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Objectives : This 6-week, open label randomized, multicenter study was conducted to evaluate the antidepressant effect and
safety of milnacipran and fluoxetine in patients with major depression.

Methods : The study was done in patients with major depression diagnosed by DSM-IV who score =17 in 17 items Hamilton
Rating Scale for Depression (17-item HAM-D) and score =25 in Montgomery and Asberg Depression Rating Scale
{(MADRS). A total of 87 patients were randomized to milnacipran group and fluoxetine group. In cases of the patients taking
other antidepressants, 6 weeks of each medication was administered after 7 days of drug excretion period. The evaluation was
done using 17 item HAM-D, MADRS, Clinical Global Impression Scale (CGI), and COVI scale after baseline, 1 week, 2
weeks, 4 weeks, and 6 weeks. The side effects that had occurred during the period of our study were put in records by
developed/disappeared time, severities, incidences, managements and results.

Results : A total of 87 patients were enrolled. 70 (milnacipran group 39 ; fluoxetine group 31) of them were included for the 6
weeks of research and 17 of them dropped out within the first week, not due to adverse reactions or deficiency of effects. Total
17 item HAM-D scores, total points of MADRS, and CGI showed significant decrease after 1 week in each treatment group
and continued decrease after 2 weeks and 4, 6 weeks. But there was no difference between milnacipran group and fluoxetine
group in the antidepressant effect. There were no significant changes in vital sign, CBC, chemistry, and EKG in each treatment
group. The commonly reported side effects of minlacipran were nausea (25.0%), headache (10.7%), vomiting (7.1%),
constipation (7.1%), dizziness (7.1%) and those of fluoxetine were GI trouble (11.1%), diarthea (11.1%), insomnia (11.1%),
agitation (5.6%), and dizziness (5.6%).

Conclusion : Milnacipran was effective for the improvement of depressive symptoms and was well tolerated and safe in
patients with depression. (J Korean Neuropsychiatr Assoc 200443 (4) :415-424)
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Table 1. Demographic and illness characteristics of patients with depression

Characteristics Milnacipran group (n=39) Fluoxetine group (n=31) p-value
Sex
Male 12 8 0.648
Female 27 23
Age (years) 19 +15 51£12 0.537
Duration of iliness (months) 17.2£24.1 74+ 88 0.043*
Previous hospitalization (%) 30.8 29.0 0.875
Hx of depression 51.3% 25.8% 0.031*
Hx of anditidepressant medication 33.3% 29.0% 0.048*
Mean*S.D., * : significantly different between two group ( x 2-square test, p<0.05).
Table 2. Mean MADRS' change over time
Treatment group (n=70) Baseline Week 1 Week 2 Week 4 Week 6
Miinacipran group (n=39) 298155 26.516.3* 21.6+7.6* 162+7.1* 121+7.0"
Fluoxetine group (n=31) 30.1+6.8 249+49* 21.4+6.2* 16.9+5.6* 12355
Comparison between 2 groups (t-test) n.s. n.s. ns. ns. ns.

Mean+3.D., T+ MADRS : Montgomery and asberg depression rating scale, *

p<0.05), **n.s. : non-significant
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Day7 Doyld  Day28  Day42 Day7 Dayl4 Day28  Day42 Fig. 1. Responders and recovery
rates (Per-protocol analysis) .
Table 3. Mean scores of 17-item HAM-D™ change over time

Treatment group (n=70) Baseline Week 1 Week 2 Week 4 Week 6
Milnacipran group (n=39) 262+49 20952 17.56+6.9* 14.6+6.8* 11.0x6.8*
Fluoxetine group (n=31) 241+54 19.9+:4.9* 16.7+54* 122+59* 10.3+5.8*
Comparison between 2 groups (i-test) ns. ns. ns. ns. ns.

