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AHTUOEMNPECCAHTbI - UHTUBUTOPbI OBPATHOIO 3AXBATA
CEPOTOHUHA U HOPAOPEHAIIUHA: 30-NNETHAA UCTOPUS

0.C. NanHunos

Knunuka ncuxuampuu um. C.C.Kopcakosa YHusepcumemckol KnuHU4YecKod
6onbHuubl Ne3 ®IAOY BO [lepesiii Mockosckull 20cydapcmeeHHbIt MeAUUUHCKUL
yHusepcumem um. NI.M.CeyeHosa MuH3dpasa Poccuu

OMnupHuueckoe ycraHoBieHue B 50-e roasr XX
BEKE aHTHICNPECCUBHON aKTUBHOCTH MMHUIIPAMHMHA M
H3yYeHHE ero HEMPOXMMHUYECKHUX IPPEKTOB MPHUBEIIO
K IOCJI/1I0BATEIbHOMY CO3/IaHHIO aHTHETIPECCAHTOB,
KIIMHUY€CKOE JIEHCTBHE KOTOPBIX OOBSICHSETCS BIIHS-
HHEM Ha 0OpaTHBIN 3aXBaT MOHOAMUHOB. B 60-¢ rojb!
B KJIMHHYECKYIO NMPAaKTUKy Oblia BBeAeHa oOIMpHas
rpynna TPULUKIWYECKUX aHTuaenpeccantoB (TIIA),
HECEJIEKTUBHO OIOKMPYIOIMX 00OpaTHBIN 3aXBaT MOHO-
aMHHOB M oOnanarommx ahGUHUTETOM K Pa3IMYHBIM
HelpopeuenTopam. JlanpHeiimas ucTopust ncuxodapma-
KOJIOTHH MHHTHOMTOPOB 0OpaTHOrO 3aXBaTa MOHOAMHHOB
pa3BHBaJiaCh 10 MYTH CO3/aHUs CPEACTB, OIOKHUPY-
IOLIMX 00paTHBIA 3aXBaT MOHOAMHMHOB, HO He 00Ja-
JAI0UIMX MPSMBIM CPOJICTBOM K HelpopeuenTtopam. B
60-e rozbl CBOIO UCTOPHIO HAaYasla HEMHOTOYHMCIICHHAS
rpynmna CeJIEKTHBHBIX HHTHOMTOPOB 00paTHOro 3axBaTa
HOpaJpeHaJInHa, NIEPBbIH MPEACTaBUTENb KOTOPBIX ObLI
ono0pen s npumenerns B 90-e roast'. B 70-e rozp
MOSIBUJIMCH TOJIYCENEKTHBHBIE HHIMOUTOPHI 0OpaT-
HOTO 3aXBaTa HOpPa/JpeHaIHHA U 10(h)aMHHA, KOTOPBIE B
HACTOsI1IIeEe BPEMsI PECTABIIEHbI €IMHCTBEHHBIM aHTH-
nenpeccanToM?. B 70-e roabl GbLIM CO3MaHBI NIEpBbIe
MPeICTABUTEIH CEJEKTUBHBIX HHTHOUTOPOB 00paTHOro
3axsara ceporonnnHa (CHMO3C) — rpynnsl, koTopas B
JalbHENIIEM CTasla TAKOH e MHOTOYUCIIEHHOM, KaK
THA. B nocnennem necatunetun XX Beka u B IepBoM
aecatuaetun XXI Beka B KIMHUYECKYIO TPAKTHKY
ObLIM BBE/ICHBI AHTHIETIPECCAHTHI MOJTYCENEKTUBHOTO
«JIBOWHOTO» J€HCTBHS MM HHTHOUTOPBI 0GPaTHOrO
3axBaTa CepoTOHMHA M HopaapeHanuHa (MO3CH),
OCHOBHBIMH MPEACTABUTEIAMH KOTOPBIX SBJISAIOTCS
BeHJa(aKCHH, MUITHALIMIIPAH M JyJIOKCeTHH. B HacTo-
suee BpeMs pa3pabaThiBalOTCS aHTHAENPECCAHTBI
onHOBpeMeHHO, Kak TLIA, Gnokupyromue oOpaTHbIii

! TIpeacraBuTeny 9Toii rpynmbl — peGOKCETHH, JMBOKCETHH — B
Poccuu B HacTosilee BpeMsi He HCTIOJIb3YIOTCA.

