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CBoeBpeMeHHast AMarHocTuka 1 3 dekTuBHas hapMaKoTepanus IePecCUBHBIX PACCTPOUCTB SIBJISIETCS] aKTYaJIbHOM TTpobJie-
MO B MEIUIIMHCKOM ITpaKThKe. MeToa KonuuecTBeHHOM (hapMaKo-3J1eKTposHIledanorpaduu mo3poset nuddepeHIIMpoBaH-
HO OIICHUTH 3G (HEKTUBHOCTH JieueHUsI TaHHOTO addeKTUBHOTrO pacctpoiicTBa. Ilenb paGoThl: IpoBeneHUe CPaBHUTESILHOTO
aHanmu3a $hapMaKoJIOTUYeCKON aKTUBHOCTH JBYX CXEM JIEYeHUsI COMAaTU3UPOBAHHOTO JNETIPECCUBHOTO PACCTPOICTBA CpemaHeit
CTENEHU TSDKECTU Y MAlMEHTOB C MATOJOTHEN XeTyqOYHO-KUIIIEYHOTO TPaKTa: MOHOTEpAauy aHTUAETIPECCAHTOM U3 TPYIIIIbI
CEeJIEKTUBHBIX MHTUOMTOPOB 0OPAaTHOTO 3aXBaTa CEPOTOHUHA — (HIIYOKCETUHOM M eT0 KOMOMHMPOBAHHOTO TIPUMEHEHUSI C Jie-
KapCTBEHHBIM IIperapaToM, CoAepKalluM MeJaToHUH. MeToapl: ¢ roMolibio 1mKanbl [amunsrona (HDRS-17) nmpoBoauiack
OlleHKa CTEeTICHU TSKeCTU JeTPEeCCUBHOTO PAacCTPOMCTBA Yy TAIMEHTOB U 3G (MEKTUBHOCTU TTPUMEHEHNsI 0003HAYCHHBIX CXeM
dapmakoTepanu. MeTomoM KOJWYECTBEHHOM (apmako-anekTposHuedanorpadun (papmako-D3I), HMcHoab30BaBIIMMCS
Kak 10 Hayaja JieueHMsl, TaK U Ha (poHe MpoBeaeHNs COOTBETCTBYIOIIETO pexruMa apMaKkoTepanuu, OCyIIeCTBISUICS aHaIU3
BIUSTHUS BBITIIEYKA3aHHBIX JIEKAPCTBEHHBIX CPEICTB Ha (DYHKIIMOHAIILHOE COCTOSTHUE TOJIOBHOTO MO3Ta MAIlMEeHTOB C IeTipec-
CHBHBIM paccTpoiicTBOM. Pe3ymbrarbl: MoKa3zaHO, YTO KOMOMHALIMS (PIyOKCEeTHHA C MEJIaTOHMHOM CIIOCOOCTBYET OoJsiee Obl-
CTPOMY perpeccy AerpecCuBHOI cUMITITOMaTUKU cornacHo mkajie HDRS-17. Meron konnuecTBeHHOM (hapmMako-O31" mo3Bo-
JIAJT BBISIBUTH XapaKTepHbIE Pa3ndyusl BO BIUSHUU (IIyoKCETHMHA TIPU MOHOTEpANuU UM KOMOMHUPOBAHHOM MPUMEHEHUU
C MEJJAaTOHMHOM Ha OMO3JIEKTPUUYECKYI0O aKTUBHOCTb TOJIOBHOTO MO3Ta MallMeHTOB. BbIBOABI: TTIPOBEICHHBIN aHAIU3 OTHOCH -
TEJTBHOTO 3HAYEHUST MOIIIHOCTH PUTMOB TOJIOBHOTO MO3Ta MAIIMEHTOB METOIOM KOJIMdecTBeHHOU hapmako-DDI mokazai, 94to
BOCCTaHOBJIEHVE HOPMAJIbHBIX 3HaUeHU puTMOB DI Ha hoHe KoMOMHaIMY (IYOKCETMHA C METaTOHUHOM MPOUCXOIUT ObI-
cTpee, 4eM TPy MOHOTepanuu (GhIyOKCeTUHOM, IIpHeM KOTOPOTO He TIPUWBEJ K MOJTHON PeMUCCHUU TEKYIIEeTO AETTPECCUBHOTO
3MU30/a Y psAJa MaldeHTOB IPU JIeYeHUU B TeueHue 42 CyT.

KitoueBble ci0Ba: erpeccuBHOE pacCTPONCTBO; KOJTMYECTBEHHAs hapMako-3JieKTposHiledanorpadus (bapmako-039I@); mika-
na lamunsrona (HDRS-17); piryokceTnH; MenaToHUH
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Timely diagnosis and efficacious pharmacotherapy of depressive disorders are of immediate concern to the medical practice. The
quantitative pharmaco-electroencephalography method enables differential evaluation of the affective disorder treatment efficacy.
The aim of the study was to perform comparative evaluation of pharmacological activity of two treatment regimens for moderate
somatization disorders in patients with gastrointestinal pathology: monotherapy with fluoxetine — an antidepressant of the selec-
tive serotonin reuptake inhibitors class, and combination therapy with melatonin-containing medicine. Methods: the severity
of the depressive disorder and the efficacy of the treatment regimens were assessed using the Hamilton Depression Rating Scale
(HDRS-17). The quantitative pharmaco-electroencephalography (pharmaco-EEG) was used both before and during the treat-
ment to analyse the effect of the medicinal products on the functional state of the brain in the patients with depressive disorder.
Results: it was shown that the combination of fluoxetine and melatonin results in a more rapid regression of depressive symptoms
according to the HDRS-17 scale. The quantitative pharmaco- EEG method helped to reveal specific differences between the effect
of fluoxetin as monotherapy and in combination with melatonin on the bioelectrical activity on the patients brain. Conclusions:
the analysis of the relative power of the patient brain rhythms by pharmaco-EEG demonstrated a more rapid restoration of nor-
mal EEG rhythms in the patients who received the combination of fluoxetine and melatonin, than in those patients who received
fluoxetine monotherapy which did not result in complete remission of the existing depressive episode in a number of patients after
the 42-day treatment course.

