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On the basis of 234 studies, no clinically relevant differences
in efficacy or effectiveness were detected for the treatment of
acute, continuation, and main- tenance phases of MDD. No
N Gartlehner_2011 Y RTYT 4 v 7L [differences in efficacy were seen in patients with
6 37 |EMMEERREL T 2ETLH D . - ) 1 |mL
PMID: 22147715 Ea— accompanying symptoms or in subgroups based on age, sex,
ethnicity, or comorbid conditions. Individual drugs differed in
onset of action, adverse events, and some measures of
health- related quality of life.& EHN T3,
G DEIATCA ICLE~THA Y v 4H ERneBYTHY ., BR, N -
PRSP BA R C AT o SSRIATCAL U 6 ENERIC £ BEAD AW & IEREATL o IR 5 DHATCA 12T RAKE IS
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The most striking observation is the higher odds ratio and risk
24 BT TR S DB S50 & 2 B5%E& |Stone_2009 difference with antidepressant treatment than with placebo in
8 37 _ N BEWR X o 1 L
THEMOMEN EEIh TV S PMID: 19671933 those aged under 25 but lower odds ratio and risk difference
in those aged 25 or older.
Exposure to SSRIs in late pregnancy was associated with an [ZOHRTIZY R I/ ASE2EEFNTH
IR HA (= SSRI% 655 L 7= 508 > £ v increased risk of persistent pulr.nonary hypertensif)n in the MINTWD] EWHDIFHTIE
. L .__|Kieler_2012 newborn: 33 of 11014 exposed infants (absolute risk 3 per
9 37 |FHAERTRBIEMMSLEREDY 20 HE BRAR 1 HY

AR ERENA TV

PMID: 22240235

1000 liveborn infants compared with the background incidence
of 1.2 per 1000); adjusted odds ratio 2.1 (95% confidence
interval 1.5 to 3.0).
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It is difficult to study SSRI-associated PPHN because the
condition is so rare. The existing clinical literature, con- sisting
of six studies, identified a total of 50 infants with PPHN
among an estimated 25,000 who were exposed to SSRIs. Two
of the studies examined the same population database, the
second study including additional, more recent births, and
found overall relative risks of 3.44 and 3.57 (15, 43). A third
study found an increased risk only if exposure occurred in the
second half of pregnancy (odds ratio=6.1) (44). The other
three studies found no increased risk of PPHN related to SSRI
exposure. Details of these six studies and their strengths and

weaknesses are summa- rized in Table 1.
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El Marroun_2012
PMID: 22393202

Prenatal SSRI use was not associated with reduced body
growth but was associated with reduced fetal head growth (8
= —0.18 mm/ wk; 95% CI: —0.32 to —0.07; P=.003).
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. |Nordeng_2012
" PMID: 22367660

Exposure to antidepressants during pregnancy was not
associated with increased risk of preterm birth (adjusted OR,
1.21; 95% Cl, 0.87Y1.69) or low birth weight (adjusted OR,
0.62; 95% Cl, 0.33Y1.16).
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Roca_2011
PMID: 21890210

Rates for preterm birth were higher in the exposed group
(OR=3.44, 95% Cl=1.30-9.11).
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Hayes_2012
PMID: 22727349

BB

Third-trimester selective serotonin reuptake inhibitor use was
associated with infant convulsions; adjusted odds ratios were
1.4 (95% CI, 0.7-2.8); 2.8 (95% Cl, 1.9 -5.5); and 4.9 (95% Cl,
2.6-9.5) for filling 1, 2, and =3 prescriptions, respectively.
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Palmsten_2013
PMID: 23965506

BEHR

Exposure to serotonin and non-serotonin reuptake inhibitors,
including selective serotonin reuptake inhibitors, serotonin-
norepinephrine reuptake inhibitors, and tricyclics, close to the
time of delivery was associated with a 1.4 to 1.9-fold
increased risk for postpartum hemorrhage.
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Croen_2011
PMID: 21727247

BRWAR

In adjusted logistic regression models, we found a 2-fold
increased risk of ASD associ- ated with treatment with
selective serotonin reuptake in- hibitors by the mother during
the year before delivery (adjusted odds ratio, 2.2 [95%
confidence interval, 1.2- 4.3]), with the strongest effect
associated with treat- ment during the first trimester (adjusted
odds ratio, 3.8 [95% confidence interval, 1.8-7.8]).
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Rai_2013
PMID: 23604083

BRHAR

A history of maternal (adjusted odds ratio 1.49, 95%
confidence interval 1.08 to 2.08) but not paternal depression
was associated with an increased risk of autism spectrum
disorders in offspring. In the subsample with available data on
drugs, this association was confined to women reporting
antidepressant use during pregnancy (3.34, 1.50 to 7.47,
P=0.003), irrespective of whether selective serotonin reuptake
inhibitors (SSRIs) or non-selective monoamine reuptake
inhibitors were reported.
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Jimenez
Solem_2013
PMID: 23361562

A total of 12,425 offspring were exposed to an SSRI during
pregnancy. Stillbirth was not associated with first-trimester
SSRI use (adjusted odds ratio=0.77, 95% Cl=0.43-1.36), first-
and second-trimester use (odds ratio=0.84, 95% Cl=0.40—
1.77), or first-, second-, and third-trimester use (odds
ratio=1.06, 95% CI=0.71-1.58). Neonatal mortality was not
associated with SSRI first-trimester use (odds ratio=0.56, 95%
C1=0.25-1.24), first- and second-trimester use (odds
ratio=0.90, 95% Cl=0.37-2.17), or first-, second-, and third-
trimester use (odds ratio=1.27, 95% Cl=0.82-1.99).
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Stephansson_2013
PMID: 23280224

Women exposed to an SSRI presented with higher rates of
stillbirth (4.62 vs 3.69 per 1000, P=.01) and postneonatal
death (1.38 vs 0.96 per 1000, P=.03) than those who did not.
The rate of neonatal death was similar between groups (2.54
vs 2.21 per 1000, P = .24). Yet in multivariable models, SSRI
use was not associated with stillbirth (adjusted odds ratio
[OR], 1.17; 95% CI, 0.96-1.41; P = .12), neonatal death
(adjusted OR, 1.23; 95% Cl, 0.96-1.57; P = .11), or
postneonatal death (adjusted OR, 1.34; 95% Cl, 0.97-1.86; P =
.08).
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Wisner_2013
PMID: 23511234

Both adjusted and unadjusted analyses revealed neither
antenatal major depression nor SSRI exposure was signi-
ficantly associated with infant weight, length, or head
circumference relative to nonexposure to either. In addition,
the in- teraction of group and prepregnancy body mass index
was also evaluated, and no significant synergistic effect was
identified. Similarly, no differential effect of group over time

was observed for weight, length, or head circumference.
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Hviid 2013
PMID: 24350950

BEHR

As compared with no use of SSRIs both before and during
pregnancy, use during pregnancy was not associated with a
significantly increased risk of autism spectrum disorders (fully
adjusted rate ratio, 1.20; 95% confidence interval [CI], 0.90 to
1.61).
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Huybrechts 2014
PMID: 24941178

BB

We found no significant association between the use of
paroxetine and right ventricular outflow tract obstruction
(relative risk, 1.07; 95% Cl, 0.59 to 1.93) or between the use of
sertraline and ventricular septal defects (relative risk, 1.04;
95% Cl, 0.76 to 1.41).
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Coupland 2011
PMID: 21810886

REHR

SERS OEME. BN 0 F = BRYAKBAEECOR
L) BEFBTAST SR TV,

FERME O PV ERYAKAERE, ZERAS DR E#EL
B, 2FEFER F@BEENY— FIL 132, 95%EHXH
1.26 ~ 1.39) | Mz eh/—i@¥RE M (1.15, 1.05 ~
1.26), #f/(1.27, 1.20~1.35), B¥7(1.26, 1.15~1.37), TA
M A/FIE(LBO, 1.32~2.43), 1EF b Y Y LME(L44, 119~
1LDAEH o1,

oIS DFED TN~ Tk, RIERETE FAEE Y- P
143, 1.33~1.54) | B#RZ/BHTH (3.04, 2.21~
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Banerjee 2011
PMID: 21764118

