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Choosing the Adequate Antidepressant Focusing on Efficacy, Tolerability and its Predic-
tors

Major depressive disorder is a debilitating disease that imposes significant burden not
only on patients but also on society for its high prevalence and association with serious
consequences such as suicide and substantial negative impact on social health, with both
direct and indirect considerable costs worldwide. Selective serotonin reuptake inhibitors
(SSRIs) treatment was introduced 12 years ago and reduced morbidity of major depressive
disorder with a favorable side effect profile. However, unfortunately, not all individuals
benefit from treatment and 30—409 of patients do not show a complete response to treat-
ment. Clinical guideline does not show which antidepressant is the most appropriate to the
patient just in front of you in clinical setting but simply suggest ‘use the new antidepressant
such as SSRI, SNRI, mirtazapine as first line therapy’ or ‘be vigilant for side effect’. In this
paper, I summarized the considerable evidence such as meta-analysis, guideline and double
blind randomized controlled trial to detect the most appropriate pharmacotherapy as first-
line and second or later therapy including treatment resistant depression from the some
specific factors point of view ; specific feature of symptom, ethnicity and genetic feature.
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And I also would like to refer the possibility of some factors that predict antidepressant

treatment response.

< Key words : SSRI, treatment resistant, bipolar depression, combination therapy,

augmentation therapy >
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I/1 and |/s s/s OR (fixed) Weight OR (fixed)

Study or sub-category n/N n/N 95%ClI % 95%Cl

01 SSRI Asian

Yu 2002 19/49 21/72 —— 16.18 1.54 [0.71, 3.31]

Hong 2006 44/104 37/120 - 30.80 1.65 [0.95, 2.85]

Kato 2006 27/31 30/49 — s> 466 4.28 [1.29, 14.15]

Subtotal (95%Cl) 184 241 ‘ 51.65 1.85 [1.22, 2.79]

Total events: 90(1/1 and |/s), 88(s/s)

Test for heterogeneity: Chi2=2.28, df=2 (P=0.32), 12=12.2%

Test for overall effect: Z=2.92 (P=0.004)

02 Caucasian

Smeraldi 1998 24/38 4/15 — = 328 471 [1.26, 17.66]

Zanardi 2000 24/42 5/16 4—= 482 293 [0.87, 9.95]

Zanardi 2001 55/68 10/14 _— 493 1.69 [0.46, 6.26]

Arias 2003 78/104 13/27 — s 8.02 3.23 [1.35, 7.76]

Serretti 2004 99/167 24/53 —a— 23.06 1.76 [0.94, 3.28]

Kirchheiner 2006 31/66 3/11 — s 424 2.36 [0.58, 9.70]

Subtotal (95%Cl) 485 136 <o 48.35 2.37 [1.59, 3.52]

Total events: 311(1/1 and 1/s), 59(s/s)

Test for heterogeneity: Chi2=2.77, df=5(P=0.73), 12=0%

Test for overall effect: Z=4.24(P<0.0001)

Total (95%Cl) 669 377 2 100.00 2.10 [1.58, 2.80]

Total events: 401(1/1 and 1/s), 147(s/s)

Test for heterogeneity: Chi2=5.85, df=8(P=0.66), 12=0%

Test for overall effect: Z=5.07 (P<0.00001)
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Favorable response s/s

Favorable response |/1 and |/s
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N (patients) Favours TCAs Favours SSRIs
Effect size (95%Cl)
22427 1— 102(10,706) —— -0.03(-0.09 to 0.03)
HERSEE 49(4,864) —— -0.025(-0.10 to 0.05)
77 AR 16(2,549) —— 0.01(-0.12 to 0.14)
100 AR E 34(7,380) —— -0.00(-0.07 to 0.08)
TCA>149mg  41(3,190) e e -0.08(-0.21 to 0.05)
TCA<100mg 22(3,401) — -0.025(-0.04 to 0.09)
High HAM-D 38(3,336) — -0.06(-0.15 to 0.04)
Low HAM-D 41 (4,760) —— -0.04(-0.15 to 0.05)
AReBE 5(1,377) (p=0.012) 4 -0.23(-0.40 to -0.05)
NkBE 50(5,443) —— 0.02(-0.06 to 0.10)
GPEH 9(2,601) +—4— 0.075(-0.01 to 0.14)
XA 90(9,469) — -0.04(-0.10 to 0.03)
ZA 11(1,207) —+4——  0.03(-0.08 to 0.15)
L 1 Il Il Il 1 1 Il Il |