Key words: depressive disorder; quantitative pharmaco-electroencephalography (pharmaco-EEG); Hamilton Depression Rating
Scale (HDRS-17); fluoxetine; melatonin
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B Hacrosiee BpeMsi paclpoOCTPaHEHHOCThH Jie-
npeccuBHOro paccrporictsa (JIP) moctatouHo BbicOKa
KaK B pa3BUBAIOIINXCSI, TAK M B 9KOHOMMYECKM pa3-
BUTBIX cTpaHax. JlaHHas addekTuBHAsg MNaTOJOTUS
MpPEaCTaBIsIeT COOOM BechbMa CEphE3HOE IICHXOIMO-
IIMOHAJIBHOE PAaCCTPOMCTBO, OT KOTOPOTO CTPamaeT JI0
21 % nacenenus B mupe [1]. Ilo JaHHBIM KIMHUYECKUX
WUCCJIEIOBAaHUI YMCJIO NETPEecCUil Cpeny MallMeHTOB
coMaTnyeckoro npoduist cocrasuster 22—33 % u mipe-
BOCXOJIMT TaKO€ pacIipocTpaHeHHOe 3a00JieBaHuE, KaK
aprepuanbHas runepteH3us [2]. Cpeau XpOHWYECKUX
COMaTUYECKMX 3a00JIeBaHUI C PEIUANBUPYIONIAM Te-
YeHUEeM Befylllee IMOJ0XKEeHNe 3aHMMAaIOT 3a00JIeBaHMS
KeJTyIOYHO-KUIIIEYHOTO TpaKTa. DTH 3a00JIeBaHMST MO-
TYT CONPOBOXAAThCs aPDEKTUBHBIMU pPACCTPOMCTBA-
MM, CITOCOOHBIMH BJIUSITh Ha (pOpMUPOBAaHNE U TIOAIEP-
>KaHWe cOMaTUYeCKOI rarojioruu [3, 4].

IIpobnema dapmakorepanuu [P, HecMoTps Ha
IIUPOKUMA CIIEKTP TIPUMEHSIEMBIX aHTHUIEIPecCaH-
TOB, OCTaeTcs BecbMa akTyajbHOU [5]. [IpuMeHeHUe
JiekapcTBeHHbIX cpenacTB (JIC) u3 rpymnmbl CeeKTUB-
HBIX MHTUOUTOPOB OOpAaTHOro 3axBaTa CEPOTOHMHA
(CHUO3C), B oTauuue OT TPULIMKIUYECKUX AHTUIIE-
MPECCaHTOB, C MPaKTUYECKON TOUKU 3pEHNS UMEeT He-
KOTOpBIE MPeNMYIIEeCcTBa: 0e30MacHOCTb IPUMEHEHUS,
JIYYIIYIO IEPEHOCUMOCTh MallMeHTaMU U BO3MOXHOCTh
HaIIPaBJICHHOTO IEMCTBUSA HA MPUINHY IICUXUIECKOTO
paccTpoiictBa. Ha cerogHsIHUYI 1eHb OMHUM U3 Hau-
6onee 3HaunmMbix npeacraButeneit CUO3C gaBnsgercd
dyokceTuH [6].

C wpenplo moBbleHUsT 3¢G¢GEeKTUBHOCTA (dapMa-
kotepanuu CHUO3C KOMOMHUPYIOT C TpeAcTaBUTE-
gssmu apyrux rpynn JIC. B nutepartype npeacTaBiaeHb
JaHHBbIE O MIPUMEHEHWU aHTUIETIPECCAHTOB B COYeTa-
HUM ¢ aHTUTNICUXOTUKaMH [7]. 151 KoMOMHUPOBaHHOI
(bapmaxorepariu JIP 3acinyxuBaeT BHUMaHUSI TOPMOH
snudusa meaatoHuH (MT), KoTopblit ydyacTByeT B IIPO-
meccax HeclenupUIeCKO aHTUCTPECCOPHOM 3aIlIUThI
OpraHu3Ma ¥ peryupyeT LHIUpPKagHble pUTMHEI [8].

AHam3 3JIEKTPUYECKON aKTMBHOCTH TOJOBHOTO
moazra (I'M) npeacraBiisieT co00i1 BbICOKOCTIeIU(UUHBI
WHCTPYMEHT IIJIST U3yYeHUSI HeMpOOMOIOTUH HAapYIIICHUIM
TICUXWYECKOM ESATEIbHOCTH IPY PA3IMIHBIX ITaTOJIOTH -
SIX LEHTpaJIbHOM HepBHOI cucteMbl [9, 10]. OmHuM u3
HauOoJjiee MHGOOPMATUBHBIX METOHNOB OLEHKU 3dek-
TUBHOCTM NEWCTBUS TICUXOTPOMHBIX CPEACTB SIBJISIETCS
KOJIMYECTBEHHas1  (hapMako-3JeKTposHLedanorpadus
(dbapmako-D3T). Ucnonab3oBaHue 3TOro0 HEMHBA3UBHO-
TO MeToJa TIPEACTaBIISIETCS 1eIeCO00pa3HbIM TSI aHa-
JIu3a aKTUBHOCTU McUXoTpornHbix JIC 1 MOHMTOpMHra
addexTnBHOCTH hapMakoTeparmu [11—13].

Llens pa®oTBl — CpaBHUTEJAbHBINM aHaIu3 3¢-
(bexTUBHOCTU JIedeHHUS comatu3mpoBaHHoro [P
CpeoHEeW CTEMEeHM TSXKECTH COBPEMEHHBIMM aHTH-
IeTrpeccaHTaMM, MPOBOAUMBIN METOOOM KOJHYe-
CTBeHHOU (papmMako-OIT.

MATEPUAJIbI U METOJbI

B wuccnemoBanue ObutM BKIIIOYEHBI 47 4YeIOBEK.
[IpoBeneHne DaHHOTO MCCIECOOBaHMSI OBUIO OmOOpe-
HO JIoKaJlbHbIM HE3aBUCUMBIM 3TUYECKUM KOMUTETOM
npu POCTOBCKOM TrocyaapCTBEHHOM MEIMIIMHCKOM
yHUBepcuTeTe (BbInMcka u3 mpoTtokona Ne 34 JTHOK
rnipu PoctI'MY ot 7 utons 2011 ).

B xonTponbHyIo Tpyrmy K BKITIOUMIN TTOTEHIIN-
aJbHO 300poBBIX JMonek (n = 17). Ipymmy I (n = 30)
COCTaBWIM TMNalueHThl ¢ nuarHo3oM JIP. BrisgBiaeHue
AP npousBoauaoch MNpU KIMHUYECKOM 00CiIenoBa-
HUU B COOTBETCTBUU C KPUTEPUSIMM KilaccurKaTopa
MKDbB-10, a TsS2KecTb COCTOSIHUS OLIeHUBaaCh ¢ TTOMO-
mpio 17-mmyaKTOBO# mKanel [amuasrona (HDRS-17).

Jlanee manyeHTOB Ipymibl I pasgeannm Ha 2 KiIu-
HUYEeCKUe TPYMIIbl B 3aBUCMMOCTH OT CXEMbl Ha3Ha-
YeHHO# (papMakoTepanuu: B rpymie @ (n = 15) mamu-
EHTHI IToJTydanu iyokceTrH (20 MT/cyT, OTHOKPAaTHO),
a B rpynme ®+M (n = 15) dunyokcetun (20 mr/cyT,
OTHOKPATHO) M MeJIaTOHUH (3 MT/CyT, OMHOKPATHO 3a
yac 710 CHa).