RCT

Decreases in depression scores at 13 weeks did not differ
between 111 controls and 107 participants allocated to receive
sertraline (mean difference 1-17, 95% CI -0-23 to 2-58; p=0-10)
or mirtazapine (0-01, -1-37 to 1-38; p=0-99), or between
participants in the mirtazapine and sertraline groups (1-16, -0-
25 to 2-57; p=0-11); these findings persisted to 39 weeks.
Fewer controls had adverse reactions (29 of 111 [26%]) than
did participants in the sertraline group (46 of 107, 43%; p=0-
010) or mirtazapine group (44 of 108, 41%; p=0-031), and
fewer serious adverse events rated as severe (p=0-003).
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25 37 B . RCT & REEME L BFICART S DERAEINY % (difference | DEE% IET 2 & 5 DRI BT E 2 & 2 HY - BRET A4y MIOWTIEXET LT —
74y MIOWTHXFT 2T —423H5%  |PMID: 22408266 X . . fEMA) (1T,
-2.89 (95% confidence interval -4.76 to -1.02); P=0.003) HINTWD, (KRELMETELEL LHHB
CIRBVET.)
H512 TCA DBERARIL SSRI IR B#EBE Case fatality rate ratios showed greater toxicity for TCAs (13.8,
2% 37 BEICW DEENBLOT, Q?ﬁﬁﬁgﬂ?ﬁé Hawton 2010 R 95% Cl 13.0-14.7) thar.l the Sl.\lRl venlafaxine (2.5, 95% Cl 2.0- 1 .
FEBIIC TCA 24N A T 258134 PMID: 20435959 3.1) and the NaSSA mirtazapine (1.9, 95% CI 1.1-2.9), both of
TOIRENHD which had greater toxicity than the SSRIs (0.5, 95% CI 0.4-0.7).
WSONDHERDHERIE. TCA ARSI DFHBED L ) EEAR
“TCA IZ ABEBE D & 5 R E DRI 155 APAFA K543 Zoth (G4 F74 |[fER%ZFDEH (1056 ~ 1060) ¥ X 7> Y 7D EE (562,
4>
27 38 |IKHMTHIAL LMBWEHT)EEZA 2010 VIZBIFBMADSE] (1061 ~ 1063) ICHICHRN TH B T EARELTVET, 1 L
nTwz, A SSRI& L& L TTCADEBNI- IR, ARBEHARDOX 2T
FUYRATERIESINTLS(117),
i o statementiI EREGIICDOWTE R, —H. 5l
Danish University FIXCHON & B A HAM-DIS AL E D AR ARG & OCBIEBITLs TCA ASEHR
TRE - R T T 5 AiE S WI=p
FAEDITIE TCA HAEHRICHES £ L5 T |Antid t HAM-D18 = LD ABRBE AR, AR 2 BREIEUME, /<0 _ [EEFITIE] % [ABRPIS &L UEES .
28 | 38 Ef . mﬁ;;j K G”' e‘;:’;;a" RCT ot \B’;f - @%J;hiﬁ’%LZ@ﬂ’CL/f\ BETHY, BELEoCLEEELESR | 2 Y TLXJHL VEJ i T s g b3 Ty AN o
Y AH N pgS)= Aol B I oEkE A 5 Moo o =
7 roup 7 o WETH, CAAEEEEEAALOTI %
PMID: 2140382 -
BLALLSERRONL LI EEA,
statementid EREFIICDOWTE R, —H. 5l
Anderson 1998 MA (SREDFE#HA | ABehd 5 DFEEICHEWT, TCA IE SSRI £V bABICHSY |AXHONRBEEIARSEE, I EE .
29 38 |AL e - " 2 BY  |ERomy.
PMID: 9597346 L) 7eo7 BhERE=-0.23, 95% Cl -0.40 ~ -0.05, P =0.011) CEFEWINBLE WS ERAON S LA
FthA,
statementid EREFIICDWTE R, —H. 5l
. _ . AXEONREIEEETER L,
FIRYTFY SRR ERERE LU SSRI LY bREE | ! -
) 9 . - (AEZED3EHOMA (PMID: 15179966)
0 | 38 |mr Barbui 2001 SR Y EIAOR 061 (9% CLOUE0TEN. 72U TFY s b ca TOARISSRI £ Y B3 2 Y |xEmEEn (Barbui and Hotopf, 2001) % Hlf:
B g REET : o arbui and Hotopf, o
PMID: 11157426 S TRBEENLBEOSH, SSREY bOTACEEETE | N o P
. ARBETIEEN LD oL TMDH
(SMD 0.106(0.02-0.19) R N
Y, THbEIIALEARLLDAL LA
FHA)
—ATHENERE (ARNEFLER) BE
- Kﬁﬁt’gf TCE\ tﬁssi/SNf ;)ﬁ*ﬁE There were no significant differences between the rates of statementid (ABRINFEA BER) EREFIC —75TTCA & SSRI/SNRI [EEEDE
3 38 \ia}?ﬁiﬂ*(ﬁé L1035 RCT (Mul }t Mulsant 2001 RCT response in the Intent-to-Treat analysis (nortriptyline: 57% vs. [ 2WTE Rk, —A. 3IBAXETIFHAM-D15 2 59 [HENEE ABRIELILER) BFE| CAZTH2 E 15 RCT (Mulsant et
1 SOERG san
ol 2001;’{” Py 7<M : Y PMID: 11739067 paroxetine: 55% ), or the Completer analysis (nortriptyline: AUE (PFEUL) PHRICE->TSH BUBRELTH ] ZHIBR, al, 2001) >4 Zf&#7 (Montgomery,
B ntgomery, . .
o onteomery 78% vs. paroxetine: 84%). V. ABREEEORB R, 2001) 8%,
2001) HH%,
P tine had bl tid. t effi to TCAs,
e o [statomentis. (A ) Eismic
including clomipramine, as assesse response rates base: —
g clomipramine, as asscssed by rese SUTER, —H. IRXBMCRERE S
on a < or = 50% reduction in Hamilton Rating Scale for .
) EAREZF L OREA L,
Depression (HAMD) total score (58-66%) and a HAMD total X o R
. 1= . DiscussionlcthdXERIAL. [A
score < or = 8 (38-48%) at endpoint, and absolute X o
. separate analysis of severe depression in
_ Montgomery 2001 [MA (SR& @E2#iZ [improvements in HAMD total score (mean change 12.3-14.5). . o .
32 38 [t the paroxetine database revealed no signi 2 HY rEoEY
PMID: 11354239 L) Absolute improvements in HAMD anxiety factor scores were ) . .
ficant differences between paroxetine and
similar between paroxetine and clomipramine (mean change . . .
TCAs in the treatment of patients with a
2.3 versus 2.4, P = 0.566), but paroxetine was statistically .
baseline HAMD total score = 25 or = 28
significantly more effective on this measure than other TCAs ) B R
(mean change 2.3 versus 2.1, P = 0.028). EAE £ 7= IZ ABR B (Routllon, 1998)] LORHBY, 2550
N ’ . N T xmEsIALEE DL LAL L ER A,
DR L,
SNRIs had the highest ITT remission rate (49.0%), then TCAs
(44.1%), and SSRIs (37.7%) (p > 0.05 for SNRIs versus TCAs;
p < 0.001 for TCAs versus SSRIs and SNRIs versus SSRIs).
S OROEEE A M L AT L, BAEtklE When categorized as inpatients (n = 582) and outpatients (n =
3 38 LhAATHZHIAREHE (FBMHK) (230 |Machado 2006 SR 1613), SNRIs had the highest remission rates (52.0% for 144 1 &L

TH SNRI A TCA ISR TEEULETH S
EWS A RBDDH B

PMID: 16968586

inpatients and 49.3% for 559 outpatients). SNRIs had lowest
overall dropouts (26.1%), followed by SSRIs (28.4%), and TCAs
(35.7%). Dropouts due to ADRs and LoE were 10.3% and 6.2%
for SNRIs, 8.3% and 7.2% for SSRls, and 19.8% and 9.9% for
TCAs, respectively (p > 0.05 for ADR dropouts only).
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2011 £ 8 AKE FDA I=mAED
citalopram BRFIEFIC QT ERAE L 258
MICET 2EEEH L, 2012 F 3 BICiE
QT A#k#E L T 500msec& BR T2 EHIC
EHRIETRE, REORTETo 7

EELLSMER
Vol.10 No.09

FDAIZ, 2011485 (24T L 7=Drug Safety

Communication (DSC) T, citalopramid 0D BRKIEEIC

AEARBE DL OTARELNH D040 mg/BEBAIHE
TEATARETREVEBHML, HEVEREZET 2EEICD
WTIHE, citalopramlEQTEERD Y RIHH DT Ehn, LWHk

2RETOFEABHELTLRL,

o QT EIEEA HHE L T500 msEBR TWL5 Z EABHLAIC

o728, citalopramZHILd RETH B,
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Castro & [33839TAEGI DIRFT DFER.
citalopram, T &A7 5L TIFUT
FYU v THRBREFEEOQT ERAE L 2 AHE
HERR L

Castro 2013
PMID: 23360890

BEAR

Dose-response association with QTc prolongation was
identified for citalopram (adjusted beta 0.10 (SE 0.04),
P<0.01), escitalopram (adjusted beta 0.58 (0.15), P<0.001),
and amitriptyline (adjusted beta 0.11 (0.03), P<0.001),

36

TR —7 B BREAMMELE 19110 fEH
DR TS DEDRARSK & OREA R
B, YR EFIZEIC citalopram &/
NEYTFULCREALTHY . BHS D
FIEOBEFAOITEMEIITCAZ T THL
SSRITHEMENENEL LRI

Weeke 2012
PMID: 22588605

BB

BEobivELlE DU R oEiidEIC, > 2077 L (OR=1.29,
Cl:1.02-1.63) &V /LY ZTFU> (OR=514, Cl: 2.17-
12.2) k> TElERI S htz, « ZOFFRIE, OHCA &4
5 DEOMER & DBEM A SSRI & TCA DEADEY Y 7 2T
RERINDAIREMEAH D EERLTWET,
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BERZETS €20 EOFRENHD

