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Table S1. Main characteristics of the selected articles for the evaluation of the use of melatoninergic antidepressants in

comorbid depression and alcohol dependence syndrome conditions

“—
; © o s
. Affectlve Details of . s 3 = §
Sample Affective disorder I Concomitant 2 = . 20
Author, year o . medication ¥ o | Primary outcomes Secondary outcomes Adverse events =3
characteristics | disorder assessment therapy K= Eo
o treatment ) ER]
criteria av 2
8% of participants:
recurrent affective
175 disorder or F42.x, 45 participants MADRS:
n= . .
- 92% of received Fluvoxamine 2 Ip <0.001 (day 7), {p <0.01 .
\2/312n1|kova etal, | 80% men, participants: ICD-10 50 to 200 mg in the Not specified 3 (day 14) \IAi‘o 01 (day 7), 4p <0.01 (day 30) Not detected 0
mean age depressive evening, 1-2 times R HADS: p <0 Y 7P <0 Y
45.3+4.3 years disorders due aday Ip <0.001 (day 7)
to withdrawal
syndrome of ADS
30 participants in the
main group and 45
_ participants in the HAM-D: UKU
= control group received | Some participants " d in the main and control . 1 in the main and control o
Zastrozhin et 100% men, G A G Fluvoxamine at 100 received é‘ groups (day 9) iﬁ?&a RS S groups (day 9), =
al,, 2020 mean age i : [50; 150] mg/day; Carbamazepine 200 © e corlnltrol T  in the main group, °
361952892 mean dose of 121.7 [100; 200] mg/day d in the main group, 1 in the group 1 in the control group
YIS +40.9 mg/day and control group (day 16)* (day 16)*
136.7 +43.2 mg/day,
respectively
PACS:
HAM-D: 4 on days 9 and 16 of administration*
. { ondays9and 16 of VAS: UKU:
Zastrozhin, . ) . )
) n=45 administration® J on days 9 and 16 of administration* 1 on day 9 of
Skryabin, S ;
Smirnoy, 100% men, Fluvoxamine Some participants 2 HADS: SOPA: administration; %
. mean age Not specified N/A ) P P 3 d ondays 9 and 16 of 4 on days 9 and 16 of administration* 1 in the group of patients °
Zastrozhina, 100 [50; 150] mg/day received Phenazepam © L ) y X ) [}
ich 36.44+9.96 - administration® Lower efficacy and a higher number with the GG genotype, z
Grishina, et al., R . . X
2021 years BDI: of adverse events were found with 1 in the group with the GA
| ondays 9 and 16 of Fluvoxamine in participants with the genotype on day 16*
administration® GA genotype of the CYP2D6 1846G >A
polymorphism
Zastrozhin,
2':]3/;:2'3: n=1005 R EIne % No data on changes in the EZ ?;taationshi between the efficacy and No data on changes in 'g
b 0w gmam, F32.x ICD-10 Mean dose 117.6 + Not specified & s p bet Y 3 S
Zastrozhina, mean age = HAM-D score safety of Fluvoxamine and the genotype of UKU e}
X 44.3 mg/day o - z
Kaverina, etal., | 37.5+13.2 years the participants was found
2021
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i © o ‘s
Sample Affective :ifsf:::;t‘e’re Details of Concomitant § 2 g §
Author, year P S A medication = % Primary outcomes Secondary outcomes Adverse events 2a
characteristics | disorder assessment therapy = Eo
o treatment 5o 33
criteria a% 2
=96 HAM-D: PACS:
= - I
S 100% men, Fluvoxamine o i:r:icriﬂa;i:tizr;iw of \l/AoSn days 9 and 16 of administration UKU: %
mean age F32.x ICD-10 Mean dose Not specified 3 | - ) Tondays 9 and 16 of °
etal, 2020 8 125.0 + 50.3 me/da © HADS: { ondays 9 and 16 of administration* administration® 2
39.95£15.4 0503 mefday - | ondays 9 and 16 of Fluvoxamine is more effective and safer in
years administration® participants with the GG genotype
PACS:
107 HAM-D: 4 on days 9 and 16 of administration*
n=

