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RCT of SSRI and mirtazapine including 150 depressive patients for 12 weeks
resulted that mirtazapine showed faster remission than SSRIs. In non-responder at week 4, no difference
was seen between the monotherapy and the combination group. We confirmed that EPI confers a large
contribution to the treatment response at week 6 to paroxetine and milnacipran and less to fluvoxamine
and genetic variants in ADRA2A and HTRA1A also influenced milnacipran response and 5-HTTLPR and FGF2
influenced fluvoxamine response in the multiple linear regression analysis. A genome-wide association
study was performed using data from 865 subjects of ISPC. Top association results in the meta-analysis of
response included SNPs in the HPRTP4 /VSTM5 region, which approached genome-wide significance and SNPs in
NRG1. A pathway analysis identified the SNPs on JUN, CREB1 and RELA genes within the regulatory region
nucleic acid binding pathway as an possible predictors of SSRI response.
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PAX; (n=81, R =0.25, P < 0.001) =41.6%+33.9% X A

FLV; (1=42, R*=0.43, P < 0.001) =39.3%+19.8% x A+16.3% X B +16.4% X E

MIL; (n=45, R*=0.71, P < 0.001) = — 28.1%+54.4% X A+52.8% X C +14.2% x D
Alphabets in regression equation and frequency of favorable genotype and EPI

A; EPI Yes, (Pax, 70%; Flv, 50%; Mil, 60%)
B; 5-HTTLPR L (26.8%), C; HTR1A-1019G/G (4.2%)
D; ADRA2A C (51.8%), E; FGF2 T (26.2%)

EPI, early partial improvement; FLV,

fluvoxamine; MIL, milnacipran; PAX,
paroxetine.
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