Furukawa 2001
PMID: 11405972

SR

the combination therapy group was less likely to drop out than
the antidepressant alone group (relative risk 0.63, 95%
confidence interval 0.49 to 0.81). The intention-to-treat
analysis (with people dropping out assigned the least
favourable outcome) showed that the combination group was
more likely to show improvement in their depression (defined
as 50% or greater reduction in the depression scale from
baseline) (relative risk 1.63, 95% confidence interval 1.18 to
2.27 at one week and relative risk 1.38, 95% confidence
interval 1.15 to 1.66 at four weeks). The difference was no
longer significant at six to eight weeks. The patients allocated
to the combination therapy were less likely to drop out from
the treatment due to side effects than those receiving
antidepressants alone (relative risk 0.53, 95% confidence
interval 0.32 to 0.86).
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BRDVIADMI DEADEBIIOVTIE Open label (Step 3 of STAR*D)
_ _ Furukawa, 2007, RCT 2f®
45 39 [RALI7F7RICEELTCHHOI FRICEEL SR X X L WEBbhET 1 aY
ThH, BPHEICEEBRVE WS HBENH 2, PMID; 17953158 Discussion R ;
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DEEEZFFT Sevidenceld i Ly,
RBDYT7RAOPS DEAODEBIZOWTIE Ruhe, 2006, SSRIDERHEICOVTOYRATFIT A v
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Results
QIDS-SR; improved significantly (baseline to 8w, 24w)
@ 8w, response rate; 44%, remission rate; 8% ABICER VIR WA, 2R AR < AThE
. . . @ 24w, response rate; 44%, remission rate; 16% FHROEELMEEHY AN, (88 HhHs0T, BHFEEBLEL. 8 B# DQUIDS-SRORIGE, EREEL
8 ik, 24386 QIDS-SR) & £ U° HAM-D Inoue, 2012, HDRS; improved significantly (baseline to 8w, 24w) BORIGRIE 44%, 24 BEOBEREIL QUIDSOfERDHA %A L 8 BHROR|ZNZEN, 44%, 8%, 24 BHOKIG
48 39 |RATRBR—ZRFAVLYEBIETLTS Open-label trial 2 HY

Y. 8BBDORIGEIE 44%. 24 BROER
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@ 8w, response rate; 56%, remission rate; 40%

@ 24w, response rate; 60%, remission rate; 48%
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EEHHEER, HAM-DZ L E; NS(p=0.4778 _ _
) . N IR NS ) [BRECAEBENBHONL L] EFT [BREICEREN RS SNAEL]
citalopramA A DSSRIZFIZE & L T BIRFHEEE, MADRS, CGI-S; NS
49 39 ital ERV T T 7RIV T Lenox-Smith, 2008, RCT H 74T, HAM-D>31@Baselinel2 5L\ T ROBRRESIB LT ERONET . 2 L ” HAM-DZA{L BICHEBAEIZRH LN
citalopram 77 7R VICHY 7 , - aselinel2#H L) s N I 0% CHEREERR A
talop T PMID; 18408525 SERes EEFHEEE & LCHEREELELTL THAM-DZML B 1= B B 1 Beb b s R *
. BRRICEERENROONA, -7, HAM-D; venlafaxine > citalopram @ 12w
Ft Ao W] ~AOEE
HRE AU T2ERE LA
venlafaxine > citalopram®{& (NS)
SSRI 2 & 2 ABICKM LIAERIE <> 5
7 7R DMEDF 5 D¥ (fbo SSRI Result:
7DD O Baldomero, 2005, I ) MEA L BHLETH, COBREC EHATICRRLAELOT, EEAL
50 39 LLLIEINRTEY) ISR, Open-label trial | EZEFfEER, HAM-D; venlafaxine > CA e 2 HY
. PMID; 16094658 o BEEIFOLTLET, &%,
BREIFZNZN59.3% L 51.5%TH-> BIREHEE B, EAEEK; venlafaxine(59.3) > CA(51.5), p<0.001.
=
Results
Remissi; tes (HRSD and the QIDS-SR
citalopram B LT, 2L FF Y emission rates ( o ) - )
_ . . . 21.3 % and 25.5 % for bupropion
51 | 3940 | 777> > bupropion @ 38 Rush, 2006, STAR*D,Step2  |17.6 % and 26.6 % for sertraline PIBEL L e BbNET 1 &L
2 I A EREICESZERD NG |PMID; 16554525 tep on oe ) meres
- 24.8 % and 25.0 % for venlafaxine
D7,
These treatments did not differ significantly with respect to
outcomes.
TR T Y LAND SSRICRIGA b > 1o
FEGIE L FTY Y EILRYFEVICENY fF Thase M. K ¢ Rodri H
ase M, Kremer C, Rodrigues H.
B KRBARCT 285 7, BREIHE ase ™ €
o s Results Mirtazapine versus sertraline after
ERBBHONAD 12 — _ A _ ’
. Remission rates for mirtazapine and sertraline were, . . SSRI non-response, (Poster session)
Thase M. E., Kremer C., Rodrigues H., Thase, 2001, R FELWEBbhETH, RRZ-—D5H RRE—FREFAL TV BV LIE
52 40 X X i RCT respectively, 4.3% and 0% at Day 7 (p = 0.019); _ e 2 HY European Neuropsychopharmacology
Mirtazapine versus sertraline after SSRI (Poster) COVWTIRFADPBEAEBNET, LD T, RefAIEET 5,
. 12.9% and 4.7% at Day 14 (p = 0.026); and 37.8% and 28.2% at Volume 11, Supplement 3, 2001, Page
non-response. The Annual Meeting of the
D ! ) Day 56 (MS). S342.
New Clinical Drug Evaluation Unit
(NCDEU) of the National Institute of
Mental Health, 28-31, 2001.
ARGOS B TIF WHRE L
_ Reults _ fluoxetine,52%, paroxetine, 51.6%,
ARGOS RE T3 RIGEK - WRR LMD REAFHEL TWL D, -
nljﬁ L.X, ,ﬁ *% ‘1 Baldomero, 2005, . > = AX i . RIS IFEHE L T WLy, [E#2K(32E |citalopram, 52%, sertraline, 52.7%,
53 40 |SSRI LA THHH. RROFHA > L Open-label trial _ ) ) _ A% ORBGEDTRAE WS EBbh 2 A | ) ) .
A PMID; 16094658 fluoxetine,52%, paroxetine, 51.6%, citalopram, 52%, sertraline, s4 ETHD] ORBRIITEY mirtazapine, 44.8% T#H % h%, REBEOT
FEREmE pmETE e 52.7%, mirtazapine, 44.8% ° A v EREBICERA & A RHET
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50 20 Lhii o7 (Favaeta o ) ava STAR'D,Step3 esults i o b v : JE ) 57\‘ ) 2 59 f ¥ ~OEE O i,
AHRICIZMDOSSRINOZEE & W 35 3R (PMID; 16816220 RIGELBRELRFEIC L > THREHDICER B0 WEBA, ZOHEIE [SSRINS INLEHE [SEES vl
AW L EN DL, SSRINHREBER VADEE]| OfeHERICEDEVWERD
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[IGEE; sertraline, 60% > imipramine, 44% (p=0.03)
AITSIVERIGFECLES ) A, & BAREK; sertraline, 32% = imipramine,23% (p=0.13)
57 m VT Y VERIGBIEA I T T I ~EET [Thase, 2002, RCT R TR ICKIB AR EE RO, FUSE, BREOLBEFRITHBLRE 2 &Y REARICREVALRLOT, EELL
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Li OBFEERIZBIT % # 2 #247 McKnight et [McKnight et al, 2012 |meta-analysius LinFEERICET 5 4 247, RBMBAHIET. FPRIFHEEEE RMBELL L
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THY TS5 eREBLTVELDTIET (16946176 REBILELTL S, BTHY I EREBLNTULEL TRE
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2 EF LWL, /LT O Davis et al, |PMID: 8993086
72 41 1996 ¥h )L/ £ E ~ Steinacher etal, 1
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B EIE LULVEELAY, /3L T O Davis etal, 2002 PMID:
73 41 |1996 A JL/AT € E > Steinacher et al, 12007677 1
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AAP (& BRI S DEDMERIIFHEMIRIE |Papakostas et al, meta-analysius TRDIZX T 2AAPD A 2 17, MRS DREBASATY |HEHEHIN, BELCLBELRSZS, EEH Y
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2013,
AAP (2 & 2 HTI S DEDIEIRILFEMHIE |Spielmans et al, meta-analysius TRDIZH T 2AAPD A B fEHfi, T ERELRTHBLHRY (b5, MBLTLMBELES TS, HEHY
KAHER T E 2 VMERI T HIBAIEHE S |2013 PMID: itz
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Papakostas et al, 2007; Spielmans et al,
2013,
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~15mgRIZARETZNZN39.2%. MADRS response rates at week 6 were significantly higher in
30.4%. 3mg EEMAER TL2.1%, the adjunctive aripiprazole groups (39.2% for flexible dose;
32.6%., 77 wAREET 28.2%, 20.5% T Kamiiima 2013 42.1% for fixed dose) than in the adjunctive placebo group
amijima
76 41 bt —H. THY P THREDHERRD PM\[IJJ‘Z407A484 RCT (28.2%) . Remission rates were also significantly higher in the 1 =L
SEEIE TR T 2 BN TOERITHE & RROIE adjunctive aripiprazole groups (30.4% for flexible dose; 32.5%
EICH b, BHEN 21T HY YT OHRE for fixed dose) than in the adjunctive placebo group (20.5%)
FEISRIERER T 36.6%,. EEARET at week 6.
14.2%, 77 RETL1% 5T,
Th> TR EDERMEE. Table 3Ic@BidkdH Y,
ISEOFMEICDWNTIE, Effi ICTFRoL S IcERdHY, N
RS SV TERE 75 bR L OMTHE SO leacyI= TR &9 1SiE FUETS Y-SR (EEH) TTA
Ehmn bt (7Y ET5 Y- LOREE Adjunctive aripiprazole resulted in significantly greater U7 BEEPE. RE. BEREL L
e - L L remission (36.8% vs 18.9%; P<.001) and response (46.6% vs o R ) t o [ChET7VE7 7Y —LoRREED
2~20mg) ., LA LEEHTTHY YT, ©|Berman 2009 . i DHEEBEAHTWS Z &Rl e R - .
7 41 . K . R RCT 26.6%; P<.001) rates than adjunctive placebo from the second | . . L 2 Y mYEhLTHA I EHbEZON
FOTH, RR, BEHEL COBEAERH |PMID19407731 ) i BhBN ZORANTUET T =10 ?
o N week of double-blind phase to study endpoint . ~ e R _ 7o | EHIR,
HTWB, TNRTYET TV —LOBEH RABRENBTELLLTHS S L OHR
EOBTELHDTHD S LHELONL, , i,
RABTERDSTHLI ERELON BEMEIOVTIE, Tobledlc Bih'5 3, o
RIEEOEMMEICOVTE, Efficacylc TRO L5 IEdH Y,
BREI S TEEL 75 R L OMTHE OB B, Hleacyl TEB S0 A FUETT V- MEER (REH) TTH
_ . Compared with adjunctive placebo, adjunctive aripiprazole . L y R
Er@BONE (FUETTV—LOREIE ) o PIT. CTOTHL. TR, SRIBAL L RPN RSN
2~ 20mg) Ll IRE ole 2007 provided significantly greater response rates from week1(1.8% DEEAAHE TS = & AT i [CNETVET TV —ILORBREN
~20mg) . A “Th¥Y T L|Berman = * e i un
78 41 e i " RCT vs. 6.2%, p=.025) through to endpoint (23.8% vs. 33.7%, " = 2 5Y BTENOTHS ELEALLN

