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(Bddg 24 510,1520mg T EEHEF)

O Mg, 8288 :

- 1 A <& vortioxetine HBr (as vortioxetine 5,10,15,20mg) 6.355mg, 12.710mg,
19.065mg, 25.420mg
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11709 RCTel dist AAA w+dxz L o

thH] MADRS #4A+= $¢F tiH¥] vortioxetine ¥€HF £ =

BFM = Fogt 2ozt glglom zb &aFol| o o|dAE & o= YEbd

» 3l A El = vortioxetine 20mgoll Al 91 eF thH] w274 3(20.3%)% FE(5.5%)7F Y
Huwglom, Imge 913 23k Wi== fafabel7E yebd. fafatel= 13t
Elgt 5o 9 okd] H]&}o] vortioxetine 10,15,20mgol A 28t A = ¢S

» U2 8984 (venlafaxine 225mg W+ duloxetine 60mg)ell W]3}e] WHSE

Balg, 71448 tiH MADRS #A&% vortioxetine U4 & & {23
dsaton, dF SFdM= FF o7t fAE ©E FFEA H G

]
vortioxetine®] &3aALE TS ©] A9 or}, &Fo] F7tEe] wak xolrt
skl =

- 5 $&A12)9} vortioxetine2] At F3A413) 2
Yokl S vuslry] 98te] 67125 9 oF thx RCT 57# (vortioxetine 107, tF& 3924
477l i ks T F EH}:E 2 3k R Hla FAES AAE ddpd)

= FostA 43 a3E Hojon,
agomelatines A2t EE -2 A UHH] Aekre Frgor Qg FrggrEol
FrolshAl Weke. vortioxetined &= U2 ¢ J
desvenlafaxine, sertraline, venlafaxine WH] F<]3}A $-93}% 3L, agomelatine tiH]
‘IQI‘94 3}71 R O]'M .

T2 5 FAE YHOE vortioxetine?] @7l X R (6-125F) EIE HIIE 1270
RCTel et AA4 & nz 8 we &4 A5 vortioxetine €19 thH]
FAAFoR Fod aHE YEhgd e (SMD -0.217, 95% CI; -0.313 to -0.122),

HE8-5(1.652, 95% CI 1.321-2.067) ¥ #31&(1.399, 95% CI 1.104-1.773)e] djgk
LM E FAAXHOSR fF9%%S. vortioxetine® BEI¥= ©E FLA Uy
FAFoRE Fo o7t oW (SMD 0.081, 95% CI, -0.062 to 0.223),
1850815, 95% CI 0585-1.135) % #3]&(0.843, 95% CI 0575-1.238)° tjgt
=T FAHoR FostA &k vT FFA A A, A ofAl 9 7t
Ao oA QS w = AoF YENY vortioxetine¥} agomelatineS H] 1l 3k
ATE ALsta gA] FAg A3, A oA (SNRD+= vortioxetine . tF &7}, WHE-&
2 FAsE HolA FoletA T8l 516

RE Jddow < FTHEL vortioxetinew ¥ $Fdt roll 28 Ao]7}
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RJott  FaAElR  eld  FTEHELS vortioxetineT©]  FolEA =k,
THRFEFoR Q% FEHES HduAAA FYsA =U%de. EE dd 2 &9
nEzox 93 FUELS vortioxetinewd A kA ro]  §odk  xfo] vt
et FaAAER st FHES gA|FAlT  HT; vortioxetinet ol A
FrefstAl vk

o

[Venlafaxine & JAA ]

S FZe Fa$eEe  An 1864 WU dASAna0E ooz
vortioxetine(5,10mg), $1¢F,  venlafaxine XR 225mgol 1:1:1:1 F29] #fAst 24
AT E 6573 A Ay, 71AMH tHH] MADRS S35 Wit W= ]9kl
H|5lo] vortioxetinew # venlafaxinew ol Al o8t Al =3k ($1 k-3 *}ol; vortioxetine
5mg: -5.9+1.4, vortioxetine 10mg:-5.7+1.4, venlafaxine: -6.4+1.4, 72+ + p<0.0001)18)