Jlo Hayana JiedeHUs CpedHMId Oajl Mo IIKaje
HDRS-17 y mamueHTOB B 00€UX TpyImax COOTBET-
crBoBai [P cpenHeii crerenu Tskectu: B rpyrine @ —
19,6 + 2,5 6anna, B rpynne ®+M — 19,3 + 2.1 Gaia.

IMamueHTHI, KOTOPBIE ITOIyYaad KaKue-1100 IcH-
XOTPOITHBIC JIEKAaPCTBEHHBIC IIpelapaThl IO Hadajia
HCClIeNOBaHUS, B TEUCHUE CEMU CYTOK HaXOOUJIUCh
B «J€KapCTBEHHOM IIOKOE€» C IEJbl0 UCKJIIOUECHUS
B3auMoJeicTBUSl mpernapatoB. [lcuxorepanusi He
MPOBOJAMUIACS.

Kpurepusimu 3¢peKTMBHOCTH TTPOBOAUMON Tepa-
nuu gBnsvch ganaele HDRS-17 no Havana neyeHus,
3aTeM Ha 14-¢, 28-e 1 42-e cyT nipreMa JieKapCTBEHHOT'O
npenapata (JITT), a Takke pe3yibTaThl KOJUYECTBEHHOMU
dapmako-DDI" no npuema HazHayeHHBbIX JIIT U crycTs
42 cyr. DnexrposHuedarorpammsl (DBI) manueH-
TOB PETrUCTPUPOBAIN Ha 8-KaHAJIbHOM 3HIIeaiorpa-
de-anamuzatope DBIA-21/26 «DuHuedanan 131-03»
(Poccust). AHanu3upoBalIu mapamMeTp OTHOCUTENIbHO-
ro 3HadeHus MomHocTy (O3M, %) mist § (menbra) —
(1—4 Tir), 6 (Ttera) — (5—7 Ii1), a (anbpa) — (8—12 Iix)
u B (6era) — (13—30 Iir) yacToTHBIX fManazoHoB DOI.
HoctoBepHocTb paznuunst O3M DD -puTMOB nalmeH-
toB B rpymnmnax K, /I, ® u ®+M oneHuBazach ¢ moMo-
11b10 #-KpuTepusi CThIOIEHTA IIPY YPOBHSIX 3HAYMMOCTU
p<0,05up<0,0l.

PE3Y/IbTATbI W OBCYMAEHME

[ManueHTsl, MonyyaBlve (PIIyOKCETUH B cCOYeETa-
HUU ¢ MenaToHMHOM (Tpyrma ®+M), Ha 14-e cyT Je-
YEHMST OTMEYaJIN 001lee YIyYlIEHNEe CAMOYyBCTBUSI, HO
TPYU 3TOM y HUX COXPAHSUTACH XXal00bl Ha TOHWXXEHHOE
HacTpoeHue. [Ipu ompoce MalueHThl XKaaoBaIUCh Ha
TPYIHOCTHU IPU 3aChIITAHUM U PAHHEE MPOOYXIEHKE, HO
YACTBIX MPOOYXACHUII B HOYHOE BPEMSI OHU HE OTMe-
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yanu. CoxpaHsUIMCh XaJo0bl Ha yCTaJlOCTh, CIa0O0CTbh,
CHITXKEHHE TTOJIOBOTO BIJICUCHMSI, CHYDKCHHBIN aIlIeTUT
WJIN €T0 OTCYTCTBHE, OIIYIICHHC TSLKECTH B 00JIACTH
KeJTyoKa, CHIDKCHIE MacChl Tella.

Ha 28-e cyr HaGmogeHus 6osee 4eM y MOJIOBUHBI
MaluMeHTOB JAHHON TpPYIIbl KOJWYECTBO Kajaobd cy-
IECTBEHHO CHU3UJIOCh, M OHU JOCTUIJIN ITOPOTOBOTO
ypoBH4 HUXe 7 6aynoB no mkajie HDRS-17, uro pac-
HEHWBAJIOCh KaK HACTYIUICHHE PEMMCCUM ICIPECCHUB-
HOTO 3IH30/1a.

B rpynme @ maiyeHTsl, TpUHUMAaBIINE OOUH (ITy-
OKCEeTHH, OTMEYaIu YaCTUYHOE YIYUIIIEHUE COCTOSTHUS
TOJIbKO Ha 28-€ CyT HaOMIoAeHus, a CPEAHUIN Ol o
HDRS-17 ymensimuica B 1,7 paza (p < 0,01). Hexko-
TOpBIC TTAIIMEHTHI TIPOIOJLKAIN OTMEUYATh YYBCTBO He-
000CHOBAHHOM YCTaJIOCTU, CJIA0OCTHU, MOHMXKEHHOTO
HACTpPOeHUsI, CHUXEeHME ToJioBoro BieyeHus1. Coxpa-
Hslach MpoOsieMa ¢ 3achlllaHWEM, W MPUCYTCTBOBAJIO
OECITOKOMCTBO B CBSI3U C PaHHMUM IPOOYXIEHUEM, HO
OECCOHHUIIA TPEBOXWIIA YK€ MEHBIIIE, a TAKKE YMEHb-
IIIIACh Ype3MepHast 03a009€HHOCTh CBOMM 3II0POBBEM.

Ilo3uTuBHas nuHaMuKa B Tepanuu JI P coxpaHsiiach
y TIALIMEHTOB OOCIEAYeMBIX T'PYMNIl WM B HaJibHEHIIIEM.
Ha 42-¢ cyt cpeauwmit 6amt B rpymie @ 6bu1 B 2,5 pasa
(p <0,01), a B rpynmme ®+M — B 3,6 paza (p < 0,01)
HUXe, YeM UCXOIHBIN CpeHUi 0asul 10 Havasia Jiede-
Hud (Tabdn. 1).

I1o oxoHuaHUM TIeproaa HaOIIOACHUS IOPOra HIXKe
7 6annoB mo HDRS-17 pocturnu Bce mauMeHTHI B IPYIT-
e ®+M, U B LIeJIOM UX CAMOYYBCTBUE OBLIO XOPOIIINM,
OJIHAKO TIPH OITPOCE HEKOTOPHIX M3 HUX e1lle OECITOKOM-
JIV TIpOGJIeMbI CHUKEHHOTO TIOJIOBOTO BJICUEHUSI.