TOTH, TR, BEHBALEOBEFERAD
HTWd, ThE7VETS YV —LORRH
ELBTEHDLTHALS LbFERA LN,

PMID17592907

p=.027).

BAEMICOWTIE, Table3IcZdkA H %,

BHBH. ZORAHNTVET T/ =D
FERENBTELHOTHS S LOHEE
E7 0,

oo | EHIBR.
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RISEIZBWTREL TSRO TER RISEOHHEIZ DN T, AbstractiZ FBO £ 54 TVET I/ —MEER (RER) TTH
EhROoN (TVET SV —ILOARIZ Remission rates were significantly kAR & o . .
§ . X o . - [ZNETVET T/ —ILOBREZEN
2~20mg) . LA LEEETT NPT £|Marcus 2008 greater with adjunctive aripiprazole than placebo (25.4% vs buiy L X ~ .
79 41 I . . . RCT . N . R 2 &Y BYEALTHHI EDBEZLN
FTOTH., TR, SEPELEOFEERH|PMID18344725 15.2%; HH5H, TOREATIETZV—LD Fo | EHIE
HTW3, ChETYETS Y —LOREBR P = 0.016) as were response rates (32.4% vs 17.4%; P < BARRENETELHOTHS S L OHR -
ENBTELhLTHLI LHEZI NI, 0.001). E7 0,
Abstract®ResultsiIC FRED & S ICRBidkH Y
The pooled, weighted response difference between
aripiprazole 2 mg/day and placebo in the two phases was
5.6% (p = 0.18; NS). The aripiprazole 2 mg/day placebo
N ~ difference on the Montgomery-Asberg Depression Rating
BERCBVLOND 2~ bmg/day &5 A
N o R . Scale pooled across the two phases was -1.51 (p = 0.065;
BRETTIET TV —ILOEBEHEHNAN
R Fava 2012 NS). Other secondary endpoint analyses showed
80 41 [ohfz, LA L. 30 B @ phase 1 TH#< RCT 1 L
N L PMID22286203 non significant pooled differences favoring aripiprazole over
30 Ho phase 2 THLEMEICEAL T 7+ K X "
. - pla cebo. Of the 225 randomized subjects in phase 1, 2
REDMICEREERD LN 5T, X o
dropped out in both arms, while in phase 2, of 138 phase 1
placebo nonresponders, 9 dropped out on aripiprazole and 5
on pla cebo. There were only minimal differences in adverse
event rates between treatments, except for constipation,
weight gain, and dry mouth, more common on aripiprazole.
AbstractdResultsic FRED & 3 ISk H Y o
The MADRS response rates were 55.4%, 57.8%, and 46.3% for
quetiapine XR 150 mg/day (p = .107 vs. placebo), 300 mg/day
(p < .05), and placebo, respectively; MADRS remission rates
were 36.1% (p < .05 vs. placebo), 31.1% (p = .126), and 23.8%
for quetiapine XR 150 mg/day, 300 mg/day, and placebo,
respectively.
BB EZFT S RCT A2 KH 2, KT
A o AKX OResultlc FED & 5 1CBEH Y o
THHS %1 quetiapine-XR (7 T ) -
o . Weight, clinical laboratory assessments, and _ [ R
FTERBEAL, BAKRHKFE) 150mg. 5 2009 ect " Table 3 ts weight data and clinical BHAED SOERIEH BN HIFEFA
. N N auer electrocardiogram. Table 3 presents wei ata and clinica o . N
81 | 41 [300mgr75eR03EEEMT 5 6ED RCT e P € VAN EEEXRONRRIBEALEER | 1 BY

FEBEITL. 300mg B TT 7 ARICHAR
WEICHEBEERDI, EHLDHARTHA
WROBEFHIE REFCTHEETH -T2,

PMID19358791

laboratory assessment results, including prolactin, lipids, and
glucose regulation parameters, and the proportion of patients
with potentially clinically relevant shifts in these parameters.
At treatment end, mean glucose levels hadincreased from
baseline in the placebo (1.9 mg,/dL) and quetiapine XR 300
mg/day (1.5 mg,/dL) groups; levels had decreased in the
quetiapine XR 150 mg,“day group (-0.6 mg,/dL). Mean
increases (mg/dL) from baseline were seen with quetiapine
XR 150 mg,/day and 300 mg,day versus placebo for
triglycerides (14.9 and 13.9 vs. -5.2), total cholesterol (6.8 and
4.3 vs. -0.9), and low-density lipoprotein (LDL) cholesterol