. J ondays 9 and 16 of VAS:

w . T
éi’?itr':oz\r/“ent' al e gmem, F32.x 1CD-10 Fluvoxamine Not specified é’ administration* { on days 9 and 16 of administration* 'lI‘JE:da s9and 16 of §
2018 v g:‘e;;:gg% i 100 [50; 150] mg/day P © HADS: Increased activity of the CYPD26 isoenzyme adminisytration* °

i . d on days 9 and 16 of reduces the effectiveness of fluvoxamine;
years administration® CYPD26 polymorphism affects the safety
profile
HADS:
| on days 9 and 16 of
.- . administration®
30 participants in HAM-D: PACS: UKU:
n=118 the main group and - ) .. | Londays9and 16 of administration* )

. - . Some participants " d on day 9 of administration; X { onday 9 of -
Zastrozhin, 100% men, 45 participants in received z J on day 16 of VAS: administration, T on day ©
Sorokin et al., mean age F32.x or F34.0 ICD-10 the control group ) ° o L . d on days 9 and 16 of administration* A °
2018 35,0548 0 received Fluvoxamine Carbamazepine 200 © administration in the main SoPA: 16 of administration in 2

ye.ars_ . at 100 [50; 150] [100; 200] mg/day g:gﬂpﬁ in the control Lon day 9 in both groups*, L on day 16 in El;itnrwjmr%r:uf, Tinthe
mg/day. ng: P the main and 1 in the control group* group
| on days 9 and 16 of
administration®
PACS:
HADS: { on days 9 and 16 of administration*
1 onday9inthe GG VAS:
- genotype group and Tin the | | on day 9 of administration and 1 on day
Zastrozhin " GA genotype group, Tonday | 16 of administration* UKU: ©
Antonenko’ o Gmamy Not specified N/A Fluvoxamine Not specified _§‘ 16 of administration in both | Gene polymorphism Ton day 9 of §
etal, 2018 mean age P 100 [50; 150] mg/day P © groups* SoPA: administration, | on day 8
v SRS - HAM-D: 1 on day 9 in both groups*, | on day 16 in 16 in both groups*
years T on day 9 of administration | both groups*
and | on day 16 in both
groups* CYP2C19*3 does not affect the efficacy and
safety of fluvoxamine

Note: ADS — Alcohol Dependence Syndrome; ICD-10 — International Classification of Diseases 10% Revision; F42.x — Obsessive-Compulsive Disorder; MADRS — Montgomery-Asberg Depression Rating Scale;
HADS — Hospital Anxiety and Depression Scale; VAS — Visual Analogue Scale for Alcohol Craving; F32.x — Depressive Episode; F34.0 — Cyclothymia; HAM-D — Hamilton Depression Rating Scale; PACS — Penn

Alcohol Craving Scale; UKU — Udvalg for Kliniske Undersggelser Side Effect Rating Scale; BDI — Beck Depression Inventory; SoPA — Scale of Pathological Addiction; | — decrease in indicators; T— increase in

indicators.* The authors did not provide data on the statistical significance of changes within the groups, only the statistically significant difference between the main group and the control group.
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ITO NPUIOXKEHWE ABJIAETCA YaCTbio MNCXOAHOW CTaTby 1 ny6nv|Kyech B TOM BMAE, B KAKOM OHO 6b110 npenocraBsieHO aBTOpamMm

NMPUNOXEHUE.