Y 60 % mauuentoB B rpymne @ GauibHas OLIEHKA
no HDRS-17 coorBercTBOBaNa JIETKON CTEIICHU TSLKE-
ctu 1P (7—16 6as10B), a y OCTaJIbHbIX, COOTBETCTBEHHO,
OHa Obl1a HiKe 7 6atoB. B To ke BpeMs y O0JIbIIMHCTBA
o0cyIeyeMbIX B 3TOI IPYIIIE BCe eIlle COXpaHsuIach pas-
HooOpa3Hass cumntoMatuka 1P, kotopast mposiBisiiach
TIepUOANIECKIMU OIIYIICHUSIMI CHIDKCHUS pabOTOCITO-
COOHOCTH, YCTAJOCTH, Y psiia JIULL COXPaHSUIMCh IPo0JIe-
MBI paHHETO MPOOYXKICHUS ¢ TTOCIEAYIOIIeH HECTTOCO0-
HOCTBIO 3aCHYTh ITOBTOPHO, MPUCYTCTBOBAIM MPU3HAKU
COMaTMYECKOI TPEBOTH 3a CBOE 3MOPOBBE U T.II.

Takum obpasom, Mo utoram Kypca JjedeHus [P
IUTUTEILHOCTBIO 42 CYT CIeAyeT OTMETUTD, UTO MallMCH-
ThI B KIMHUYecKo# rpyrme d+M pocturiu cTOHKoOro
VAYYIIEHUS TEKYIIero ahheKTUBHOTO COCTOSIHUS, YeTO

Tab6auna 1. [{luHamMurKa BRIPaXKEHHOCTH JIETIPECCUH TI0 TITKaJIe
HDRS-17 y nauueHTOB 00c/enyeMbIX TPyl

Ipynnsl nanuenToB

Busutsl
NAIHEHTOB

O+M

Banibt

o neyeHust 19,6 £2,5 19,3 £ 2,06
14 cyt 15,7 + 1,6* 12,5 +2,3%
28 cyt 11,6 £2,0%* 8,4 £ 1,2%*
42 eyt 7,9+ 1,5% 5,4 +0,9%

IIpumeuanue. CTaTUCTUYECKN TOCTOBEPHbBIC PA3JIMUMS PE3YJIBTATOB
JIeUEHUsI ¢ pe3yabTaTaMu 110 JieueHus npu * — p < 0,05; ** — p < 0,01.

He HaOoIaoch y manreHToB B rpynne @, kotopbie
MPUHUMAJIN OfWH (IyOKCEeTUH, OHM BCE ellle HYXIa-
JINCh B HalbHEWIIEM HAOMIONCHUM W IIPOMOJLKCHUH
dapmakoTepanuu.

IMomuMmo ouieHKM crerneHu Tsokecty P ¢ momonibio
HDRS-17 obcaenyembiM TMalMeHTaM TMPOM3BOAWIM Pe-
ructpaimio DT, Ouenka nokasatenss O3M D3I -purmoB
pasnuuHbIX oTAenoB I'M naBaia 6osee nmosnHyo uHdopma-
IIMIO O BIMSIHUY (hapMaKOoTepaItii Ha OMO3JIEKTPHUICCKYIO
aktuBHOCTb I'M B 1iesioM. TlonydyeHHbIe 1aHHbBIE CpaBHU-
BaJICh C pe3yJIbTaTaMU KOHTPOJIbHBIX rpyrm K u /1.

B HopMme y 300poBoro yenoseka (rpymnna K) a-putm
JOMUHMPYET B 00JIaCTU 3aThIIKa, U Jajiee ero rmokasa-
TEJT yMEHBIIAIOTCS K (DPOHTAIBHBIM OTAeIaM. Makcu-
MaJIbHbIE 3HAUEHUsI 3-pUTMa, HA000POT, HAbIIOJAIOTCS
B obyacty J16a u LieHTpadbHOM oTBegeHuu I'M [10].
Wmenno takoe pacnpeneneHne O3M perucrpupoBa-
Jock B rpynie K (ta6a. 2).

YV nmauueHroB B rpymnie I 1o Hayana (papMakoTepa-
nuu kaptuHa DI BeITJIsea MHaYe, TaK Kak OTMeua-
JINCh TECUHXPOHM3AINS OBICTPOBOJIHOBOM aKTUBHOCTH
¥ U3MEHEHMST aMILUIUTYIbl puTMoB D3OI (Tadm. 2). Ilo-
kazareau O3M a-puTMa yBeJTMUMBAJIUCH 10 HAaIpaBJie-
HUIO OT (DPOHTAJILHOTO OTBENECHUS K LIEHTPaJIbHOI 00-
nactu, B 1,8 1 1,4 paza npeBbliliasi COOTBETCTBYIOIIE
3HaYeHUS B 3TUX OTBeldeHMSIX B Tpymme K. B TeMeHHOM
00JIaCTH OHM TOCTOBEPHO YMEHBIIIAINCH, a B 3aTHUIOY-
HOM OTBelleHUU ObutM Ha 64,2 % (p < 0,01) Hixe uc-
XOIHBbIX Noka3aresieil. OMHOBPEMEHHO C 3TUM [(-PUTM
TakKe MpeTepries] USMEHEHHUS: OTMeUaJloCh YMEHbIIIe-
HME ero TokKasarejieli BO BCeX PerMCTPUPYEMbIX 30HaX
I'M. Tak, B obsnactu j16a ero O3M cHusuioch B 7,9 pasa
(» < 0,01) mo cpaBHEHUIO C TIOKA3aTeJISIMU TIAIECH-
ToB B rpynme K. AKTMBHOCTbL A-puUTMa BBIpOC/IA Ha
80 % (p < 0,01) Bo Bcex obnactsax I'M, a B 3aTbUIOYHOM
¥ TEMEHHOM OTBEIEHUSX A-PUTM JOMMUHUPOBAJ Hax
A-PUTMOM. O-pUTM TaKXe YCWJIWJICS, HO He TaK CyIlle-
CTBEHHO, KaK A-pUTM.

ITo okoHuaHMM HAOMIOACHMSI, Ha 42-¢ CyT hapMma-
Korepanuu, nokasarenu O3M DBI-purmoB manmeH-
TOB MPETEPIIe/IV 3HAYNUTEJIbHbIE U3MeHeHUsT (Ta0. 2).