Mean=8.D., tHAM-D : Hamilton depression rating scale, * : significantly different between two group ( x -square test, p<0.05),

**N.8. I non-significant
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CGI 3% F £Zte] Apo]7} qI)lth(Table 4, 5). milna-
ciprangoM & X & 15 3 4 (10.9%)°], 65 Tl
159 (71.4%) S} 827} 28 vk 431990t fluoxetine
TIME g 15 Tl 6(22.2%) 0], 65 Foll= 109
(38.5%) 9 &7t A 5ol WEESIGiTh

MADRS &% 3(&%D, 4(F9), 7(J2es A 9] &
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T Alelell ol glolont, i FAlFA e Qo
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Covi HEoA&= 21ojA E& (verbal report), 3F (be-
havior), 2148 4 (somatic symptoms of anxiety)
5 3%ES F Tl vimsigict 7t dEEE e
Aold uH = 1 FTOEF IFHYH 348 B
R, WEH A BS 3 FFM milnaciprand 2
Aol fluoxetine iL% 158 345 E"*‘:}(Table 6).
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Fluoxetine7 oM & X84 75.2+9.21 (3/2) oA
8 6F F 7121653/ 0E Y% vm_-q 7t
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Table 4. Mean CGIT severity change over time
Treatment group (n=70) Baseline Week 1 Week 2 Week 4 Week 6
Milnacipran group (n=39) 45+0.8 40+09* 3.5+09* 34+0.9* 27+£09*
Fluoxetine group (n=31) 46+08 3.9+0.7* 34+0.7* 3.2+£0.7* 28+0.7*
Comparison between 2groups (t-test) n.s. n.s. ns. n.s. ns.

MeantS.D., TCGlI
*%N.S,

: Clinical global impression, * : significantly different from baseline (Mann-whitney U test, p<0.05) .
: non-significant

Table 5. Mean CGI™ Improvement change over time

Treatment grou (n=70) Baseline Week 1 Week 2 Week 4 Week 6
Milnacipran group (n=39) 3.3+0.9 29+0.9 24+1.0 20+1.0
Fluoxetine group (n=31) 3.0x08 2.7+09 25+1.0 22+1.0

Comparison between 2 groups (t-tesh) n.s. n.s. ns. ns.
Mean+8.D., TCGl : Clinical global impression, *n.s. : non-significant

ITEM 3 (Anxiety)

1TEM 4 (Sleep)

ITEM 7 (Psychomotor retardation)

00 0.0
b TN ©

-0.5 -04

-06

W Minacipran
] Fluoxetine

M Minacipran
E1 Fluoxetine

W Milnacipran
23 Fluoxetine

Fig. 2. Anxiety, Sleep, psychomotor, retardation changes over time.

_
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Table 6. Covi scale change over fime