Tabnunua S1. OCHOBHbIE XapaKTEePUCTUKK OTO6paHHbIX CTaTen 1A OLLeHKN NPUMEHEHUA MeNaTOHMHEPruYecknx
npenapaToB Np1 KOMOPO6UAHOM COCTOAHUM Aenpeccun N CUHAPOMA aJIKOroJibHOM 3aBUCMMOCTH

2021

£ o
Kputepun o a g
OLLeHKMN Aetanun o HeratusHble o3
XapakTepuc- AddekTmeHOE ConyTcTBy- 4 & | MMonyyeHHble ¢m
ABTOp, rog = addekTmB- | MegUKameH- =9 ConyTcTBYlOLWME pe3ynbTaThbl no6ouHble I3
TUKM BbIGOPKM | paccTPoOMCTBO owas Tepanus [ pesynbTaThbl ABNeHNS S3
Horo pac- TO3HOrO NlIeYeHus Ss 5%
cTpoiicTBa & 2 ¥ o
8% y4aCTHUKOB:
pekyppeHTHoe
addekTVBHOE
n=175 paccTpoicTBo ﬁigu\fac;;mos < MADRS: BALL:
BUHHUKOBA MA 80% My>X4WH, nnn F42.x, on Z&OKCaMIAH o | p <0,001 (7-4 aeHb), | p<0,01
n ap., 2021 o cpeaHui 92% y4yacTHUKOB: MKB-10 M /J,></)3|/|posl<e o150 He ykasaHa C:)E | p<0,01 (14-14 peHb) (7-1 peHb), He BbisiBNeHO 0
BO3pacT JenpeccrBHble 20 200 Mr Bevepom, 5] HADS: . L p f0,01
45,3+4,3ropa HapyLeHus 1-2 pasa B cyTkm | p <0,001 (7-1 feHb) (30-11 feHb)
B pamKax
CYHApOMa
oTMeHbl CA3
30 y4acTHWKOB
OCHOBHOIA rpynmbl UKU: -
1 45 y4acTHUKOB HexoTopble HAM-D: ! B OCHOBHO S,
n=118 AL YaCTHUIKN | B OCH'OBHOVI 1 L@TTPAEIE g
100% rpynnbl noayyanv Y s 5 PACS: rpynnax (9-i 2
Zastrozhin MS, et al., o My>CHWH, ¢dnyBokcaMuH el =Y T A K,OHTPOH_"HOV' rpynnax - o o A€eHb); ,t_>f
2020 cpeaHui F32.x nnun F34.0 MKB-10 B 1031pOBKe Kap6amazenuvH = (9-11 feHb); | Ha 9- 1 16-Ii AHN B OCHOBHO 4 B OCHOBHOI 5
BO3pacT 100 [50; 150] Mr/cyT; B /]031pOBKe o | B OCHOBHOIA rpynne, 1 KOHTPONLHOW rpynnax* il o
36,95+8,92 roga CpeAHﬂ;l p,o3mposia’ 200 [100; 200] 1 B KOHTPONBLHOIA Tpé/ KOH’TPOI‘Ib I
- * ~ I
121,7+40,9 mr/cyT I [papelleacis) Holi rpynne (16-i4 &
1 136,7+43,2 mr/cyT AeHb)*
COOTBETCTBEHHO
PACS:
HAM-D: | Ha 9- n 16-11 AHV Nprema* UKU: 5
Zastrozhin MS | Ha 9- n 16-1i gHK BALLI: 1 Ha 9-11 AeHb >
Skryabin VY ! n=45 H < npviema* | Ha 9- n 16-11 AHV Nprema* npuema; I+

ryabin VU, 100% Mmy>unH dnyBoKcaMuH exoropele k5 HADS: SoPA: | Brpynne 5

Smirnov VW, u ! YYaCTHUKN T .- o o o 19
. cpeHun He yTouHsetca He ykaszaHo B [J031POBKe = | Ha 9- n 16-11 AHN | Ha 9- n 16-11 AHV Nprema* nauneHToB 5
Zastrozhina AK, ) nony4anu © *

s BO3pacT 100 [50; 150] mr/cyT = npviema O6Hapy>xeHa 6onee Hu3Kas 3GGeKTUBHOCTL | C reHoTumnom GG, [
Grishina EA, et al., deHasenam R o
2021 36,4449,96 roga BDI: 1 6onbliee KONMYECTBO HeraTuBHbIX 1 B rpynne I

| Ha 9- 1 16-4 AHK ABNEHNA Npu Npueme GayBoKCaMUHA c reHotunom GA 5

pvinp Y|
npviema* Y YHaCTHUKOB C reHoTunom GA Ha 16-/ feHb* =
nonumopdusma CYP2D6 1846G>A