b,
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AbstractdResultsiC FRED & 5 ICE2ikH Y,
Quetiapine XR 300 mg/d showed significant improvements vs.
placebo for: MADRS total score from week 1 onwards; MADRS
response [(> or = 50% total score reduction) 58.9% vs. 46.2%,
p<0.05] and remission [(total score < or = 8) 42.5% vs. 24.5%,
p<0.01] rates; Hamilton Depression Rating Scale (HAMD) (-
o . . 13.53 vs. -10.80, p<0.01) and Clinical Global Impression-
HRMBEZIFT S RCT A2 KH 2, %7 . .
N Severity of illness (CGI-S) change (-1.52 vs. -1.23, p<0.05) at
T 55 DEBEIC quetiapine-XR (7 T ‘o iapine XR 150 mg/d, i \ .
o week 6. For quetiapine mg/d, improvements were no R .
FTERBEA, BAKRRT) 150me, . o i HARTA A0 [REROBEEER]
L . s . El-Khalili 2010 significantly different vs. placebo, except for MADRS (weeks 1 | N .
82 41 [300mg & 77 wRD 3EEBINT S 63BN RCT HPEREEMEE L TV BOTHNIE, BF 1 a4
o o i L PMID20175941 and 2) and HAMD (week 6) total scores. N - .
HEEITL, 300mg BETT I ERICHAR NXHOARIZHERBEVWEEZ HOND,
IBRICHREERD, EHLORRTHR
e o AX D DiscussionlZ FRRD & 5 ICRikH Y,
HROBE(ERE TEHCEETH 12, e e
Consistent with findings from the previous adjunct study
(Bauer et al. 2009), adjunctive quetiapine XR was associated
with greater weight gain (weight changes in the present study
were 0.8, 1.6, and 0.3 kg with quetiapine XR 150 and 300 mg,/
d, and placebo, respectively) and a higher proportion of
patients with clinically relevant shifts in weight (1.4%, 7.6%,
and 2.1%, respectively) than placebo.
AbstractiC FaEd & 5 ISRl H Y,
Mixed-effects regression showed that quetiapine plus
fluoxetine did not achieve 50% reduction in the Montgomery-
Asberg Depression Rating Scale score or improvement in
fluoxetine THEELMIL, 7 TFTEVD e Depre & ¢ P
. Y Hamilton Anxiety Scale, Clinical Global Improvement (CGI)-
BNET T ROBIMICEERICENY 1) X
R N - _ . . Severity, and CGl-Improvement scores sooner than the
72RCT HH2H . K HEZEILFH 5 |Garakani 2008 K X
83 41 . _ RCT fluoxetine plus placebo group; however both groups improved 1 L
Nk ot 7220, CORBRTIE, 7T [PMID18703936
. = - in all scores over time.
FTEYOR 83T 47.3mg LEDDEKR
ETH 7 _ - .
AXDResultlc FREO & S IciRdkH Yo
The mean dose of placebo was 54.58 mg,/day whereas the
mean dose of quetiapine was 47.30 mg,/day, a difference that
was also not statistically significant.
Shelton I fluoxetine | & 2 4% % 6 38 Abstractic TR0 £ 5 1=k 0
_ y _ N stractic Fa 2 i °
TV, JERIGE % fluoxetine+ 7’7 £ _ _ © )
) or _ o The proportion of patients noted as responding (=50%
B (fluoxetine #kft 8) . # 7 ¥Er+ ) 9 on the Mont Asberg D ion Rati
P ) y N improvement) on the Montgomery-Asberg Depression Ratin,
77 EREE (fluoxetine FILE) | LV Shelton 2001 S p‘ enificantl gl ¢ ylh gb‘ pt‘ N
elton cale was significantly greater for the combination grou
g “ OFCOSHITARER [H (1 SMmIRS L PMID11136647 Ret (N=6, 60% g\ bal Fi yhg' 0.007) than for th \g p' ! e
=6, ; global Fisher’s p=0. an for the olanzapine
%o RISEIz OFC 4 10 FHI 6 B, b 0ot i e
roup (N=0, 0%; pair-wise, Bonferroniadjusted Fisher's
fluoxetine HFEEA 10 S 1 HITRIGH & 023) i :f" e (JN T
=0. ut not for the fluoxetine group (N=1, ; pair-wise,
Dottt FEHEMIHECE B (47 b s S P
. - Bonferroni-adjusted Fisher's p= 0.11).
YUV EREIE 5~20mg) .
AXDResultic FRD & S ICEEH Y,
Rates of clinical response at end point for the therapy groups
(see Fig. 3) were as follows: OFC, 43.3% (n=100); olanzapine,
85 " #5< 2 RDOKMMELR RCT IIBER LR & |Corya 2006 RCT 25.4% (n=15); fluoxetine, 33.9% (n=19); venlafaxine, 50.0% 1 £y
Btz PMID16710853 (n=29), and low-dose OFC 1,75, 36.4% (n=20); overall P
=.04. Pairwise comparisons of OFC versus all other groups
revealed that the OFC response rate was significantly higher
than only the olanzapine response rate,(P=.017).
AXDResultiZ FRO & 5 ICElRH Y,
Endpoint response rates did not differ significantly among the
< 2 AOAMIEA RCT REELHAIHRAL |Shelton 2005 P P N v amons
86 41 RCT therapy groups (olanzapine/fluoxetine combi nation: 27.5%; 1 aY

o T

PMID16259543

olanzapine: 19.3%; fluoxetine: 28.9%; and nortriptyline: 30.3%;
p=.18).
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Shelton®20014 &80 7 0 b 2LICTHIR
. AXDResultlc FRO & S i@l Yo
) 25 OASRES RCT AHES N, F—% esu O )
. . Pooled response rates were as follows: olanzapine,/
AT - S Shic, 1EOHRS 2% . o .
. R . fluoxetine combination, 40.4% (80,/198); fluoxetine, 29.6%
TAERIC BRI LA o 7oEBIIC fluoxetine % .
. Thase 2007 (60,/203); olanzapine, 25.9% (51,/197); overall p = .006.
87 42 |8 ERSHRS L. MEGERIE BIEAIC RCT o ) ' 1 L
o _ e PMID17335320 Pairwise comparisons revealed that the olanzapine,/
fluoxetine BE#|, #F ¥ BHl OFCH
. N fluoxetine combination response rate was significantly higher
3BCEIY FI 7t T AMBERERIGET .
_ . than both the fluoxetine response rate (p = .028) and the
ZLE->7 (F70HEY X
- olanzapine response rate (p = .003).
&L 6~ 18mg) .
AR 4~6 BRDIEH RCT 7' 2 &b
5. AT BHLS OF IZRIG L A WE FXOResultic FRO & 5 SR H Y,
a8 " Bl Y 2~U R B E 77w RGHAE |Keitner 2009 RCT In the modified ITT analysis after 4 weeks of treatment 54.8% 1 &L
(CEEBICEID 7z, U RRY Froff |PMID18586273 of the risperidone augmentation group responded compared to
BIZ& Y RISENEEICHEL (Y ARY 33.3% of the placebo group (CMH = 3.88, df = 1, p = .049).
K> EEIE 0.5~3mg)
AbstractdResultsic FRED & 3 ISk H Y o
Of the intention-to-treat population (268 patients), 81% (111
N . N _ N of 137) who received risperidone and 87.8% (115 of 131) who
BEAREARA 4~6 BREIDIGE RCT A 2 A& ) )
L N received placebo completed 6 weeks of double-blind
%, HKATT DI OF CRIG L AR WEE . .
R _ . treat ment. Mean (SE) HRSD-17 scores improved more in the
BlEY 2_Y R UGA B L 772 RERBE [Mahmoud 2007 o . )
89 42 § . N RCT risperidone augmentation group than in the placebo group 1 L
(CHEAEBICEIY [T 7z, U ZARY Froff [PMID17975181 X
[ (13.4+0.54 vs. 16.2 £0.53; difference, -2.8+0.72 [95% Cl, -
BILY RBENMEBICHELE (Y ARRY o .
. . 4.2to 1.4]; P <0.001). More risperidone recipients than
R A&k 0.5~3mg) . X . X
placebo recipients ex perienced remission of depression
(24.5% [26 of 106] vs. 10.7% [12 of 112]; P=0.004) and had a
response (46.2% [49 of 106] vs. 29.5% [33 of 112]; P=0.004).
UZRRY Py o RrmRBmIChD b
DHEO HhEIMITELTE, ROL S L
Bh'%H %, Citalopram |ZERSDOAER]ICIE
BRTA4~638M Y X < FUi@ziTn, A OFi 1THBB 0L WEF OFI& R EFENTCHEED
aRe : PET | Rapaport 2006 A OFigurel CER OB WA ARAB Y, LiL, B gurel cRmes =t 7 =
90 42 |RIbh' B otz 241 BE Y RRY R kG PMID16760927 RCT U A HY, LHL, BEENLLHICOVWTIE 2 L | TV,
E7 T RBICERT CRAEAICEY (1 s N AR Lo BEE L.
24 BRBHT L. 5 DFEDBEHLE VS O
HEzE LErEREERDoWE, >
7o (VARY FYHE I 0.256~2mg)
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Abstractic FEE DS Y o
Discontinuation rates for
adverse events were higher for atypical
agents than for placebo (odds ratio=3.91,
APA 4 K54 2010 &, BADHAF 95% Cl=2.68-5.72, z=7.05, N=15,
T4 T & AAP DL L L TOMED p<0.00001).
FirEbohreWR FEETHD, TOE Conclusions: Atypical antipsychotics are
B& LT, APA IZZEHIFICER BT ET > Nel ’ effective augmentation agents in major
2 %EZ\T1- LT, AAP DR E 7S5 R E esonan depressive disorder but are associated
91 42 N R Papakostas 2009 ARTFY R i X X X X X 1 L
BELBLI-HRO A 2BITORER, BEF PMID19687129 with an increased risk of discontinuation
BICL 2BUERIT 4 EICRAR ZEICER due to adverse events
LTW5, E7-fbDiEEEIEICERTaR b
AEWI ehn, AEEREZLEZEEDH A FDDiscussionlZ FROEZRH Y,
N HEOIERTRELELTWS, Given the cost and safety issues for the atypical agents, it will
be important to compare their efficacy and safety with those
of other, less expensive augmentation and combination
strategies in depression.Finally, all of the trials we reviewed
were of short duration.
A3 D DiscussioniC FRD & 5 I2i@dkd Y,
In summary, antidepressant augmentation is common in
clinical settings. Lithium rarely appears to be used as an AAP Ik 358 & Y B, TCA il ~DZE
o | o [MPIEEBERLY L. TCAEM AORE |Valenstein 2006 | e ol @W;ﬁﬁ@ignjﬁ\ﬂ; ) “ Volonstein 2006
RE 3 BB S augmenting agent, whereas antipsychotic medications an i DIERFED NET alenstein o
% Ll OMBAEE N EES NBXETHD, |PMID16816227 & Ementing ag nipsy _ - e
second antidepressants are widely used. The literature W EEORBOERITA L,
supporting the effectiveness of the latter two strategies is
sparse.
AXPISFROL S ICRBikH Y o
B DFEDBEEICOVNTOIET Y AL RULDOBWFRIED
i N B ZOHRT, #IRYE S DF % SSRI/SNRIESM 5 DK & %
AAP (£ B3 Y . TCA BAI A0 ZE e s s
93 42 0 Ll OB S NANE TS 7% 2010 A, FEEGEMRELEMNL, Th TENESECTEZAV 518 1 aY
i AN NET o R s e =
" BA%ES>TNS, LiL, $TRZBRAS 2XE+98, +
SuHAZAV. ZhhEHTHILithiumZz Rl & 51838
EEAVDEVIIIBERETBHENHDOTRBEVD,
Abstractic FEEd & 3 IStk H Yo
Methods: 26 adult outpatients with persistent major
depression despite adequate antidepressant monotherapy
N PN were randomized to receive 4 weeks of mirtazapine or placebo
Carpenter 51+ 74515 DEREICKG L tation. Mirtazapi b 15  bedti
augmentation. Mirtazapine was begun at 15 mg at bedtime,
Tt 1o 26 FHIE SLZFE S GHRREE S € P N y
_ . N with possible titration to 30 mg at bedtime per physician’s
ZuRGHRR (ThbbBEAMKERE) (SR discretion after week 1
BICEY I, TNENFEETE3.2%. )
- Carpenter 2002 Results: Categorical positive response rate at end point was
94 42 |20%. TRERT455%, 133%TH5 Lif RCT ) o 1 L
_ NN N _ PMID11822997 64% for active drug and 20% for placebo. Remission rates
EL SLAVEXHROBHELRRL ere 45.4% and 13.3% for active drug and placebo groups
Wi 47 .0/ Vi ru roups,
Foo B0 R ANOREE, HREDH AT
respectively, Mirtazapine demonstrated statistically significan
265 MBETH . ARROHTEH pectively P ! v o8
3 superiority to placebo on most major outcome measures, and
° was associated with improvement in overall functioning and
quality of life. There were no significant group differences with
regard to emergent side effects, weight change, or serum
concentrations of primary antidepressants.
AXDResultic FRN & S ICEBEH Y,
#R7 0 AL TREWA, RRFRKES D . o L = . [N L VENTHBEANH SN [HRT A b 2L TIRAVD, ARG
- . e § Using the remission criterion of 10 on the MADRS, 4 patients | L s "~ R ~ " N .. e
IR POV EFRND DEEHBLIE Blier 2009 itted by day 42 in the mirt X (19%) and 5 1 GHRBEEARORRRICERERECT et MEAERER BN o7, | DD IR FEv EHRRS DXL HA
ier remitte: a in the mirtazapine grou and 5in
95 | a2 |&. FEHS D BABELELL RCT b RCT v cay pine group (197 LWLz EhD, [EHTHoL] LRE | 2 BY  |[EOLER, ROREEEHET (| LB, 5 DX BHBELERL