Milnacipran®] &1 ¥ ot&4

Treatment grou (n=70) Baseline Week 1 Week 2 Week 4 Week 6
Total score 9.87+2.33 813264 7.00+2.42 580+£2.68 413+2.03
Milnacipran group (n=39) 10.60£2.67 8.87+275 7.20£2.21 513+2.23 407158
Comparison between 2 groups (1-test) ns. ns. ns. ns. ns.
Subscale
Speech
Milnacipran group (n=39) 22+08 19 +08* 1.7 =0.6* 13 +0.6* 0.8 +0.9*
Fluoxetine group (n=31) 2.3+08 1.7 £0.7* 1.7 £09* 1.3 +0.9* 1.0 £1.0
Comparison between 2 groups (t-test) ns. n.s. ns. ns. ns.
Behavior
Milnacipran group (n=39) 1.9+08 19 £1.6 15 +0.8* 13 £0.7* 08 +09*
Fluoxetine group (n=31) 22+06 1.6 £1.6* 1.5 £0.7* 1.2 +0.7* 08 =0.7*
Comparison between 2 groups (t-test) ns. ns. ns. ns. n.s.
Somatic symptoms of anxiety
Milnacipran group (n=39) 1.9£0.7 17 *08 1.4 +£0.6* 1.1 £0.7¢ 08 +0.8*
Fluoxetine group (n=31) 20x07 1.6 £0.6* 1.3 08" 09 +0¢6* 09 =0.7*
Comparison between 2 groups (t-test) ns. ns. ns. ns. ns.
Mean=S.D. * : significantly different from baseline (Mann-whitney U test, p<0.05), =*n.s. : non-significant
A = Table 7. Side effect
AFL GFFoA BF <kt Tyl AL Bou) Milnacipran Fuoxetine
(n=13/39) (n=11/31)
[e) [e]
EAA FeE Al Nauseq 7 (250%) 0 ( 0.0%
Headahce 3 (10.7%) 0 ( 0.0%)
nzkg Vomiting 2(71%) 0 ( 0.0%)
Constipation 2(7.1%) 0 ( 0.0%)
Tk Bl X3 A 7|7k Ax] AstAut xHAel
‘j; R ;H o |24 HL}_ ] ;o Dizziness 2( 7% 1( 56%)
AL A @Skt MilnacipranellAe 39189 Hot sensation 2(7.1%) 0( 0.0%)
B} = 13%(33.3%) o1 28709 o]AHl2o] MAISIA T Hearbum 1(3.6%) 0( 00%)
fluoxetineTME F 315 2 & 119(35.5%) °ﬂ7ﬂ Sedation 1(3.6%) 1(56%)
}\_1 1859/] O]/g'\:ﬂs%ol %’“"35}01 % i}0]7)‘ 319\15} ZE‘]\/}, Blurred vision 1( 3.6%) 1( 5.6%)
. . S Rulol} 222 FAsh A3 Hot flush 1 ( 3.6%) 1( 5.6%)
milnacipran A= gHeI 228 a4she At A3 Dry mouth 1( 36%) 0 ( 0.0%)
A ¥, fluoxetine FellA = 3730]191t). Benzodia- Cysuria 1 3.6%) 0 ( 0.0%
Zeplne—é- o%—?ﬂ— %Z}-P,] F= milnacipran —F‘:-O%E'Oﬂ/\']l‘:— Postural hypotension 1( 3.6%) 0 ( 0.0%)
46.2%, fluoxetine FolFollAE= 61.3%°1%cHp=0.208). LOC';V':O""O : E g":; 8; ggi
and fremor o) .
__tll__t_io}\)-tﬂ-‘_g_ 3 ol 7 L B2
= OPHERLE fluoxetinewel Mg 7] R (AT Itching sensaion 1( 3.6%) 0 ( 0.0%)
ob3t fdo] gle Aow B 9le] A7Abel &l ‘AT Abdominl discomfort 0 ( 0.0%) 1( 5.6%)
ok} o] 9le 4 30 (possibly related)” o]4¢l 21 Gltrouble 0 ( 0.0%) 2 (11.1%)
oz FgHIc Rago] Z2ZE WM milnacipranT Diarrea 0 ( 0.0%) 2(11.1%)
Insomnia 0 ( 0.0%) 2 (11.1%)
L. Z2EZ o)At o)AEL0] 144
m ]o-’] ]o S ] 41_(14/39, 35.9%), fluo- Agitation 0( 0.0%) 1( 56%)
xetine 15[‘01‘?'01]}‘1% 127'1 (12/31 38. 7%) o5 L}E]“/"‘:}' Anorexia 0 ( 0.0%) 1( 56%)
Foit ¥ o]ihE-e] F #3ke] 20 milnaciprand Asthenia 0 ( 0.0%) 1( 5.6%)
2 2H17.9%), FET.7%), TEG.1%), HRI(G.1%), @ Atalfiorlation 0C00% 1 (56%)
. N Liver dysfuncion 0 ( 0.0%) 1 ( 5.6%)
7)1%5(5.1%) 5 ©]oH, fluoxetine™S 231712l (6.5
TG1%)S " 15eH _ ine 'lji}_ il Zy)’ Serotonin syndrome 0 ( 0.0%) 1(5.6%)
AAH6.5%), BA6.5%), 2%(3.2%), BFB.2%) 5 rever 0( 00% 1( 5.6%)
F2L-S H 7315 (Table 7). Total adverse events 28 18
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B A3Es 39 262 x5 milnacipran®} fluoxe-
tine?] 92 79} PGS vlwalr] Hato] A=
B A7 A milnacipran®} fluoxetineS 657+ A+
717t %< 17—item HAM~-D, MADRS, CGI 5= ilA]
folgt 2jo| 2 Kol Atk 17—item HAM—D, MADRS
Z7A o)A milnaciprant® fluoxetine® BF Fold9