Zastrozhin MS, n=105 5
Skryabin VYu, . 2 [laHHble OTCyTCTBYHOT [JlaHHble [RS8
Smirnov VWV, oo MYXKHIAH, hYEGEIIL & ARBHER® GMHaMMKe B3avMocBsi3b 3G PeKTUBHOCTY 0 ANHaMKKe e
. cpeaHui F32.x MKB-10 CpeaHss 4031MpoBKa He ykasaHa I} n3MeHeHui HAM-D s I o
Zastrozhina AK, I 1 6e30nacHoCTU GyBOKCaMUHA n3meHeHu UKU T 5
: BO3pacT 117,6+44,3 mr/cyt He npriBeAeHb! Sl
Kaverina EV, et al., 37,5¢13,2 roga © C reHOTUMOM YYacTHUKOB He 0bHapyXeHa OTCYTCTBYHOT 5
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£ o x
Kputepun o Qs
_ OLeHKU Aetanun . ITo HeraTtusHble o 3
AsTOp, roa :(:ﬂ:'(;:g';ckm A:c‘t:'(;;:::: adpdekTnB- | MeguKameH- Cloonz:?:yanm é E: n::y:::a'f:le ConyTcTBylOLWME pe3ynbTaThbl no6ouHble g %
P P P Horo pac- TO3HOrO NleYeHns L P £ S pesy. ABNeHUs 5 2
cTpolicTBa =t S z o
n=96 = T/;\-IZA-E)DM n 16-i gHK Tﬁ\-{gs;)-ﬁ 1 16-i gHK nprema* [ E
33CTPONUH M.C 100% My>X4unH, dyBOKCaMUH @ novema* BALLI: UKU: ) E‘
P o cpesHWi F32.x MKB-10 CpegHsis 1031pOBKa He ykasaHa = P X o~ o % 1 Ha 9- 1 16-i ER]
v ap., 2020 © HADS: | Ha 9-/ n 16- AHW Nprema * T 5
Bo3pacT 39,95+ 125,0£50,3 mr/cyt - o o 6 AHV npvieMa S
15,4 rona | Ha 9- 1 16- gHK Mprem ¢pnyBokcamuHa 6onee adpdekTrBEH S
! npvema* 1 6e3onaceH y y4acTHMKOB C reHoTUnom GG
PACS:
=117 HAM-D: | Ha 9-/ v 16-1i AHN Nprema* 5
3acTpoxuH M.C 100% My>XUnH S { 0B SR 0 TG0 s (B UKU: g%
p o Y ! ~ dnyBoKcaMuH T npuema* | Ha 9-/ v 16-1i AHN Nprema* ‘o ™ b E
CmupHoB B.B. 1 ap., cpeaHui F32.x MKB-10 00 [50: 150 He ykasaHa = S: 1 Ha 9-n n 16- I
2018 Bo3pacT 34,32+ 100 [50; 150] mr/cyT © HADS: . . MoBbllleHWe akTUBHOCTY N30depMeHTa AHN NpYiema* & 5‘
8.16 rona e | Ha 9-1 1 16-i1 gHK CYPD26 cHuxaeT 3ppeKTUBHOCT =
' A npuema* $nyBokcaMuHa; nonmmopdrsm CYPD26
B/AVSIET Ha Npodub 6e3onacHocTn
HADS:
| Ha 9-1 1 16-11 gHN UKU: —
30 yyacTHVKOB HexoTopble npuema* PACS: | Ha.9 i s 2
~ N -7 1 * -
i aeion |y || D, e | b A e
éastrlgzhm Ms, 100% MYXUH, KOHTPObHOW nonydanm £ | Ha 16-11 AeHb Npuema | Ha 9-7 v 16-Ii AHN Nprema* 1 Ha 16- ;-_>f
orokin AS, et al., cpeaHun F32.x nnn F34.0 MKB-10 Kap6amasenuvH = U SoPA: JeHb npuema 5
2018 Bo3pacT 35,95+ [Pyl Nony4ant B /J031pOBKe o B OCHOBHOM rPyrIne, orA: B OCHOBHOW [
892 rona e dnyBokcaMuH 200 [100; 200] - 1 B KOHTPO/IbHOMN | Ha 9-/ aeHb B 06ewx rpynnax*; royhne )
! A B Ao3mposke 100 [50; r/c ! rpynne* | Ha 16-i1 ieHb B OCHOBHOW rpynne, Tpg KOH’T ONBHOI o
150] mr/cyT YT BDI: 1 B KOHTPONBHOIA rpynne* " nne*p &
| Ha 9-1 1 16-4 AHK Py
npuema*
HADS: PACS:
| Ha 9-11 AeHb B rpynne | Ha 9-1 1 16-i gHW Nprema* 5
c reHoTunom GG, BALLI: UKU: 2
n=45 - 1 Brpynne c reHoTUnomM | | Ha 9-ii AeHb nprema, y Ha.9-|7| AT 5
3actpoxuH M.C., 100% My>4WnH, O ERIELTE] (™ GA; 1 Ha 16-i1 AeHb Nprema* ASIEE A %
AHTOHeHKo A.l. cpeaHui He yTouHsetca He ykaszaHo 103'[50 150] mr/c He ykaszaHa = 1 Ha 16-11 AeHb Nprema MonvmMop¢r3m reHa lza 16-ﬁ T 5
v ap., 2018 BO3pacT 36,44+ ' YT 2 B 06eux rpynnax* SoPA: npyema B%6GVIX g
9,96 roga HAM-D: 1 Ha 9-/ AeHb B 06eunx rpynnax®, - R TR z
1 Ha 9-1 AeHb Npuema, | Ha 16-11 AeHb B 06enx rpynnax® Py =
| Ha 16-11 AeHb Npriema CYP2C19*3 He BAVsieT Ha 3G PeKTUBHOCTb <
B 06eunx rpynnax* 1 6e30MacHOCTb Npuema $payBokcaMmnHa