AHanu3 JaHHbIX DI -mapamMeTpoB 00CIeIyeMbIX
MalMeHToB Ha (oHe MOHOTepanuu GIYOKCETMHOM
mokasaja, 4To OWO3JIeKTpuyeckass akKTUBHOCTh I'M
B rpymme P MpaKTUYECKN MPUOIN3WIACH K ITOKa3aTe-
JISIM HOPMBI, OMHAKO IIPUCYTCTBOBAIIM HEKOTOPHIE OT-
JUYKST OT pe3yabTatoB B rpymme K (310poBbie J1roan)
U B rpynne [ (mauueHTsl 10 Hayaia jedeHus ) (TabJ. 2).
Ilo pesynbraram mnpuMeHeHUsT (IYOKCETMHA MOXKHO
YTBEpXIaTh, YTO OH IOCTOBEPHO TIOBJIUSIT HAa MOIII-
HOCTh a-pUTMa, KOTOPBINA CTaJI JOMUHHPOBATh B 00JIa-
CTHU 3aTbUIKa U TEMEHHOI 00JIaCTH, HO MpPU 3TOM ObLI
Huke (B 1,4 paza (p < 0,05) u 1,2 paza (p < 0,05) coort-
BETCTBEHHO) TeX XXe Moka3zaTeseil B rpynne K, a B 1ieH-
TpaJbHOU 1 GPOHTAIBHON 30HaX TOCTUT 3HAYEHUIA, 10-
CTOBEPHO HE OTJIMYAIONIMXCS OT TAKOBBIX Y 3MOPOBBIX
rcnbiTyeMbIx B rpymnne K. f-pUTM Takke NpuOIM3miICs
K 3Ha4eHMUSIM HOpMBI, HO ero O3M Bce eliie ObITN HU3-
KUMU B IEHTpaJIbHOUW M (DpoHTaIbHOI obiactsax. Ha
A-pUTM (JIyOKCETUH OKa3ajl MHOE BIUSHUE, HEXEeIu
Ha a- U P-pUTMBL. DTOT PUTM COXPaHWJI BBICOKHE 3Haye-
Husg O3M OTHOCUTEILHO HOPMBI BO BCEX PErMCTpUpye-
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0. M. KynenuHa v ap.
0. M. Kudelina et al.

Taommna 2. Cpennue 3HaueHuss O3M DOTI-putmos B rpyrmax K, I, @ u ®+M Ha 42-¢ cyT HaOIIOACHUS

JlokaJm3anus Putmbl
rpy““a . prnna I[ rpyﬂ“a ® rpy““a ke

9,28 £ 0,94 41,11 £ 1,69** 18,56 % 3,04**## 18,48 £ 3,05%*#*
S ICISE 0 3,47 £ 0,55 15,46 + 0,69* 5,00 £0,71%* 3,48 £ 1,17
061acTh a 76,24 5,55 25,70 + 2,00%* 58,21 £ 6,11*# 59,28 £ 5,05*#
B 11,65 + 4,27 19,37 +£ 0,98 13,97 + 1,96* 11,71 £ 2,627
A 7,36 £ 0,53 37,61 £ 1,68* 15,86 + 2,29**# 18,35 & 1,09%*#*
0 6,17 £0,48 16,10 + 0,52* 6,98 £ 0,57% 6,71 £ 1,76
TemenHast 06;1acTh
a 59,12 + 3,87 25,72 + 3,03** 52,48 +£7,71% 46,27 + 4,92
B 26,88 2,32 22,19 £ 1,53 18,00 £ 2,33 17,25 £ 2,78*
A 5,20 £ 0,67 30,53 £ 1,97* 19,83 + 3,14**# 14,25 £ 2,06**##
LlenTpatbHas 0 4,54 £ 0,60 8,49 +0,78* 5,43 + 1,44 5,19 £ 0,94%
o0nacth a 33,06 + 3,38 46,26 £ 2,09* 35,53 £ 5,07% 37,89 + 5,82
B 57,88 + 1,49 14,80 + 1,15%* 41,21 £ 5,05%# 39,67 £ 5,23*##
A 6,21 £0,61 36,86 £ 2,34** 12,61 £+ 1,60*#* 17,57 &+ 3,34%*##
®poHTanbHas 0 4,09 £0,47 7,29 £0,81* 4,15+ 1,11 6,32+ 0,70
obnacth a 25,28 + 3,85 47,68 £ 1,61** 26,31 £ 3,28% 21,37 + 3,82%
64,90 + 2,90 8,17 £ 1,08** 55,97 £ 8,18 47,52 + 5,26**

Ipumeuanue. Ctatuctdecku noctoBepHbie pazmmausi O3M DOI-purMoB manueHToB rpymm [ (1o nedenus), O (mamueHTHI, TOTyJYaBIlye
¢nyokcetnH) 1 @+M (MaLueHThI, MOJyYaBIIie KOMOMHALIMIO (hJIyOKCETMHA U MeTaTOHWHA) oTHOCUTesIbHO O3M DBI'-pUTMOB MalMeHTOB
rpynist K (3nopossie monun) ipu * — p < 0,05; ** — p < 0,01. Cratrctudecku noctoBepHblie paznnuus O3M D3I -putMoB naimeHToB rpymnmn O
u ®+M otHocutenbHO O3M DIT-putMoB nanmenToB rpymsl [ pu # — p < 0,05; ## — p <0,01.

MbIX 30Hax BOBoe (p < 0,01) Ha BceM MPOTSKEHUM HaOJTIo-
neHust. B cBoto ouepenb, 0-puTM yMEHBIIUIICS 10 HOPMBI,
u OoJtee Kos1ebaHMit eTO MOILITHOCTH He HaOII0OAIOCh.

AHaJlornyHasl KapTuHa pacrpeaesieHust D9 -putMoB
HabMonanach y IAalMeHTOB, KOTOpbIe MOIydaln KOM-
OMHMPOBAHHYIO TepalMio AByMsl MpenaparamMu (rpyrmna
®+M) (tab6m. 2). Tak, Ha 42-¢ cyT (hapMaKOTepallid Ha
(boHe mpaBUIIBHOTO pacIpeieieHrsI a-puTMa ObITN 3ape-
TUCTPUPOBAHBI JOCTOBEPHO 0Oojice HU3KME 3HAYCHUS €TO
O3M B 001aCTH 3aTBUIKA M TEMEHHU TT0 CPAaBHEHUIO C Ta-
KOBBIMM Y 3MOPOBBIX UCIIBITYeMbIX B Ipyrie K.

B-pUTM COOTBETCTBOBaJ IOKa3aTeIsIM HOPMBI
TOJIBKO B 3aTBUIOYHOM M TEMEHHOM OTBEACHUSIX,
a B LIEHTPAJIbHOM U (DPOHTAIBHOM OOJIACTSIX COXpaHSI-
JMch HU3KUeE TTokazatenu ero O3M. 3HaueHus §-putma
B 2—3 pasa mpeBbIIIaIN pe3yabTaThl, ITOIYICHHBIC IS
ManueHTOB rpymibl K, Bo BceX perucTpupyeMbIX 30HaX,
a O-puTM IOCTUT 3HAYEHUI OO JieueHUs1 Ha 14-e cyrT,
U OOJIbIIIE €ro U3MEHEHU I He HaOII0AaI0Ch.