ZIEAET ROl 15 FREH FI% 348 Jehiglen,

2F T 47 %, 65 Tt AHA0F {olF HAE B
ok T3 2+ A7)kt 17—item HAM-D$} CGI “dollAl
HhEe] HlEE T b vl AR o3 2ol7t ¢l
=g

Milnaciprans 4% SNRIZA AlZE ] k= ojsu]E
Aol AEFE TSI Adse, olgjgt B4ol AAEA
GEe] gt ZgoF Hop 7]ES] SSRIAIA Bt &7
HoA g3ty w3t W g3t ZidE &eeA 59
shtolrt,

Anderson® Tomenson”& ¥8 Q7o Ae 25
oA TCA7} SSRIdl vl&) $-daicty Busidich &
TFAME FBE ol +&F & =AY +
B Afolel 17-item HAM~-D, MADRS, CGI 85/
S} el Ao)E ep A stk olE %7 MADRS &
7} 3249 842 oR & Guelfi 52V 9] milnacip-
ran{50 mg bid) &} fluoxetine (20 mg od) ¥|x S7-Az}
9= $A}3k A7d01t) Lopez—Ibor %2 milnacipran
¥} SSRI vl A7l tigt ZAE A milnacipran(50 mg
bid)©] fluoxetine®]t} fluvoxamine Bt} MADRS, HAM—
D A5 felshl anpdeldn AR kot A8 3
282 F4Y of o {ost AolE BTk B a3l
t}. Clerc S0l 2J3] A13¥ milnacipran®} fluvoxamine
9] B 2Pl A+ milnacipran Fo3TlA fluvoxamine
Foe] Hlg Fol 15 F §E F23HA MADRS <
7t Asldglen 28 ¥H-8% milnacipran Foi7-olA]
78.9%, fluvoxamine Fol7olA 60.7%% milnacipran
o] Bt} $9% Roz B} AR B dAteMe
milnacipran®# fluoxetined 4ol b4 o7}
A ez dveiked, ole T A TACA o
29] zo)7F A7) WiiEel FEd vlne ol AoR
gt} & milnaciprantoll 8 &5 B2 &9-&
A(TCA, SSRI, SNRD & 583 #a-zo] Bekew (mil-
nacipran : 33.3%, fluoxetine : 12.9% p=0.043), milna-
cipraniol 71200l 70 FapEe] o] ZFHLH(mil
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nacipran : 17.2%+24.1704, fluoxetine : 7.4+ 8.871¥ p=
0.043). T3+ milnacipran-oll A &5 437 A
A #A}E9) v]go] E%3 (milancipran : 51.3%, fluoxe-
tine : 25.8%, p=0.031). fluoxetineToll:= ¥4 AkA
g 53 sl Wol ¥ (milnacipran
41.0%, fluoxetine : 71.0%, p=0.054) & & So|th

Covi HEelA F 9 Ae7tele F2gh 2ojE Kol
A} Akt 13t AlA] BoF oA fluoxetine TS A
2 1F 35H 598 348 2ol W] milnaciprand
27 FHY Y3 248 Rk ol FAAY #e
AL ot fluoxetineT oA benzodiazepine AREo] B
W7 WZel F ol digh Y vl ofel Aow #
liadi=g

F28 Holli F 7 BFol M2 OE e B3A
gF AZEEAG A3e 28-S #EEA] Y¥9krh Milnack
prant< 24 (17.9%), 75(7.7%), TE(5.1%), W]
(5.1%), d71%(5.1%) 5 °l1oH, fluoxetiner-& 43}
71780(6.5%), BAH6.5%), BH(6.5%), 2%(3.2%), ¥
F(B.2%) T ¥aAg-g Byl o)de) A A 2
3} milnacipran®} SSRIT= ZH HZEY F&Ao it
Fold oz TCAsel vls FFd4 Fa8o] B} ke
Bu'Pel dxshs Aol B3 653 A87|7HE ¢
2384 23 3 5= milnacipran oA 178(17/39,
43.6%), fluoxetineolA 159 (15/31, 48.4%) 01 1F
B Farg037 gkl 394 minacipranoliA 29 (2/39,
5.1%), fluoxetinew-ollA 474 (4/31, 12.9%) 0. & F73t
o] st Aol gtk