Mpumevarue: CA3 — CMHAPOM ankoronbHo 3aBucnumocti; MKB-10 — MexayHapogHas knaccndurkaums 6onesHein 10-ro nepecmotpa; F42.x — obceccnBHO-koMMNyAbCBHOE paccTporictBo; MADRS — «Llkana genpeccun
MoHTromepu-Acbepr» (Montgomery-Asberg Depression Rating Scale); HADS — «locnuTanbHas Lkana TpeBoru n genpeccum» (Hospital Anxiety and Depression Scale); BALL — «BusyanbHo-aHanorosas LuKana BneyeHus

K ankoronto»; F32.x — agenpeccnsHbIvi a3nn3og4; F34.0 — umknotumus; HAM-D — «LLikana FamunbToHa 415 oueHKn genpeccun» (Hamilton Depression Rating Scale); PACS — «lMeHcuibBaHCKas LWKana BNeYeHns K ankoronto»
(Penn Alcohol Craving Scale); UKU — «LLIkana oueHky no6oyHoro aeinctaus» (UKU Side Effect Rating Scale); SOPA — «LLlkana natonoruyeckori agankumm» (The Scale of Pathological Addiction); BDI — «LLikana genpeccun bekax»
(Beck Depression Inventory); | — CHMXeHVe nokasaTteneil; 1 — noBbllLeHVe nokasaTenei. * ABTOpbl He NPUBOAAT JaHHbIe O CTaTUCTUYECKO 3HaUNMMOCTN U3MEHEeHWIA B rpynnax, TObKO O CTaTUCTUYECKN 3HAa4YMMOIA pasHuLe
MeX/y OCHOBHOW rpynmnoi 1 rpynno cpaBHeHUs.
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