MRESNTH Y HARILYENT
Ho7,

PMID19345072

the paroxetine group (26%), whereas 9 remitted on the
combination (43%). These rates were not statistically different
(X2 = 0.22; P>0.05).

THILICHENH BN LA,

O LYEWTHIERD RN, |

ITEIE,

7= RCT & 2R ESNTH Y HHAED
LY EMTHBEEDH SN,
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D5 >FHA F 7422016 3% hHE - BE| RIE>— b (QFHR B —
o ﬁﬁ, Statement 51 ARk HRTHA> BIAXBOREH RPDAXY b RTPYE g WGTORHNE StatementD{EE %
No. | =% [2F -5} (RTHIE2 DH)
WET DR DT, AR S fjfﬁ;gl‘;;ﬁii ;;‘Oiiiéd s rosmones o remtmont | et & 6 EHe gt BRI HHEEADNTIELA, #8770 b 2L TR HERAE
IR HFEY EFRIS DREHA L . L X N . WEICELNDVTNTWD XA LKA >V [H b IE FE¥ EFRIS DEEHA
N N Blier 2010 was not statistically different among the four groups LTuwanzens, EHTho7] & § PR
% 42| & FRRS 0K MABEUBLL RCT & PMID20008946 ReT (fluoxetine monotherapy, 54%; mirtazapine plus fluoxetine, RRTH L ICHBENHIOND LI 2 Y bob2. LB LS BRI DR HABE LKL
EFESNTHE Y AN L VBT . X ! X X ' [BtRRA L Y BN TH2EAL RSN |7 RCT b 2 E SN TH Y, GRS
ot 68%:; mwrtazapme plus bupropion, 65%; mirtazapine plus Ly oo | ST B CHBERAB SN
venlafaxine, 73%).
Ry ZT7 7RIV EINAFEY OHAER
STAR*D level IV TldR> 5 7 7% v & 2 AbstractlZ Fi2d & 5 ICz@ikdp Y o CHEEN TS tranylcypromineld, 4B STAR*D level IV TldR> 57 7%+~
97 " I\/’}?*f t“/ﬂ)fl#?.ﬁ AREFFLICA->TLD fJ"\ McGrath 2006 RCT Remission rates were not significantly different b.etween the E{?ﬂ@MAOKQ%;@E:ﬁ@ Vs OE’C‘F@: 2 5 T8l % [MAOR®E] (-ZE, LI OHA ﬁ<i§?)?ﬂ‘§¢f7\0 <
HELY L2 FIHAEPEBNTLS & IEWWR 7 |PMID16946177 two treatment groups (6.9% for the tranylcypromine group and |L\, DT, HA K54 v oOxXED [E W3 A, MAOBRERE LY 12 HItFREHIE
M ote 13.7% for the venlafaxine plus mirtazapine group). A WS AR ICRENH D DN D Lk NTLDEFVWI BRI o7,
Lo
AbstractiZ
STAR*D #t%2% U — F L T &7z Rush 5% Results: Remission and response rates and most secondary
Combining Medication to Enhance outcomes were not different among treatment groups at 12
Depression Outcomes (CO-MED) #%2(Z weeks. The remission rates were 38.8% for escitalopram-
BWT, TRXYZATTLEE, T2V% placebo, 38.9% for bupropi on-escitalopram, and 37.7% for
075 L& bupropion OFFF, LU R venlafax ine-mirtazapine, and the response rates were 51.6%—
08 12 F7T7FERIVEINZFECOHHAD 3EF  |Rush 2011 ReT 52.4%. The mean number of worsening adverse events was 1 oy
B LTW3, BEoiE0Fhoits 2FE |PMID21536692 higher for venlafaxine-mirtazapine (5.7) than for escitalopram-
HERARED RIGE, BEFERICBEWT, TR placebo (4.7). At 7 months, remission rates (41.8%-46.6%),
YanT 7 LERRE LR Lidhh o response rates (57.4%-59.4%), and most secondary outcomes
foeLfzbT, Ry 77F v EINR were not significantly different. Conclusions: Neither
HE > OFATIREEFEAIRE 3 AHEHED medication combi nation outperformed monotherapy. The
[S10FE -1 combination of extended-release venla faxine plus
mirtazapine may have a great er risk of adverse events
[Abstract]
It was found that fluoxetine plus pindolol and fluoxetine plus
mianserin were significantly more effective than fluoxetine
alone.
Using an outcome measure of 50% reduction in the HAM-D, a
60% response rate was found in patients treated with either
fluoxetine®5#l, fluoxetine& 7>+ Y fluoxetine plus pindolol or fluoxetine plus mianserin compared
. fluoxetine& B> Fa—LoGE® 3 & Maes. et al.. 1999 with a 9% response rate in patients treated with fluoxetine
99 42 %kﬁbtm%Tm‘ilytuyﬁﬁﬁﬁpMmﬁﬂﬁm RCT alone. 1 aY
fluoxetine BEIBICLLNTHBICENTH > The HAM-D score 1 week after starting fluoxetine plus
7= mianserin decreased more than 4 points and was significantly
greater than that obtained by fluoxetine alone.
The results suggest that pindolol and mianserin augment the
efficacy of fluoxetine in the treatment of TRD and that
mianserin, but not pindolol, may significantly shorten the
latency of onset of antidepressive action when combined with
fluoxetine.
WREBWS1BEET7VAF T ERZE
ERLTWAEETH D, ZOEEHN T
ZORROENR I F FLF L OFEBRICRG LR 572K *#t;yﬁﬁﬁ‘iT?tuygﬂﬁ%
BEMARRCTE LT, 6@ D fluoxetine . BIZFE7AFFEF oo IT7re v
Ly N ) ORBEEHRICTAFFLF DL ITYEY Y AOYYH o o
RETRIGDE N -7-1044 %, fluoxetine+ N N L VEZRE), ZLT, ZLFFEF I
27U fluoetinet 75 kA, 27 T BEVETIARCT IRAORMLILRLT, STYEY| s e LR S b1
L . X VICE BTN X LT OWEROBFEHE L BEEETET S . REHARICHRW A RLWOT, EELL
100 3 Y v+ T T ROIFIEERICE Y S |Ferreri et al. 2001 ReT .. TW?, StatementlcEANTULS Z L IRIE ) 5y ¥,
WrRBrH5, IT7T Y AR PMID11202131 A LTI TR Y vs TA BT T A E LWb DD, 7IF ¥ F  #EE AT EEAL.

