhenobarbltaIE’ﬂ’FﬁH&E%|§*2§51£-?Li;ﬁﬁ MENAE - AR ASAEAEREY - RAR
HRINRUIFHERBESRES (AEHS60ENRES - DIAUCGGHE ; KEBZ
NOAELEZ#360mg/kg) T EaHE4EZIENN - (BIRIGEZERIAN B ERRGBENA -

L2 M B ;ragomelatine#thERG (human Ether a-go-go Related Gene) & sk 1
APurkinje#ifREREMADS AT E - R/ BEABLUER IFNTHISESE128
mg/kg - agomelatineZk 23R A 5|38 #HARLEE (proconvulsive) &

HRFAgomelatine RN FEYRITARIR - RELEREINERERE - BEM - BHEER
B RZEIRFRMEENEERERS  HRBAEZEEREARNEEEHREIENERIFESE

11 ZEY B HBEHE

RS % A B BT FR

Agomelatine/i? O ARERIBERZERT R YT (>80%) - BE LRI HRE (DROKSERE 25%) - @i
BEEK -

ML AREEMS - R UARSEEROREZZEMAS - A#AMEE - &SRR
EE1Z22NFAZEE -

VaBEHEHENR - agomelatine= HREENMALEHESREIEBMLAE - RESEE S - 88%
BERMENERMIER -

RYEN (REEASHEMNE) AREEEURARYRWERR - BHEEUESERYMEN -

215

REMREBRDMEERF3S L MEEABELEEERR[IS% - BMPRERE  UWEARFLHIEBAE
NBEAZEMRE - BEHMBEAZHBAD - RETRE (free fraction) BME -

LEmy

ROMR®E - agomelatineEZEHCYPTARZEH - CYP2COKCYP2C195ATEAHER - B
EEZRAE -

FER B Bhydroxylated Kdemethylated agomelatine - 2 B5E M - WHRRINAE S ML RAET
BERR -

BEER
HERIERR - PHMRFEHOZ2NE - BERS (W82E1100 ml) - EEZDIEAHDHER -



12 B

RAMEBERRRIL (80%) - EEMERS > 815/ -
HENH ALY TR B ERET X -

B INEEARZ (Renal impairment)
REEBNEAZTHEA (n=8 - 25 mgE—H=E) - IR EFHEBLHUREREZNNE - BHNESE
HIEBMEAETHNEARENEEE  BAHELEFAEEVEEBERERN BFSEEHI]) -

HINBEAZE (Hepatic impairment)

R—IBEREMEE (Child-Pugh type A) 3t% & (Child-Pugh type B) HFIHBEAZHIATEE(ERA Z
FFIRITIE R38R - FFHagomelatine 25 mgEREELLS AN RIBIEH BREE (Fik - IRE B
BIE) BMNFZ (D AIRT0EEI14013) FSEEEI.3  4K54) -

ZEA
REFEA (>655%) NZEEN B BPEHEEINNR25 mglEIE N - >755E ARFEHAUCE FICmax 7 Al
K5 <TSEMARAER3ME - #3250 mgl ABK D MEEMMAER - SREFHAATEREL

=
g °

EES
AgomelatineZ g BN ARRBHENTEHESH -

Rl B &
121 BBEMARIE

Valdoxan® ¥ 8 & fiE S (ERE MBI 2 MR 7,90011 = Valdoxan® SaEATm A\ PIETHE -
DAHET7EZ B ¥ R AVE FRat B U A 25 Valdoxan® %’J‘)ﬁ)\%*ﬁfﬁ’]%ﬁﬂﬁf’?‘ﬁl c BB
sRBRUKEEE SR - NAEERE (63(88) - HP4ERIIE 5L B RN IKHRE
HHagomelatine 25 ~ 50 mgEREEFEM - TEZEWIEZH/HAMD- 173‘5%13’]3&“ RED—(E
Plfluoxetine BB RBAT B RES UK ENEDT - agomelatine ReEELZ R &EA - £
SO R A SR EwR - HAEBAYERA - paroxetinefifluoxetineth A B2 M &
Al -
REFABENEUNZREEHRBOERDZETD  HRRERENEEBERA (EERESHEER
HAM-DERE>25) h BB -
HABEERENLER - Valdoxan® Bt FEESR RIS -
R—IEHEZRNSRTEEHINEENEY - REMMRED - $REXEAValdoxan®
25~50 mgia s/ 10BE REMFEA - B B2 EXERAValdoxan® 25~50 mgsl 22 i E
- BAEOEA - IRNTZFEES  tRMERBAFEERIEZNEEL N LEEEEEE N
MR - SREMValdoxan® 25~50 mg#iat FEEE B R 2 BB (p=0.0001) -
ReBALESEHER - Valdoxan® AEZBEAEBEERNBERDBE22% B247% -
R—ZHEEE - BE8E - SHFAAgomelatine 25 ~ 50 mg - HREBBEZFEA (>655%
» N=222 - Ed151 AfEFHAgomelatine) MR RERFHEE - FE2BEIIEZEHAM-DAESEE
2677 EHEt L 2BERS - BREELEERZDWERBFIRAgomelatinefd - 1>755H
ZERA (N=69 - HP48 AfEEFHAgomelatine) REIRFFEZENE - EERAEHRN
AgomelatineRUMi = 4 EAFE L AMEE -
S ¥ Mparoxetine (Z43SSRI) Bkvenlafaxine (ARSNRI) JaEMAREUN SN ESERAET S