IMonBomst UTOTH pe3yIBTAaTOB ITPOBENEHHOTO UCCIIe-
JIOBAaHUSI, MOXXHO Pe3IOMUPOBATh, YTO COIJIACHO ITOKAa3a-
TensaMm 1mKaiasl HDRS-17 yxe Ha 28-e cyT HaOmoaeHus
TepaneBTUYeCKUi 3¢ GeKT ObUT JOCTUTHYT y MallMeH-
TOB, KOTOpbIE TIPUHUMAIU KOMOMHALUIO (DJIYOKCETU-
Ha ¢ MeJaToHMHOM. Ha ¢doHe MoHoTepanuu (yok-
CETMHOM TIOMIOOHBIE Pe3yIbTaThl OTMEYAINCh JIUIITh Ha
42-¢ cyT JIeYCHHSI MEHEE YeM Y TIOJIOBUHBI MAllIEHTOB,
IIPY 3TOM OCTaJbHBIM TALIMEHTAM TPeOOBAJIOChH IIPO-
nockeHue HaomoneHus u npuema JII1. Ananuz O3M
I'M mnauueHTOB METOAOM KOJMYECTBEHHOHN dapMma-

K0-O3I' mokasajl, YTO BOCCTaHOBJIEHHE HOPMaJIbHBIX
3HaueHuii putMoB DDI' Ha ¢doHe KoMOUWHauu Giy-
OKCETMHA C MEJTATOHUHOM TTPOUCXOIUT C HEOOTbIIUM
OTEpeXEeHNEeM, YeTO Helb3s cKa3aTh O MOHOTEeparnuu
(ryokceTUHOM, TTpUEM KOTOPOTO He MPUBEN K MOTHON
peMUCCUM TEKYLIEro NENMPEecCMBHOIO 3MU30/a y psijia
MMaIMEHTOB MPH JICUEHUU B TeueHUe 42 CyT.

SAKNHOYEHUE

1. IlpueM koMOMHauMM (IyoKCceTMHA C MeaaTo-
HUHOM CIOCOOCTBYeT Oosiee ObICTPOMY perpeccy Jne-
MPECCUBHON CHMITTOMATUKKM M IOCTIDKEHUIO YPOBHS
Hke 7 0ayUIoB corjlacHO AaHHBIM ImKansl HDRS-17,
YTO COOTBETCTBYET HACTYILIEHUIO pemuccuu JIP yxe Ha
28-¢ cyT HaOmoaeHus 0oJiee YeM y TTOJIOBUHBI TTallieH-
TOB, B OTJIMYME OT ITpHUeMa OTHOTO (DJIYOKCETUHA, B CITy-
yae Kotoporo 40 % manueHTOB naxke Ha 42-¢ CyT ellle
HYXXIAJTVCh B MIPOJOKCHNH JICUCHUST Y HAOTIOACHMSI.

2. B pesynbrate MCIONB30BaHUS METOIA KOJIHMUE-
CTBeHHOI (apmako-DDI' 6bUIO0 MMOKa3zaHO, 4TO ITy-
OKCETHH CIIOCOOCTBYET HEKOTOPOMY BOCCTAHOBJIEHUIO
a-pUTMa B 3aTbUIOYHO 00s1acTH, a f-puT™Ma BO (pOH-
TaJbHOM OTBEICHMH, OJHAKO He B IIOJHOW Mepe IO
CpaBHEHUIO CO 30POBBIMU UCITBITYeMBIMHU B Tpymire K.

3. ®apmako-33I' anamu3z O3M B rpynmne ®+M
MIPOAEMOHCTPUPOBAJI, YTO BOCCTAHOBIIEHUE HOPMAJib-
HBIX 3HaueHUir putMoB DDI Ha (PoHe KOMOMHAUMU
(IyoKceTUHA C MEJIaTOHUHOM 0oJiee 3HAYMMOE U IPO-
HMCXOAUT C HEOOJIBIIMM ONEpPEeKeHUEM IO CPaBHEHUIO
C TIOKa3aTeJIIMA MOHOTEpaIuu (PIIyOKCETUHOM.
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4. TTonmydeHHBIE pe3yIbTaTHI TTO3BOJISIOT KOHCTATH-
poBaTh, YTO MPUMEHEHNEe KOMOMHAIIMU (hITyOKCETHHA
C MEJaTOHWMHOM IIpM KOMIUIEKCHOM JICUCHUM TIallM-
€HTOB C IATOJIOTUEl KeJyIOYHO-KUILIEYHOTO TPpaKTa,
otsaroiieHHoi P cpenHeii cTerneHn TSKEeCTH, CIoco0-
CTBYeT OoJiee OBICTPOMY M3JICUEHMIO COIYTCTBYIOIICH
TICUXOTUYIECKOM TTaTOJIOTUH B OTJIWYME OT IpUeMa Of-
HOTO (bJTyOKCETHHA.

Baarogaproctu. VMccienoBaHue mpoBOaUIOoCh 6€3 CIIOHCOP-
CKOW MOIAEPXKKU.

Konduymkr nnTepecoB. ABTOpHI 3asBISIOT 00 OTCYTCTBUU KOH-
(brukTa MHTEPECOB, TPEOYIOIIETO PACKPBITHS B TAHHOM CTaThe.

At present depressive disorders (DDs) are quite
widespread in both the developing and developed coun-
tries. This is a rather serious psychoemotional disorder
which affects up to 21 % of people around the world [1].
According to clinical studies, the number of depressed
patients among patients with a chronic somatic disease
amounts to 22—33 % and leaves behind such a wide-
spread condition as arterial hypertension [2]. The most
widespread chronic diseases with recurrent somatic
symptoms are gastrointestinal diseases. They may be ac-
companied by affective disorders capable of producing
and sustaining somatic symptoms [3, 4].

The challenges associated with DD pharmacothera-
py are quite pressing despite a wide range of existing an-
tidepressant medicines [5]. The use of selective serotonin
reuptake inhibitors (SSRIs), as compared to tricyclic
antidepressants, has a number of advantages in practical
terms: safe use, better tolerability and the possibility of
targeted treatment of the underlying cause of the psychi-
atric condition. At present one of the major medicines
among SSRIs is fluoxetine [6].

In order to improve the efficacy of pharmacotherapy,
SSRIs are often used in combination with other types of
medicines. The literature describes the use of antidepres-
sants in combination with antipsychotic medicines [7].
Combination therapy of DD may benefit from the use
of a pineal hormone — melatonin (MT) which ensures
nonspecific protection against stress and regulates circa-
dian rhythms [8].

Analysis of the brain electrical activity is a highly
specific tool for studying the neurobiology of mental im-
pairment in the context of various central nervous system
disorders [9, 10]. One of the most informative methods
of assessing the efficacy of psychotropic medicines is
quantitative pharmaco-electroencephalography (phar-
maco-EEGQG). This non-invasive technique is helpful for
analysis of psychotropic medicines activity and monitor-
ing the efficacy of pharmacotherapy [11—13].

The aim of the present paper is to perform compara-
tive assessment of the efficacy of modern antidepressants
used for the treatment of moderate somatic DD by quan-
titative pharmaco-EEG.