R .
< Bynponnon. B Poccuu B HacTosiliee BpeMsi He HCTIOb3YeTCs.
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3aXBaT CEPOTOHHMHA, HOpaApeHaIHHA 1 J0()aMUHa, HO, B
otinune ot TLIA, ne obnaaaroniye npsiMbIM CPOACTBOM
K HelipopeuenTopam.

PacnpocTpanenne MHEHHS O MpPEMMYLIECTBaX
3 (}eKTOB ABYX rpymnn HHrHOUTOPOB OOPATHOIO 3aXBaTa
moHoamuHOB — CUO3C u MO3CH — nan s¢dpexramu
JApYTUX aHTHAETIPECCAHTOB MPUBEJIO K TOMY, 4T0 B X XI
BEKE OHH 3aHSUIN IPOYHBIE MO3ULIMK NPU BBIOOPE Tepanuu
Aenpeccuu (601bIIOro JAENPecCHBHOIO PaccTPOMCTBA)
M IPYTHX MCUXHYECKUuX 3aboneBanuii. [To MHOrUM
ouenkaMm CHMO3C u MO3CH npuMeHsIOTCS ncuxua-
TPaMH ropas/io 4aile, Y4eM MpeACTaBUTENN BCEX JAPYTHX
HEMPOXMMHMYECKHX TPYII aHTUAENpeccanToB [23, 40,
74]. Hanpumep, B 2005 roxy B Esponeiickom Corose
BeHJ1a(haKCHH 3aHMMaJI [IEPBOE MECTO Ha PHIHKE MPOJaXK
(6onee 20%) cpenyn Bcex ApYrux aHTHAENPECCAHTOB
[13]. B 2013 romy yka3siBanoch, 4T0 06beM Mpoaak
Bennapakcuna B CIIIA cocrasnser 3,7 mipa. 1011apos
B 101 [10]. Bo MHOrMX KIMHMYECKMX PEKOMEH/IALIMAX H
(byHnnamentanbHbix pykosoactsax CUO3C u MO3CH
OBLIH OTHECEHBI K CPEJICTBAM MIEPBOTO PA/Ia PH JIEYEHHH
aenpeccuu. B 910l cBA3M MHTEpeC NpeacTaBiIsieT aHalu3
MCTOPHH MX BBEJICHUS B NIPAKTHKY, H3y4YEHHs KIMHHYE-
CKuX 3 HeKTOB 1 nosiBiIeHUs (61aroaaps Co3IaHMIO ITHX
CPEACTB) MPEANOCHUIOK Ul JadbHEHIINX (hapMakoso-
TMYECKUX MCCre0BaHui. Takoi HcTopryecKHii SKCKype
MHTEPECEH HE TOJIKO ¢ OOLIeN03HaBaTeIbHON TOYKH
3pEHHUs, HO M C MO3ULIMH JTYYIIEro MOHUMaHHUs COBpe-
MEHHOI'O COCTOSIHUSI BOIPOCA TEpParuu MCHXHYECKUX
PacCTPOMCTB, a TAKKE B CBA3M C TEM OMbITOM, KOTOPBIi
MOXET OBITh M3BJICYEH U3 ITOM HCTOPHKS.

3Hacrosmuii MUCTOpHYECKHIH dKcKype nmocBsimen MO3CH.
Hcropus CHO3C nono6Ho Gbuia onucaHa aBTOPOM B CTAThX «AHTH-
JICNPECCAHThI — CEJIEKTHBHBIE HHTMOMTOPBI 0OPATHOrO HEHPOHaTb-
HOTro 3axBara cepoToHuHa: 40-netuss ucropus» (Hesponorus,
Helporcuxuarpus, ncuxocomaruka, 2015, Nel) u «Mcropus cenek-
THBHBIX MHTHOMTOPOB 06paTHOro 3axBara cepotoHuHay (IlcHxua-
Tpus U ncuxopapmakorepanus, 2015, Ne5-6).