2 e &S fofarell vkl vortioxetinew, venlafaxinew ol Al <] &} Al

S
39, oo
oo o

Fajatdl = Q3 TEEEs
vortioxetine®] 7% ©WX

o
%%iﬁ,wmﬁwmﬁl%%-ﬂ#ﬂ%,QQ%,?Q,%N,@%Q%Q 1Al
5

AL A A 9, venlafaxiner®

- FRFEEFE A 18664 FAHn=437)= o2 3} vortioxetine 10mg, venlafaxine
XR 150mgell thst F29uiA, olzwzd A ]'d of A, wlo] e}l WH] 85 A
MADRS 75 ®3E H71sk A3} vortioxetineww< -19.4%, venlafaxinew < -1828 0 &
BE A4S o) vortioxetine ¥ venlafaxines®] Hit Apol= -1.208(95% CL
-3.037-0.63)2.% vortioxetinewoll frElst o™, 95% CI d3ggke] MADRS 06382
HAd5A A7l MADRS 253Kt o2 venlafaxine tH]  vortioxetine?]
Hld57do] 5519

5 71 s 4 AR F 369 HAPAIE sy ol FeoF &

ARFS(TEAEs)= ZA3staon, Fof 5 o]gukgor gQlste] Fwdetd

g ¢ 2 F 1478(6.6%)°] vortioxetine o] 3L, 31 (13.7%)°]

venlafaxinei ©] 91 (p=0.0149, chi-square test). vortioxetinew°ol|A 5% o]

g7 Bug 7P &gk R F ol dWhEe WMAAR, AAHE, FE

T 2ol .

]
]

O

[Duloxetine HZ 43A &]

- FR$EHNE A= 18704 A (n=768)E WS =2 vortioxetine 2.5mg, bmg, 10mg,
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#19F, duloxetine 60mgell 1:1:1:1:1= 729 #jAS A4 A1PS 8F F3st A,

Hojz~gkel thH] 8F Al MADRS &5 ®3k= vortioxetinew ¥} duloxetinex ¢l 4]

ek o) frelsk Aol 7k YU (LOCF, ANCOVA).202D

- FoF F oldWrEow gt FTREEd S 729 (9%)°]
vortioxetinew, duloxetinexw oA &gt =Fol7} QIAS. 27 o]
TEego] uyehd Feof 3 o] 4uk3S vortioxetinew ol A A7 80 9L,

duloxetine | A= W 2A R, AR HS, HA, EHZo|S.

ox H
=i
2
fu)
=

- vortioxetine 2.5,5,10mg, duloxetine =& $9FS Fol3 85 F2H9ulA A H22)
o] %, vortioxetine &9 <tdA W WA AU AE 23 74 F 7T
M-S Brkslr] f1gh 525 A AlFolA A Foll+= vortioxetine Smg o = A Z}Hg

T 2FHEHE 2 AH 9 Az g wEl 25, 5 10mgoz HAsA &%

=

A SEEHES 2078 387%)0lR e, Fa ddL T 59(n=6],
11.4%), afiAbel(n=42, 7.9%), &3 5 =(n=35, 6.5%)°] AU+
7

S
4 A7 A4 A4 W 52%F  A4e MADRS %

O
Aol fele dBe WAA 2.

- TFoFEHANE AT 664 o =9 3MAE OIS =Z vortioxetine bmg, ¢S,
duloxetine 60mgell 1:1:1 F2F9] wiAste olF WH AFS 8F T3 A
wlojzgkel  fn]  8F Al HAM-Du Hit T3 ¥W3= okt iy
vortioxetinew* (-3.3+1.0, p=0.0011)3} duloxetines*(-5.5+1.0, p<0.0001)el A <] 3}A
=32 (LOCF, ANCOVA).29

1A 7153 TS}l vortioxetine= Y tiH] DSST correct symbol <9
o3k AAS ®el. RAVLT ##E3slo] vortioxetine, duloxetine X% 3t 2

AE 3ol A f1oF e {3 M-S Bl

A= 713 E9t Aok vortioxetine & °F 2/3(A7 61%, 62%), duloxetinesr

< 3/4(78/) AF27F s o] oSS HY. AUiE Fel w4

refAbEl = duloxetinew ol A vt EAE] o (67, = @), A o
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duloxetinew 2 2]k 2ol 7} A 2).
[agomelatine26) = JAAH]