fluoxetine B & Y X RISE - BREHS
Mottt ITVEY BB EOMTIEE
BENBHONED T2

TFUAIT R VABERICHE
TNAFLFU+IToEY Vs STV VBRI TRER

EhL

B LTRATGE, SHABE 7 LA ¥4
FUBRBEEBELARICRELTWD,
—H. AARFAVOXRTIEIT >+
CEFNGHIE E L CHAR L DLRICD
WTERLTWS 8, HEROBIRICT—
HHEL TN,
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The UK ECT Review ECTOEMMEE REME A 2T F Y ¥ RIT & > THRE S - BRSO &S HIEI TR B A REANRICEEVZZVLOT, BERL
101 2 ECTO#I5 2Ty — FARICHE T 21 Group 2003 KaTHy LR ERBE ¥ v LR ECTEEDF A ZOIEHFROENIC s 7 ) 5y Lo ECTREICHEEULICERT 20
EREMERLIAZBITNH D Lo T S DR, RAEERE. Z0IEHOERICOVTIR ~ . T, ZhbOKET 2,
PMID12642045 . 5DV IFRAEEERE BT 2 |MEN DA BERL.
{AZTETWELHEY ZEHLTWS
DH?
[Abstract]

Results: Of the 253 patients who entered the study, 86% (N =
217) completed the acute course of ECT.
Sustained response occurred in 79% of the sample, and

remission occurred in 75% of the sample (N = 253); 34%

(85/253) of patients achieved remission at or before ECT #6 | __ " . KEDOKRR A Z ek AR
" . e ) ) o THEAFEEEV AV 0D, HEEED ) )
KE O KIRIR A % & FEE#IZ Consortium (week 2), and 65% (164/253) achieved remission at or before S b 5 MDD A TR & LT B 54 Consortium for ResearchinECT
FE =+ €N Y|
for ResearchinECT (CORE) #'H % IS [Husain, et al. 2004  [Multicenter Study  |ECT #10 (weeks 3-4). o N § HRO—EBIHEFEOREEMS 52| (CORE) hH0WEIcLhiE, —5iF
102 43 N . e N o FZ4 o3| AXEIc. —ERERREED 2 AaY . e .
LhiE, ECTICILENShME & BV UG - B2 |PMID15119910 #B9YHIICRCT Over half (54%; 136/253) had an initial first response by ECT AHNEENTVS Z L &BRT B, WEEORHEMS S OFbEEND

F#E 5 MDDAE EN T WS A RS
B?

LA SN #3 (end of week 1). ECTICIEENZhME & BULRIGE - BF

mrEh

Conclusion: ECT was associated with rapid response and
remission in a high percentage of patients. ECT warrants early
consideration in treatment algorithms for patients with MDD.

Table 1. Psychotic 30.4% (77/253)

[Abstract]
Results: One hundred thirty-one patients (29.5%) reported
suicidal thoughts and acts (score of 3 or 4) at baseline. Scores
decreased to 0 after 1 week (three ECT sessions) in 38.2% of
the patients, after 2 weeks (six ECT sessions) in 61.1%, and in
80.9% at the end of the course of treatment.
" R Kellner et al. 2006 .
103 43 | BRIEIHRERLDH B, PMIDI7146008 Multicenter Study 1 aY
Conclusions: Expressed suicidal intent in depressed patients
was rapidly relieved with ECT. Evidence-based treatment
algorithms for major depressive mood disorders should
include dichotomization according to suicide risk, as assessed
by interview. For patients at risk, ECT should be considered
earlier than at its conventional "last resort" position.

EROFEREL Y. 5 >E0FTEEN S

W= FCEDORISHEN] . EWH T
BRECOPMICEL CRABERAEER. Z03b0—20|LHECTE LAEOBHENSZ S= [ECTAD
H O TEYFEAORICHBUVEFIZECTA~ Sackeim et al. 1990 |Prospective ETFUHECTRISHIE & URISH O EYFED M 2 T ZHUC |RIGH B &0 5 BIRIC A > TAIBEEA D TEYFEAN O RIGHEVES L
104 43 (DORIEBBLEEZ LN TN S -7 PMID2341598 naturalistic 'Study LTW3, ECTHIOEYEEN & VBN (=15 >EORTORMK|EZ SN 5, 2 &Y |31AE % Prudic 1990ICZE T %, ECTADRIGHBLEZZ BN TV
(Sackeim et al. 1990) AEV)THNEDH 2 IFEBROTHEEAGE LB EWSHAT |FLFICHRE N 7Prudic 1990 #AHi® > 7= (Prudic et al. 1990)
AR EBEL T, PMID1970656 Mabstracti-statement|Z &

HPMTHEXEERULEARLH > T,
BIFERER - ATREMS Y,

Sackeim H. A., Prudic J., Devanand D. P.,

et al., The impact of medication resistance . .
Prudic J, Sackeim H. A, Devanand D.P.

and continuation pharmacotherapy on
Medication resistance and clinical

104 relapse following response to .
response to electroconvulsive therapy.

electroconvulsive therapy in major
Psychiatry Res 31, 287-296, 1990.