MATERIALS AND METHODS

Forty seven subjects took part in the study. The study
was approved by the Regional Independent Ethics Com-
mittee (RIEC) of Rostov State Medical University (ex-
tract from the minutes of the RIEC meeting No. 34 of
7 July 2011).

Th control (C) group included presumably healthy
subjects (n = 17). The D group (n = 30) comprised pa-
tients with confirmed DD. The diagnosis of DD was made
based on clinical examination according to the ICD-10
classification criteria, and the severity of the disorder was
assessed using the 17-item Hamilton Scale (HDRS-17).

The patients included into the D group were fur-
ther subdivided into two clinical groups depending on
the prescribed pharmacotherapy regimen: the patients
in the F group (n = 15) took fluoxetine (a single dose of
20 mg/day), and the patients in the F+M group (n = 15)
took fluoxetine (a single dose of 20 mg/day) and melatonin
(a single dose of 3 mg/day one hour prior to bedtime).

Before the treatment the mean HDRS-17 score of
the patients in both clinical groups was equivalent to
moderate DD: 19.6 £ 2.5 scores in the F group, and
19.3 + 2.1 scores in the F+M group.

The patients who took any psychotropic medicines
in the pretreatment period did not take any drugs for
seven days prior to initiating therapy in order to rule out
the possibility of drug interaction. None of the patients
received any psychotherapy.

The efficacy of the therapy was assessed by com-
paring the HDRS-17 scores before the treatment, and
on the 14%", 281 and 42" days of the treatment, as well
as by comparing the quantitative pharmaco-EEG data
obtained before the treatment and on the 42" day of
the treatment. Electroencephalograms (EEGs) of the
patients were recorded using an electroencephalo-
graph-analyser EEGA-21/26 <«Encephalan 131-03»
(Russia) with 8 channels. The relative power (RP, %)
was computed in the § (delta, 1—-4 Hz), 0 (theta,
5—7 Hz), o (alpha, 8—12 Hz), and p (beta, 13—30 Hz)
EEG frequency bands. The statistical significance
of differences in the RP of EEG rhythms in patients
belonging to the C, D, F and F+M groups was as-
sessed using Student’s 7-test and the significance levels
p<0.05and p <0.01.

RESULTS AND DISCUSSION

The patients who took both fluoxetine and mela-
tonin (the F+M group) said they were feeling better on
the 14t day of the treatment, but they still had complaints
about low mood. When interviewed they complained of
difficulties falling asleep and early awakening, but they
did not complain of nocturnal awakening. They still had
complaints about fatigue, weakness, decreased libido, re-
duced appetite or loss of appetite, heaviness in the stom-
ach, weight loss.

On the 28" day of the treatment more than half of
the patients belonging to this group voiced a much lower
number of complaints and reached the threshold level by
scoring 7 or less on the HDRS-17 scale, which was re-
garded as remission of the depressive episode.

The patients of the F group said they started to feel
better only on the 28" day of the treatment, and their
mean HDRS-17 score decreased 1.7 times (p < 0.01).
Some patients continued to complain of seemingly un-
founded fatigue, weakness, low mood, decreased libido.
There still remained a problem with falling asleep and
anxiety caused by early awakening, but the patients were

BenoMocTti HayyHoro LieHTpa aKcnepTM3bl CPescTB MeanLMHCKOro npuMeHenus 2018. T. 8, N2 3 183
The Bulletin of the Scientific Centre for Expert Evaluation of Medicinal Products 2018. V. 8, No. 3

w
(58]
|
(]
—
[=
=<
|
=T
—
(4=
[=
(=]
S~
=
-0
—
=T
—
(]
(58]
a
==
=0
=
=<
==
=
—_
=
(=9
(=]




w
(58]
-
(]
—
[~
=T
-
=T
—
(4=
[= 4
(=]
S~
=
-0
—
=T
—
(&)
(58]
o
==
=0
=
=T
==
=
—_
=
(=9
(=]

less worried about insomnia and less preoccupied with
their health problems.

The patients of the clinical groups continued to have
a positive response to DD therapy at a later stage. On the
42" day of the treatment the mean score in the F group
decreased 2.5 times (p < 0.01), and in the F+M group —
3.6 times (p < 0.01) as compared to the initial mean score
before initiation of treatment (table 1).

At the end of the monitoring period all patients in
the F+M group reached the threshold level of less than
7 scores on the HDRS-17 scale, and, in general, all of
them felt fine, however during interviews some of them
still complained of decreased libido.

Sixty percent of the patients in the F group had
a HDRS-17 score equivalent to mild depression (7—
16 scores), and the rest scored below 7. At the same time
most patients in this group still had some DD symptoms,
such as occasional impaired productivity and fatigue.
Some patients still had problems with early awakening
and difficulties falling asleep again, they also had some
manifestations of somatic anxiety related to their health
problems.

Thus, at the end of the 42-day course of DD treat-
ment the patients in the clinical F+M group demonstrat-
ed sustained improvement in the existing affective state,
which is not the case with the patients of the F group who
took fluoxetine alone — they still needed care and con-
tinuation of pharmacotherapy.

The severity of DD was assessed using the HDRS-17
scale and, in addition, judging by the EEG readings. The
assessment of the RP of EEG rhythms in different brain
areas gave a fuller picture of the pharmacotherapy ef-

0. M. KynenuHa v ap.
0. M. Kudelina et al.

Table 1. Changes in manifestation of depression in the patients
of the clinical groups according to the HDRS-17 scale

Patient groups
Patient visits F+M
Scores
Before initiation of 19.6 2.5 19.3 +2.06
14 day 15.7 = 1.6* 12.5 £2.3%
28 day 11.6 £ 2%* 8.4+ 1.2%*
42 day 7.9 £ 1.5%* 5.4 +£0,9%*

Note. Statistically significant differences between treatment outcomes
and pretreatment data for * — p < 0.05; ** — p <0.01.

fect on the bioelectric activity of the brain. The obtained
data were compared to the results of the control C and D
groups.

Alpha rhythms normally dominate in the back of
the head in a healthy person (C group) and tend to sub-
side closer to the frontal lobes. Beta rhythms, by con-
trast, are predominant in the frontal and central areas
of the brain [10]. This distribution of RP was observed
in the C group (table 2).