-05 -04 -03 -0.2 -0A1 0 0.1 02 03 04 05
Relative effect size (95%Cl)
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*p<0.05, *+p<0.01, *++xp<0.001, and**++p<0.0001 vs SSRIs
4 I HECOEWERAFIEMR vs SSRIs®
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Risk factor Odds ratio
- FEHIRIER 3.28
- WU R E R — R 2.56
- 25 AR mDFE 1.93

6 Risk factor of bipolar I disorder'®
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#3 SSRI TOWRBKRBELEDORIIRE/AA v F > 7 BEAOBR EFEEDT 27

#HOH LIS BAHEME Special patient populations
Augmentation/combination
Lithium A— B— Bipolar spectrum
Triiodothyronine (T3) A B+ Hypothyroidism
Atypical antipsychotics A C Bipolar spectrum, anxiety, and underweight
Mirtazapine B— A Insomnia and anorexia
TCA, trazodone C+ B— Insomnia and pain
Bupuropion B— A Fatigue, nicotine dependence, and Sexual Dys by AD
Modafinil B A Sleepiness or fatigue
Omega-3 fatty acids B— A
Folate B A Excessive alcohol use ; women
Buspirone D A—
S-adenosylmethionine B A
Antidepressant switch
TCA A— B Melancholic or endogenous depression
MAOI A C
SNRI A B+
Mirtazapine A B Insomnia and anorexia
Bupropion B A Sexual dysfunction, increased weight, and fatigue
SSRI B A

B« BEME b APEETD BRI

Y REMEE L 2 L7 16 RCT (n=3,480) %
SFRIZ A F T %1T > T3, Response rate
(OR=1.69, 95% CI=1.46-1.95, p<
0.00001), remission rate (OR=2.00, 95%
CI=1.69-2.37, p<0.00001) & ¥z, FEERPL
TSN IRN TH > 7-—F, BIERI
X iR, JEEDTUEMREENE CHERIC
% < (OR=3.91, 95 % CI=2.68-5.72, p<
0.00001), % O effect size %L D H K& »
Sl &Y, SR EEZ CHITEEET
DT, BWERHEDY R 7 -_"AT7 49 FON

TUABREZTHERHTAIRETH DL Enbrb,

INETHRIAL L9 %, BIFERGUE 2 G5
2, H5VIFRICFRIVERIC T 2 £, B
R~ —A — %2 ROU 2 2 L1325 DR DYk
EHRTEHDICE > TREFEOKERT —<T
b5, ThoTFRRFOFTHRZET VAD
HHHODOD1DIT early partial improvement
(EPI) WOk~ —5 —»ndH 5. EPI & 13,
i DFC X BB EFAE 28 T, HAM-D

%> MADRS 75 & Tl U 7 fEIREEE 3R A 20 % LA
EThrrEgEsND, 02T %HREE
BFUCRGEL, P19 2EDZ ORORIGE L
ETHITE 200 & GEEL 72 X 8 fibT (41 3B,
n==6,562) T i, EPI ® & ¥ X response T
81~98 %, remission T 87~100 % & &= <, neg-
ative predictive value ¥ response T 82~96 %,
remission T 95~100 % & FEH IZF o 1220, D
0, HrHiOOFE 2HEMIKAL 20 %=L
VD ORBEE, TOREICEERAFT TH
0~5% D A L 7 remission IZE 5 2\ & v S i
BThol. BLxWIT-57222DRCT (n=
168) TRIEDMES % L7z & 2 5, remission IZ
st U CIEREEE S 82 %, negative predictive val-
ue 779 % &, Szegedi B D X FEHTIF EE L IX
ol dd, FHRTFELTEREFEZ SN DG
RThotz. &/, INOOBEFFEAT Licx
- THE DY, negative predictive value Z I V7 ¥
TIUTRERbEL, NaFkF T %,
TVREFY IV TOT % THoTz, VTV~
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