depression. J Clin Psychopharmacol 10,
96-104, 1990

Conclusion: In the present study sample, treatment failure

. R with adequate pharmacotherapy with a TCA and lithium
B OMETIEEDRISHEN BN T & IZECT [Heijnen et al. 2008  [open prospective . R
105 43 addition appears to be unrelated to outcome following 1 &L
ORGEEETSELLEHEESNTWS  [PMID19014754 study
subsequent ECT.
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) Statement 3Rk HRFA > BIRXBORR XPOARY NTHE - = StatementOSE %
No. | =% [2F -5} (RTHE2DH)
N R Rasmussen., et al. Treatment failure with anti-depressant medication does not R .
BEOWETIHEYRISHA BN & IFECT . o ) . EMFCED KB OFEHECTIC & 5 BRE
106 43 2007 RCT predict acute remission status with ECT for nonpsychotically 1 L
ORICEZBETEELRVERESA TV . DFHRF Tl 72,
PMID18052563 depressed patients.
[Abstract]
. N Bourgon & Kellner
Fo72 LERYARIERM 5 DRIE ECTICL B X Medication resistance pre-ECT has been shown to predict
107 43 . . 2000 review X X o 1 L
HREDBMNZWETIHREH 2, relapse in two studies and highlights the need for more
PMID10735328
aggressive and effective treatment in this group.
BIED /LT —HHDEE (Moksnes,
2011) Tl 1B OECT#8:8T32%. 24 |Moksnes 1991 X [Result] 86 of 120(72%) suffered a relapse, 38 (32%) duringthe
108 43 |, retrospective study | L . . 1 L
BT AT%OBERSH D VN EHEFERERL T PMID 22016123 first two months and 56 (47%) withinthe first six months.
%o
o . o [Abstract]
BIZVLECTH#24 BICH 135 77 wREE / )
R e N . Over the 24-week trial, the relapse rate for placebo was 84%
L bUTFYCEFRE /LY TFYU > [Sackeim etal. 2001
109 43 . RCT (95% confidence interval [Cl], 70%-99%); for nortriptyline, 60% 1 =L
A EZNZ N84 %, 60 PMID11255384
. (95% Cl, 41%-79%); and for nortriptyline-lithium, 39% (95% ClI,
%. 39 % THo1=LFTBHRCTHH %,
19%-59%).
Discussion-conclusion BB MR BshTuwhnboon, #
C-ECTO#iIE, BHEICL > TIRBNALEYEFEE F27o|fme LT, LETOEDRENENTH > 72
SRR T OIS HERE IS HHEFSECT [Odeberg et al. 2008 |retrospective cohort SRS, B &0 TR LRAIEE 22 " AR DTSN CH > [#5) & BRIREOVEDTHD] |- |EMITET DR A RIB AR (= (35
110 43 s DEFFEERC Z A TE, C-ECTIE, U FENENT |BEICHLTLERET S5 LA ECTE 2 Y
HEREIND, PMID18695624 study . R - N EE, RED—D L% 5,
HoleHKDBEISHLTH, BETIIELBLICKRT S RO ENTED LWV ZENED
BEHNTES, nTws,
[Method]
FAETIRLAMBICEREEF LR C-ECT£7z(ZC-
WREICHET LR 4 S 2 — L RERT L PR CHLAMEI RS L RAECECT
R . o o Pharm (U F 7 L-/ )L b UTFUY) OWTRHICIETTHEE
WAt BIZIEBIREA HIE Lo, BEHICIE2  |Kellner 2006 .
111 43 | _ e RCT BICEI ST 7, 1 L
BIC1E &4 ICREBERIT TLW S AEA S |PMID17146008 _
% F2AETIF4BMIGELE, 8BMIZRELER. 2, AMIZALET
: ot (65 AMTEFIOEDECT Y & a ¥ pifThbh, BR
v s YE20BRIIThbR) .
HESECTIE /L b YU 7F U v ELIBHRIC L 2R L AE0OE
MFHHRERLT, —
[Result]
C-PHARMIZUF I LE /N R Y TFY v ORBFETHY, &
|$C-ECTH# & A LHR Tl & N e,
) - E3 Bt & [ U kR T 3Rl HERECTIE /L b U 7F U > ELIGERIC
HEIFECTIZ /L U ZF U v ELiBHRICK B 6 BBOBERKIE, C-ECTET37.1%. C-PHARME T31.6% RS £ DR ORI IR
WAL AZOBRTBHRER LT, — EBRICHE SR E IR < Sackeim b [11IC L BAEDT [AFENLEY T2V ERT IV EBEI Lfv#:;ﬁ;L<m;A£:?fT
GoEMmES LI~ ARIEDECTT [ FA Y OFERTEESNEYFILE /ALY FFY Y OEBF B L TAELTWB kD (—0RHFE —YoEmEEA L] & [H52% mwzi;m@mcr?;w::s;ﬁ'
etrides et al. 1~ - £ ¢
112 43 | REMEBRI R TE2ENHH DD T, B PMID21811083 review & (39%) LREBETHY., /Y TFUCEEEE HLIC) ERBYOREMEL H 2, [—8) 2 Y |BLLBRRHSREELLIC) CEET T BB B DT ﬂ;ﬁt‘ AE
T & 2EHA ~ B ICAE
FICFIRE YIS & DHERFFOEICKRBL TL (60%) BLUTFEHF (84%) OBWELY bIFBHMCRIFT (OFI2FL LCRRNREE] nEOK %, P WL(ua;
BEHI. BEMOETH S DEOEAEE Bo7, BOH BT . gg&'@ﬁ‘;i? I
NSt 4T
HRELEGTRERI RETHD, PRI E R <= T %
— IRy F AR L I21~25 A IS EOECT CRIMERA M ¢ °
TE DRI H B DT,
»Patients in this arm received no psychotropic medications
except for lorazepam or diphenhydramine on an as-needed
basis.
BEIOMIFECTS L < [FEIOFHEYE
(absiract] HE DB EAAOL S LRI
p Z A
s | 4 [PEECTEMESEMELE L5501 5% 2 |Sackeim etal. 2000 | Conclusions: ECT M1 3 SEmmic &y RisEm [ Zfag;ﬁﬂﬂc#}foi; ) gy | TEERE LTECTERMBEOH 5L L L TECT e BOROROHME
S AR o 5 o
HHs PMID19581564 THH ZOL S BEYFRAMOENEREEBT 20 ML 5 | . _ r EISEZXAN DB ICEET B, TIEZAANH D
. BIOEMEICOVWTERENTWS D
MCBWTERL S AEEDH 5. . NN
RENECBAREMAEZ DN D,
bstract
ZOWRICIE, BHGHSTELEIONS (ebstract] , _
R . Results: In the C-ECT group, 37.1% experienced disease
HFFECTR /L b U 7F U v ELIOBHRIC & | 46.1% continued to have di ission at th
relapse, 46.1% continued to have disease remission at the
BECTHROMFFEMFE S, LWL EMT |Kellner et al. 2006 P )
114 43 RCT study end, and 16.8% dropped out of the study. In the C- 1 L

ik, BRLEAR» SO FA Y 7T oA
HHERITE0% LU EICRAT ET 2EIIBD
7 (Kellner et al, 2006) 5% %,

PMID17146008

Pharm group, 31.6% experienced disease relapse, 46.3%
continued to have disease remission, and 22.1% dropped out
of the study.
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ECTRRANAI S DERFE1T > THEEN
I TEBWHEICBE LT, ECTERS D% [abstract]-result:
BEDHAATTBEOE % R 2 HFEHLH D A ret " The cumulative probability of surviving without relapse or
retrospective
(Gagne 2000; Navarro 2008) . Gagne et al. 2000 s recurrence at 2 years was 93% for continuation ECT patients
115 43 R . case-controlled 1 aY
Gagneb D5 — R IFECT & WA % 17 5 2 |PMID11097961 h and 52% for antidepressant-alone patients. At 5 years, survival
approac
& EYFCERIRIC & BHEFTRE L DB T2E PP declined to 73% for continuation ECT patients, but fell to 18%
BEEIEVEEFZTNETNIZ% E52%, 5 for antidepressant-alone patients.
FHTIEZNENTZ% E18% TH > 720
Results: Over 2 years of treatment in elderly, psychotic,
ECT®s A RIS DEABELIT> THEREN unipolar depressed ECT (plus nortriptyline) remitters, the
116 13 HFTERVWHEICBE LT, ECTEH5 2% |Navarro et al. 2008 RCT mean survival time was significantly longer in the combined 1 &L
FEDHAATIBEOE % Ko 2 &A1 H 5 [PMID18515694 ECT plus nortriptyline subgroup than in the nortriptyline
(Gagne 2000; Navarro 2008) . subgroup. No differences were observed between treatments
with regard to tolerability.
[abstract]-introduction
ECTRT Y 2a— N T 28 L LWEEHRLOT 7A—F &
ZD &5 HEFEN HLisanby s (Lisanby i bl 7
. . L T. STABLE (Symptom-Titrated, Algorithm-Based
2008) IXBMBREFB OO ICEYFEEL  |Lisanby et al. 2008 o
117 43 = RCT Longitudinal ECT) #MEZ& &N TW5, STABLETIE, ECTR4 1 BY
ECTZRMUCHAEDE 5 iR EE PMID18708943 = . . s
(STABLE intervention) 423 L T1 % Pa—VEEROERICEG L. ECTZHEE LAVEE~DB
- ° HAFEMIEL, BEGRSERT Y 2~V TRBE L THEED
HHBEORIGEEESE D,
APAD#EEEE (p56) CHERHE (p57) DA
APASTA K4 20103 TEF ¥ ZH+4 FICIGERICOLWTHRIATL AL,
LlEwzhne L- T BRBROAEEM ECTEMO R EEILEBIH SN T 5, P68 REHLERTEARL, _
18 | a3 |TEUAF MBFEOTRNE o) 010 guideline DR o’ 2 Y # * MR HEE CHR
EROTIOICLERTREBFF T av DT DES%Older agedmaintenancel SHEHICHERD L, HIkR.
THHEWEL TN, ECTE/ MR UTF Y v idRbH o7z
WY
» ) ) ECTE EMFADFABECTERL YBA TV S Z LIFRENAE
W#lZthe National Institute for Health and R e . L
- o Bttt THFENERTH DD E 5 AR ITIZRCTOH .
Clinical Excellence guideline for SIS TP o, (413) A13IFHREEN S DR TH S Z L H AR
AN 8 273 ER
d ion (NICE) Tk, mEDHAA T, 4.14TERYBEEMA AN
epression (NICE) ” ECTE RIEEOHBIRMALIME Y b Ars s | o b E
ECTEMME ) BN TS & VS LR+ o R EOMTER, D&Y, ECTEMEGAL . N
119 43 o NICE 2003 guideline A EHLEREN TIRAV, (4.1.4) _ 2 Y | HEAIOBERESRTLAEL, AR
HTHDE LT, WROAHEEBIFTHY ~ . . P R DB TORFICOVTEHERShTULA
(TA59 Guidance on the use of EAZW, BRIVAARE (ECT) ORREEEMERL T || ) o 1 Ao R B L
ul u Yo =N k2§ R 773 % BN
ot lsive therapy 4.1.3) BEEA BT, RIS OROMITREL L CRENATREENE| " ;
electroconvulsive therapy 4.1. ? L,
P, > e &Y BAITH BN EEHT B RENBILAE L L ER, :
: (4.3.7)
EMFEOB A, BHTRVELZHON Introduction
uctr
IDETH->TH, ENREARZE TS EENL FRELLAVA, BHEL
PORTHOTL, ERRARRERTY) BRBRI 1 BOBTORIATA S50k, AAADS ot | LS IRRRELORD, HH
(tméﬂ6°ibfv‘%m§$®%ﬁ‘F“w a et al. 2010 HIZBLWTCBTARRMICKIFIATLW AW EAKRERRET CREFOBZICAIIEEE N, LOR
ujisaw . - N Sl 7] Ny < N LR =
120 | 44 |BECTHSESNLEBPTA, Xiiatw, | RCT - i - EERKTITbNTL DR, S (A | 2 HY EIE

Ef, BEHAEERZARCEVTLENTS
BEVS RV, SEOBRALDOTE

Ty AEBF LIV,

PMID20529252

H5, CBTOET L EBFBRERE, ELAEDTED S OF
DFEZEIVTHRSNLDTHY . CBTORMMEERL
HROIFEACERKTEEENHDTHZ(2,3],

EDBE~RIEIZA L, | VS REIC
ol EZLND,

17