Cosnanwue nepsbix npeacrasureneit MO3CH — Benna-
(akcuHa, MHTHALIMTIPAHA U IYJOKCETHHA — MPOM30LILIO0
MpHv MOMOLIM LeJIeHANPAaBICHHBIX MCCIIEA0BaHUH
KOJIJIEKTMBOB Pa3sHbIX (papMaileBTHYECKHX KOMIMaHHUM.
B 80-e roast XX Beka MPOBOAMIICS aKTUBHBIM MOMCK
COEIMHEHHI, OZIHOBPEMEHHO OJIOKMPYIONIMX 00OpaTHbIN
3aXBaT CEPOTOHMHA M HOPA/IPEHAINHA (a MHOra U 10(a-
MMHa), HO JIMIIIEHHBIX CMIOCOOHOCTH BO3/IEHCTBOBATH HA
pasnuuHble HelpopenenTopkl. B ocHOBE HzeH co31aHus
MO3CH nexano npeanoiokeHue, BhICKa3aHHOe elle
B mepBoi nosjouHe 80-X roa0B W3BECTHBIM HHIEP-
naHACcKUM ncuxuarpom Herman van Praag* o Tom, uto
MX MpUMEHEHHe MOXeT ObITh Gonee dPHeKTHBHBIM,
yem tepanuss CUO3C Gnaronapsi O1HOBPEMEHHOMY
BO3JIEMCTBHIO HA OOpaTHBIN 3aXBaT Cpa3y JIByX MOHO-
AMHHOB — CEPOTOHMHA M HOpAJPEHAIMHA, @ HE TOJIIBKO
oxHoro Heiipomeauaropa [86]. Takum 0Opa3om, B 3TOT
nepuos 2 TEOPUH NaToreHes3a JAenpeccuH, chopmyiu-
poBaHHble B 1965 roay aMepMKaHCKUM MCHXHATPOM
Joseph Schildkraut (HopaapeHanuHepruveckas) 1 B
1969 roay coBeTckuM rcuxodapmaroaorom Msscnasom
JlanuHbIM (CepoTOHHHEpruYeckas), GpakTHiyecku Oblin
00beIMHEHB] B €IMHYI0 MOHOAMUHEPTHYECKYO TEOPHIO.
Ipeanonaranock, yto MO3CH OyayT obnanars comno-
ctaBuMoii ¢ TIA 3¢))eKTHBHOCTBIO U COMOCTABUMBIMU
¢ CUO3C npoduasiMu iepeHOCHMOCTH U 6€30MaCHOCTH.

B 80-e roapl XX Beka COTPYAHUKH aMEPHKAHCKOM
dapmanestnyeckoit komnannn Wyeth u dpaniy3ckoi
dapmanesrrueckoit komnaunu Pierre Fabre npumepHo
oIHOBpeMeHHO co3aanu cpeacTsa Wy-45,030 u F2207.
Pe3yabTaThl MEPBLIX KCIEPUMEHTAIBHBIX UCCIIEN0-
BaHMM HEMPOXMMHYECKOH aKTUBHOCTH M KIMHHYE-
CKOTO JEHCTBHS ITUX COEIUHEHMH OBUIM MpencTaB-
neHbl B 1984-1985 rozbl B NEpUOANYECKOH NeYaTH U
Ha eKEro/IHbIX COOpPaHMsX MPEICTABUTENIbHBIX HAYYHBIX
coobuiecTB. OHM cBUETENBCTBOBAIH, 4TO Wy-45,030
u F2207 uaruGupyrotr oOpaTHbIH 3aXxBaT CEPOTOHUHA
u HopaapeHanuHa (a Wy-45,030 — cna6o nodamuna)
1 001a1aloT CBOMCTBAMHU aHTHAenpeccaHToB. Bekope
Wy-45,030 u F2207 nosnyunin Ha3BaHus BeHIapakCHH
u MuaHanunpan’. B nepsoi nonosune 90-X ronos
B TIEPHOJMYECKON IeYaTH MOSBUINCH COOOUIEHHS O
HOBOM JKCHEPHMEHTaIbHOM coeHeHnn LY248686,
CO3/IaHHOM COTPYIHHKAaMH aMEPUKaHCKOM (papMalieBTH-
yeckoit komnanuen Eli Lilly. B ycioBusix sxcniepumeHTa
OBLIO YCTAHOBJIEHO, YTO OHO MHTMOMpYyeT 0OpaTHbIi
3aXBaT CEPOTOHMHA M HOpaJpeHaluHa (M B HE3HAYM-
TenbHOM cTenenu — nodamuna). LY 248686 cpasy crano
paccMarpuBaThCs B KaueCTBE MOTEHUMAIBHOTO KaHI1-

4 Herman van Praag (p. 1929 r.) — u3BeCTHbIi HUAEPIAHICKHA
fcHXHaTp, AOKTOp MeauumHbl. B 1982-1992 rr. padoran 8 CLIA.
ABTOp psizia (yHAaMEHTAIBLHBIX PYKOBOICTB MO GHOIOrHYECKOMH
ncuxuarpuu. B 2017 r. onyGankosan poman «Slecht zicht, een
hommage aan de twijfel».

5 Hekotopoe Bpemsi F2207 Hocul Ha3BaHHe MMIAIMNPAH, HO

BCKOpE Ha3BaHHE ObLJIO UBMEHEHO Ha MHJTHALIMIIPAH.