A Aol 9l milnacipran®® fluoxetine® &
Follx FojFe] ek, Muk, Ak B o8 HaM) E
T o] gigloH, ole o]x9 v AvAEd 4Al
she Aoty 7L Hoxs EHolY 225 343}
= 7$7} milnacipran¥olE RN 2} fluoxetine ol
AE 3709.6%) 01U BAAR] FAEL Ao A
20 2 fluoxetineo|A bezodiazepines £-83 H]go]
okt 3 o4lF FE, WinlFe] AsplA FAES
milnaciprani©) fluoxetinew Bt} ¢ B R0z e

e,
2 Qe 9 o) Awons AT dRel 47t A
o7 o 2l el Aol el FE vt
2

?%}M .

Aoz & A7 ATE E8) milnacipran?) -2 749
A

=)
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dEHoE 2 97 A% milnaciprano] F29¢¢5

BAke) A5 HelA fluoxetine™} Blish £ w) YA &

W7t S Ao AET, vy kHsA o

AREE T es ERIEI *3] %, B 5 SSRI
AAE FAEE ®oh A4 depta Qlo] 7

T F389) dAES ReElgon o s

o oFE w3 AUtk HelA dE 27t g

[¢]

234 QA weby 9A)A milnaciprane &2
A8 oA andoly, Yekdol 955t kst 3o
EAo]t},
3 B
ApE™
F2-92% Aol A milnacipran®} fluoxetine®] &

Hlzsl7] s o, S, F29] )

95
A, Bl A TS Akl

%)P EH

DSM-IV 2t 71T°ﬂ ,]710}01 TLEEFOE 2dg
4% 1785 HUe 92 H=(17-item HAM-D) A
7H173 ofdolan, Fadle]~-olam 1 4% x“:(MADRS)

7k 214 o3l 82 o sigint & 87HE o
Joz FzA WA o7 milnacipran®} fluoxetine Bo3F
o7 FH3Igich MeE Fhxjolr ohE ke °Xﬂ* Ea3)
e AE 7Y ol 4 MENHE 7 F milna-
cipran fluoxetine® 657 £o8lglon 7123, 13
27, 47, 65 39 17—item HAM-D, MADRS, 181
CGI &2 AMg3ld Frlsiidt 2 A7 5 dige RE
FAE2 FAgo] B 9 A4 A7) AR AR A w
T, okl WA, B 23] 9 Adte) giEl] Fa7)E
Aol 7153155 3Igith
2 4
878 % 178(19.5%)2 olhikgoht iy} HZo)
ohd T oJfE Fo F 15 olufell Aol 25,
WA 7078 (80.5%) & IO R X2 avke} Qb )
HEE 5430 17-item HAM-D 44 milna-
cipran®} fluoxetine 5o} 15 FHE o8t HAE g}
Wslon, 27, 4F 65 Fok LR 7HAE By
MADRSJ #44% milnacipran® fluoxetine o] 15
FHE 798 34E YERGIoH, 2F, 45, 65 Fox
AEARN HAE B CGIME F o8 RS 7123,
157, 27, 47, 65 F Z17he] AJE Alolo)l #9138k s3o)
B3k o) 4 Aol Fo)Ad ou] FoF MADRSS}
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17-item HAM-D A<, CGI A58 Wgjake 7 74

FEJE Zol7t dch. HAE, UAnk AAs p3ler AA
E AR BolA g Wee qilt) #2348 28L mil
nacipran 13 (33.3%) oA 287, fluoxetinex® 117
(35.5%) M 18730) A3t S48 2 ¥ milnacip-
rand} AHE FAGo 7 53] Hudh TS 24(17.9%),
TE&(1.7%), TEG.1%), M0 (6.1%), @71F5(.1%) 5 ©
em, fluoxetine T 231718 (6.5%), HAH6.5%), &
H(B.5%), 2Z23.2%), @EB.2%) F9) H2go|qich
a3 e

o]

Milnacipran &% X &l A3 o| <hdsgict

Fa&l B0 : Milnacipran - Fluoxetine - |8 &7} - ¢F1A
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