However, the EEG pattern of the patients with con-
firmed DD before initiation of treatment (D group) was
different, it showed desynchronization of fast rhythms
and changes in the amplitude of EEG rhythms (table 2).
The RPs of alpha rhythms increased from the frontal area
towards the central area and were 1.8 and 1.4 times high-
er than the corresponding values for these areas in the C

Table 2. Mecan RP values of EEG rhythms in the C, D, F and F+M groups on the 42" day of treatment

Electrode location EEG rhythms C group
A 9.28 £ 0.94
0 3.47 £0.55
Occipital region
a 76.24 £ 5.55
B 11.65+4.27
A 7.36 £0.53
0 6.17 £ 0.48
Parietal region
a 59.12 + 3.87
B 26.88 +2.32
A 5.20 £ 0.67
0 4.54 £ 0.60
Central region
a 33.06 + 3.38
B 57.88 = 1.49
A 6.21 £ 0.61
0 4.09 + 0.47
Frontal region
a 25.28 £ 3.85
64.90 + 2.90

D group F group F+M group
41.11 £ 1.69** 18.56 £ 3.04**# 18.48 & 3.05**#*
15.46 + 0.69* 5.00 £ 0.71% 348 £ 1.17*
25.70 + 2.00** 58.21 £ 6.11*%## 59.28 £+ 5.05*#
19.37 £ 0.98 13.97 + 1.96* 11.71 £ 2.62%
37.61 + 1.68* 15.86 £ 2.29*** 18.35 = 1.09**#*
16.10 = 0.52* 6.98 + 0.57* 6.71 = 1.76*
25.72 £ 3.03** 52.48 £ 7.71* 46.27 £+ 4.92%
22.19 £ 1.53 18.00 £ 2.33 17.25 £ 2.78*
30.53 £ 1.97* 19.83 & 3.14*** 14.25 £ 2.06**#*
8.49 £ 0.78* 543+ 1.44 5.19 £ 0.94*

46.26 + 2.09* 35.53 £5.07% 37.89 £5.82

14.80 £ 1.15**
36.86 £ 2.34**

41.21 £ 5.05*#*
12.61 £ 1.60*#

39.67 £ 5.23*%
17.57 £ 3.34**#*

7.29+0.81* 415+ 1.11 6.32£0.70
47.68 = 1.61** 26.31 £ 3.28%* 21.37 + 3.82%
8.17 £ 1.08** 55.97 + 8.18* 47.52 £ 5.26*#

Note. Statistically significant differences in the RP of EEG rhythms in the patients of the D group (before initiation of treatment), F group
(fluoxetine monotherapy) and F+M group (fluoxetine and melatonin combination therapy) as compared to the RP of EEG rhythms in the
patients of the C group (healthy subjects) for * — p < 0.05; ** — p < 0.01. Statistically significant differences in the RP of EEG rhythms in the
patients of the F and F+M groups as compared to the RP of EEG rhythms in the patients of the D group for # — p < 0.05; ## — p <0.01.
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group. There was a significant reduction in the power of
alpha rhythms in the parietal region, and a 64.2 % de-
crease (p < 0.01) in occipital alpha rhythms as compared
to the initial data. The beta rhythm also underwent some
changes: it decreased in all analysed areas of the brain,
in particular, its RP was 7.9 times lower (p < 0.01) in the
frontal region as compared to that of the patients in the
C group. The delta power increased 80 % (p < 0.01) in all
analysed areas of the brain, and it was even more promi-
nent than the alpha rhythm in the occipital and parietal
regions. The theta rhythm also increased, but to a lesser
extent than the delta rhythm.

At the end of the treatment period (on day 42) the
RP values of patient EEG rhythms changed considerably
(table 2).

The analysis of EEG parameters of the patients re-
ceiving the fluoxetine monotherapy showed that the bio-
electric activity of the brain in the F group was very close
to normal, however it differed a little from that of the
patients in the C group (healthy subjects) and D group
(patients before initiation of treatment) (table 2). The
administration of fluoxetine had a significant effect on
the power of the alpha rhythm which began to dominate
in the occipital and parietal regions, but at the same time
it was 1.4 times (p < 0.05) and 1.2 times (p < 0.05) low-
er than that of the patients in the C group, respectively.
As for the central and frontal regions, the alpha rhythm
reached a level showing no statistically significant differ-
ences with that of the patients in the C group of healthy
subjects. The beta rhythm was also close to normal, but
its RPs were still rather low in the central and frontal re-
gions of the brain. Fluoxetine had a different effect on
the delta rhythm than on alpha or beta rhythms. The RPs
of the delta rhythm remained at a level twice as high as
the norm (p < 0.01) in all the analysed regions all through
the period of treatment. The theta rhythm dropped to the
normal level and did not show any fluctuations thereafter.

A similar pattern of EEG rhythm distribution was
observed in the patients who received the combina-
tion therapy with two drugs (the F+M group) (table 2).
For instance, on the 42" day of the pharmacotherapy,
the RP values of the alpha rhythm (given its normal dis-
tribution) were found to be lower in the occipital and pa-
rietal regions of the brain than those in the C group of
healthy subjects.

The beta rhythm complied with the norm only in the
occipital and parietal regions, but its RP values remained
at a low level in the central and frontal regions. The delta
rhythm values were two or three times as high in all of
the analysed regions as the corresponding values in the
C group, and the theta rhythm reached the pretreatment
level on the 14™ day of the treatment and showed no
changes afterwards.

Summarising the results of the study it may be con-
cluded that according to the HDRS-17 scale the thera-
peutic effect was achieved in the patients, who received
the combination therapy with fluoxetine and melatonin,
already on the 28" day of the treatment. At the same time
less than half of the patients who received the mono-
therapy with fluoxetine showed a similar response on the
427 day of the treatment, and the rest of the patients in
the latter group needed further care and continuation of

the pharmacotherapy. The analysis of EEG RP by phar-
maco-EEG demonstrated quite fast restoration of nor-
mal EEG rhythms in the patients who took fluoxetine
and melatonin, which is not the case with the fluoxetine
monotherapy, which did not result in complete remission
of the existing depressive episode in a number of patients
after the 42-day treatment course.

CONCLUSION

1. The administration of both fluoxetine and me-
latonin resulted in a more rapid regression of depressive
symptoms and helped more than half of the patients score
7 or less on the HDRS-17 scale (which is equivalent to
DD remission) already on the 28™ day of the treatment.
By contrast, 40 % of the patients who took fluoxetine
alone still needed therapy and observation even on the
42nd day of the treatment.

2. Pharmaco-EEG helped to demonstrate that
fluoxetine contributed to partial restoration of the al-
pha rhythm in the occipital region of the brain and beta
rhythm in the frontal part of the brain, but not to the ex-
tent comparable to the healthy subjects in the C group.

3. Pharmaco-EEG analysis of RP values in the F+M
group showed a more significant and a little more rapid
restoration of normal EEG rhythms after treatment with
fluoxetine and melatonin as compared to the fluoxetine
monotherapy.

4. The obtained results indicate that the combination
therapy with fluoxetine and melatonin used for patients
with gastrointestinal diseases with comorbid moderate
DD leads to a more rapid recuperation of concomitant
psychoemotional disorder as compared to the fluoxetine
monotherapy.
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