- SSRI E+ SNRI @d ool FAds dbgS HQ 18754 T+ A5
Ao &2 agomelatine(25-50mg), vortioxetine(10-20mg)oll #2+¢] wjA, o] =4
A S MY &Fnez Fg Ay, wol2~ekl vl 8F MADRS &34 it
WH3l= vortioxetinew -165%, agomelatines™ -1447%<%. agomelatines™ 4]
vortioxetinew™ 3t zFol= -2.2(95% CL -3.57-0.8; p=0.018)°]™, A= 3t A3 7}
-081d o2 H|EdT uvlzlel MADRS 28 Ht Horwg HIGAHS A5 s ¥
ofyet OB foum=w f{ogt fHUAAS YTTHW

tF F 5‘]3;“’”}\1 Ak @594 9 @d27E shp ol ide] Fof

A @7 FeEe Sl o

vortioxetinew* 5.5%, agomelatme:rL 83%01%% Zy g 9¥R F 5% o)A

7V EskAl BRuste Fof & ol AhES WA, FE, oA,

Zdol o, o] T WAASL agomelatine o] H|3Fe] vortioxetines ol A T

A

JHE2-0]215(9.1% vs 16.2%).
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-

O ofN o

- FH-gZol| AHE% = Esdtdopram Fluoxetine, Sertraline, Paroxetine, Fluvoxamine, Venlafaxine,
Duloxetine, Milnacipran, Desvenlafaxine, Mirtazapine, BupropionsS Al 4359 o )| oF A &

Gk
- AAHFLE UAgA v Ga97F FAREEE, 19 A2L8 8 BlaA] AHES 9l
o A oF

AAEe AT Y /omeg7d, Il¥/10mg7, IN¥/15mg™,
B <1/20mg 78 1.3

- BAE HIbel A waekAl= A FA T A ArEol 7HE
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S5 i FAews Y o2 EAHAL, A AE o dAg g

- HGH 3
NEoR ARF =) F AWAGLLFAOL 1hdre] of MllY, 33dEe] of
B <2lo] ¥ Escitalopram, Fluoxetine, Sertraline, Paroxetine, Fluvoxamine,
Venlafaxine, Duloxetine, = Milnacipran, = Mirtazapine, = Bupropion] A =
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O -1 ]

o A} =136),

2) WAlekA HERFE Y A F

- AR A= A FS VIEeR AFEY B ¥ A LT HN2 1ahd o

of Y, 3xhdxel o %ol 31, Escitalopram, Fluoxetine, Sertraline,
Paroxetine, Fluvoxamine, Venlafaxine, Duloxetine, Milnacipran, Mirtazapine,
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W W AR, WAEY RE 5w A4

2

= W
=] o]
=

2= KeN
TooxRT=.

[e)

- AES AT =7 T el S AE S

HIEN 7 7HE oAl AFDI7}
a 2 A YA

uuuuuuu wan Aok B Asomrart Wik



Health Insurance
Review & Assessment Service

Reference

1) ARkt o, kgl okE o}y

2) Martindale(2014): the complete drug reference

3) Stahl’s Essential Psychopharmacology, 4th Ed.

4) Oxford Psychiatry Library. Cognition in Major Depressive Disorder

5) Bauer M et al. World Federation of Societies of Biological Psychiatry (WFSBP) Guidelines for
Biological Treatment of Unipolar Depressive Disorders. Part 2: Maintenance Treatment of Major
Depressive Disorder-Update 2015. The World Journal of Biological Psychiatry, 2015; 16: 76 - 95

6) Cleare A et al. Evidence-based guidelines for treating depressive disorders with antidepressants: A
revision of the 2008 British Association for Psychopharmacology guidelines. Journal of
psychopharmacology: 1-67.

7) QARG kR 2, g ok et s

8) Stahl’s Essential Psychopharmacology, 4th Ed.

9) Oxford Psychiatry Library. Cognition in Major Depressive Disorder

10) Meeker AS et al. The safety and efficacy of vortioxetine for acute treatment of major depressive
disorder: a systematic review and meta—analysis. Systematic Reviews. 2015 4:21

11) Response is typically defined by a decrease of >50% in the Hamilton Depression Rating Scale
(HAMD) or Montgomery—Asberg Depression Rating Scale (MADRS) scores from baseline.
Remission is defined by a total HAMD (<7) or MADRS (<10) score

12) agomelatine, desvenlafaxine, duloxetine, escitalopram, sertraline, venlafaxine, vilazodone 33}

13) MADRS or HAM-D (either HAM-D 17, 21 or 24) scores, the mean difference between the
experimental drug and the placebo in the change from baseline to 2 months was standardized
using the standard deviation of the treatment effect in each study

14) Llorca PM et al. Relative efficacy and tolerability of vortioxetine versus selected antidepressants
by indirect comparisons of similar clinical studies. Curr Med Res Opin. 2014 Dec;30(12):2589-606