P.11



12.2

—EfFELRA « IBPRMRIRGAER - SHRELNEER E I Hagomelatineli - BRaERAFLE
SR E LA, - IELELISSRI/SNRIA R & 88 AL ETEAR - 5 LAt BT AR O] pEER
agomelatine REE KRB FRIRUR (lack of early benefit) #HE & -
ZIEDISSRI/SNREEE—BEZAEE /D —ERETERNBALLS - RREBZEHR DEEH (R
A2 ER /) SSRI/SNRIE €) RiEREIR/DEIEH (R—BRZER /D SSRI/SNRIEIE) KR
NI BB (RAELEAE) B - LBl Rl&R56.1% ~ 62.6% - 8179.8% -
HREBEECEENRBAETHRE  ZBHREFEESEIUCAEREF (DESS) &R TG AL ENEAR
- Valdoxan® TERMAEEE R E 5| SRR -

ABEEZMERIE

Valdoxan® (25 mg&25~50 mg/X) ¥ &7 & B AR Z 2 451,100 61
Valdoxan®aAm A DTS - R3EGEH (128) - Bt - 25 - LRBEEE - RERA
HIBERELER D - Valdoxan® (25 mgk25~50 mg/X) R EB:HIEIE (HAM-A) FIB DS
E B E B NGt CEE BN REIA - 154 - Valdoxan®AH0 2 FER A 4B MR R B I 2 R
/A - B A — @R escitalopram BB NH BRAN A BBHESTSIEE -
REFEZREHRAERZED - Valdoxan® ¥R BREEBHIRAHAM-AL S > 25t BEE
W e

3 %2 HA B PR 25 B T RO 21 350 52 55 A Sheehan Disability Scale (SDS)E% - #&RE~
Valdoxan®R BN Z=REBRTREA -

F—EBRERZHERE (W0 HAM-A>25) itBgs - LHAM-AERFZVE1E1R - BHELLER
Valdoxan®&escitalopramfO&ERL - Rzt - HRHAM-AB DN E - B
Valdoxan® &34t 8 Bescitalopram Bl - ZAKRZERRBHY -

HAM-A @7 (UHBERERENES(ERR) Bl 2B aBREBR Y & E
ZFEIB AgomelatinediEscitalopram 2 = £

N E SE 95%Cl p-value

CL2-040

HAM-A#245 (mena+SD)

Placebo -13.2+9.5 58

Agomelatine -16.3+89 63 328  1.58 [0.15;6.41] 0.0401

HAM-AK FEZR (%)

Placebo 46.6 58

Agomelatine 66.7 63 -20.11 8.84 [-37.44;-2.79] 0.0262

CL3-071

HAM-A#245 (mena+SD)

Placebo -10.6+9.5 131

Agomelatine 25-50 mg  -15.6£9.4 139 4.71 1.03 [2.69;6.73] <0.00013

Escitalopram 10-20 mg -15.6+8.2 139 4.77 1.03 [2.74,6.79] <0.00013
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HAM-AR FEZR (%)

Placebo 36.6 131

Agomelatine25-50 mg 64.0 139 -27.39 586 [-38.86;-15.91] <0.00012
Escitalopram 10-20mg  66.2 139 -29.55 582 [-40.94;-18.15]  <0.00012
CL3-087

HAM-A#245 (mena+SD)

Placebo -6.9+9.2 140
Agomelatine 10 mg -13.7£8.7 130 7.16 1.00 [5.19;9.13] <0.00013
Agomelatine 25 mg -18.0£7.7 138 11.08 0.98 [9.14,13.01] <0.00013

HAM-AK =R (%)

Placebo 25.86 140
Agomelatine 10 mg 51.54 130 -28.68 5.64 [-39.74;-17.63] <0.00012
Agomelatine 25 mg 70.29 138 -47.43 527 [-57.75;-37.11] <0.00012
AgomelatineEiEscitalopramz =2
N E SE 95% Cl p-value
CL3-089

HAM-A#245 (mena+SD)

Agomelatine 25-50 mg -16.0£9.1 258 -091 0.69 [-2.26;0.44] 0.1954
Escitalopram 10-20mg  -16.9+84 261

HAM-AKR FE=R (%)

Agomelatine25-50 mg 60.9 258

Escitalopram 10-20mg  64.8 261 - - - -
st - SDAREE ; B aBEAEABEE ZAE1E ; SE FERE

1: general linear model with baseline as covariate, previous psychotropic treatment intake
as fixed effect, centre as random effect

2: Chi-Square test

3: Covariance analysis with adjustment for baseline and centre as random effect

4 Non-inferiority test centred on a non-inferiority margin of 1.5: one-sided p-value to be
compared to 0.025.

E—EFEHERRBRT - BEValdoxan®HRETHEBENEREE - E—E=HELE -
RRE RS - 8XREAValdoxan® 25 mg - 4BE AR EZ S X Valdoxan® 50 mg - 4
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E16BEMENRE A% DB ESXERAValdoxan® 25-50 mg#si 2 REIH - FaE6E A

(2648) « BN EZFGIEIR -
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X EFAValdoxan® 25~50 mg#E# st EBEEBRZEEIA (0=0.046) - R6(E S LS IEH AR
- Valdoxan®EMZ B EIMANEZERDBIE19.5 %E30.7% -

2tk WRTHBERDIFE42E - WHKELD iR Z2RE A5 Valdoxan®ABRIEA - LU

BE S AR BT (R R (DESS) BRI A B EAEIER - EXGEPREE - Valdoxan®ERA

FEBAZSISEAMETER -

HWNEENEARBAR BTG Valdoxan®H R EZ I ERENYR - BAICHTHERENAR
- FIEAREE E A Valdoxan®R>65 W EZ M B AER A -
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