15) Pae CU et al. Vortioxetine: a meta—analysis of 12 short-term, randomized, placebo-controlled
clinical trials for the treatment of major depressive disorder. J Psychiatry Neurosci. 2015
May;40(3): 174-86

16) ¢, vortioxetine¥} duloxetine 72 SMD+ dAA o= on] = o7} ofd 4 Ao active
control®! th2 SNRI®} €] agomelatine H| 1l 2F#]| -

17) &=} 23t 7] 714748 MADRS &3 304 ol

18) Alvarez E et al. A double-blind, randomized, placebo—controlled, active reference study of Lu
AA?21004 1in patients with major depressive disorder. Int J Neuropsychopharmacol. 2012
Jun;15(5):589-600

19) Wang G et al. Comparison of vortioxetine versus venlafaxine XR in adults in Asia with major
depressive disorder: a randomised, double-blind study. Curr Med Res Opin. 2015 Apr;31(4): 785-94

20) Baldwin DS et al. A randomised, double-blind, placebo controlled, duloxetine-referenced, fixed—dose
study of three dosages of Lu AA21004 in acute treatment of major depressive disorder(MDD). Eur
Neuropsychopharmacol. 2012 Jul;22(7):482-91

21) MMRMo 2 EA3S w vortioxetine Smg, 10mg, duloxetine®} oS 93k zlol7b AL
LOCF(ANCOVA)$} MMRM .2 #A131S ulf, Aafol] xfo|7} vz A& fJokatrr} A oF X m oA
zZ7] T 22 vlEo] o EobA Xm ZHrt AojA7] wiitow AW

22) Baldwin DS et al. A randomised, double-blind, placebo controlled, duloxetine-referenced, fixed-dose
study of three dosages of Lu AA21004 in acute treatment of major depressive disorder(MDD). Eur

H I 76 oA AHY )

HEEMAL BREEDL, Bhilsts =011 - 8- W s B S



Health Insurance
Review & Assessment Service

Neuropsychopharmacol. 2012 Jul;22(7):482-91

23) Baldwin DS et al. Vortioxetine (Lu AA21004) in the long-term open-label treatment of major
depressive disorder. Curr Med Res Opin. 2012 Oct;28(10):1717-24

24) Katona C et al. A randomized, double-blind, placebo—controlled, duloxetine-referenced, fixed-dose
study comparing the efficacy and safety of Lu AA21004 in elderly patients with major depressive
disorder Int Clin Psychopharmacol. 2012 Jul;27(4):215-23

25) The Rey Auditory Verbal Learning Test (RAVLT) (Rey, 1964; Lezak, 1983): Each patient was
subjected to three trials to learn a list of 15 common nouns, and the acquisition score was the
total number of words correctly recalled in the three trials. The delayed recall score was the
number of words correctly recalled after the other cognitive tests had been administered.

The Digit Symbol Substitution Test (DSST)(Wechsler, 1997): This scale involves the substitution
of simple symbols for digits. The number of correct symbols substituted for digits during a 2-min
period was measured.

26) SpAl ol %5 el BAEC] 94 W

27) vortioxetinew< AA F7FA] 10mg/¥S Fol 2i, 457704 20mg/doE SHE 5 on,
agomelatinew™ > =4 T7H4 25omg/¥-& Fol Wil 4577H4] S0mg/E o2 SHE F . 47 olF

e F A 2§34 wY
28) Montgomery SA et al. A randomised, double-blind study in adults with major depressive disorder
with an inadequate response to a single course of selective serotonin reuptake inhibitor or

serotonin - noradrenaline reuptake inhibitor treatment switched to vortioxetine or agomelatine. Hum.
Psychopharmacol Clin Exp (2014)

29) di@kal7d g4l o] 3t 5] I—
30) Wiggdaler=sts] .
3T

32) ¥ AR2eFAe eFToln sl FAYUA L B 2T D)
33) 2012201499 HAAE T BAF APFYFECAGRES Wedte] FAUES rFoR
NE

34) AFAAZE ol FAHE- =

(H91: 4) 1A = P A=
5mg | | [
10mg [ | [ | |
15mg | [ | |
20mg [ [ I

N

35) AAY2aF = AP A A FAEF x AP
36) Adwe] Ak FuFe] AFE FAAF 0
37 AUARLLETF N = AP AN APAEF x DA 5T

BT
ol
1o
_0|L
id)
E
N
N
Y
ot

H I 7 AN 7R

BIZAIAL BI2ZIL, sl 201212 -9 - [ o