J1aTa B aHTHIENPECCAHTI, MOTYYHMBIIErO B IabHEHILIEM
Ha3BaHHE JyJIOKCETHH.

[pex e 4eM MPUCTAIBHO OCTAHOBUTHCS HA M3Y4EHHH
>pdexToB BeHIahaKkcHHA, MUTHALMIIPAHA U JyJIOKCe-
THHA, (apMaleBTHYECKHEe KOMIAHUHM M3yyaln CBOW-
CTBa Pa3IMYHBIX YKCIIEPHMEHTAIbHBIX COEAMHEHHIA.
Hanpumep, B 80-e roasl XX Beka HCCIE10BATEIH U3
dapmaneTuueckoil komnannu Wyeth usyyan s¢dexrsr
Wy-45,881 [24]. Tlepen co3aannemM MHJIHALMIIPAHA,
crieuanucTel (apmaneBTHUeckoii Komnanuu Pierre
Fabre ueneHanpaBieHHO aHAJIM3MPOBAJIK AKTHBHOCTh
Lesoro psaa aAepuBatoB Huknonponana [11, 29]. Ha
POJIb MOTEHLMAIbHBIX AHTHICTIPECCAHTOB, HHIHOUPY-
IOIMX 0OpaTHbINH 3aXBaT MOHOAMHHOB, B TOT MEPHOI
paccmarpuBanuch McN-5558, McN-5652-Z, teTpa-
TUAPOTHEHITUPHANH U JIPYTHe IKCIICPUMEHTAIbHBIC
coenuuenus [24]. [Ipexxae ueM co3aarhb AyJIOKCETHH, B
xontze 80-x komnanwus Eli Lilly uzyuana s dexrsi coenn-
HeHus LY 227942 — paueMU4eCcKO CMECH JIByX YHAHTH-
omepoB. OKa3asiock, YTO NPAaBOBPALLAOLINICS IHAHTH-
omep — LY 248686 (mynokceTnH) — 001aaeT HECKOIBKO
6oJbILEH TOTEHTHOCTBIO K IEPEHOCYHKAaM MOHOAMHHOB,
yeM JieBoBpanaoumiics sHanTHomep — LY 248685 [90].
[ToaToMy HMccieoBaTenu cpasy oOpaTuin BHUMaHHE
Ha LY248686, a a¢dextsl LY248685 npucranbHo
usydarbcs He ctanu. Jlpyrue dapmaueBTHYECKHE
KOMIIAHUHU B TOT TMEPUOJ HE 03aJa4HJINCh MPOOIEMOi
BbIJICJICHUs D0Jiee HEMPOXUMHUYECKH aKTHBHBIX OMNTH-
YeCKHUX M30MEpOB BeHJa(daKCHHA ¥ MHJIHALMIIpaHa.
DTH aHTUIENPECCAHTHI OBbLIM BBEAEHBI B MPAKTHKY B
BHMJIE PALIEMHUYECKHX CMECEH WX MMPaBOBPALIAIOIINXCS
(Wy-45,651, F2696) n nesoBpamatoumxcs (Wy-45,655,
F2695) crepeon3oMepoB.

Pe3y/nbTaThl KIMHUYECKHX HCMBITAaHWH BeHadak-
CHHA, MWJIHALMNIPAaHa ¥ IYJIOKCETHHA MOKa3aliu, YTO
OHU 00J1a1aI0T aHTUAENPECCUBHOW aKTHBHOCTBIO,
XOpOLIEH MEPEeHOCHMOCTBIO H BBICOKOH O€301aCHOCTHIO.
B paHI0MH3UPOBAHHBIX KOHTPOJIMPYEMBIX HCCIIE/10Ba-
uusx (PKU), npoBenerHbix B 80—90-€ roasl npouuioro
BeKa, GbIIO YCTAHOBJIEHO, YTO TEparus BeH1adakcHHOM
M MHJIHALMIPaHOM B OouiblIei cTeneHu ocnabiser
CHMITOMBI IENPECCHH, YeM NpUMeHenHe nianedo [17,
38, 48, 50, 72]. Ha 3Tom 3Tane u3y4yeHns KIMHHIECKOM
aKTHMBHOCTH OblIIa MOKa3aHa /10303aBHCHUMOCTh dPdek-
TUBHOCTHM TEPANMKi MHJIHALMIPAHOM: C MOBBILICHHUEM
10361 0T 50 10 200 Mr/cyT 3()(HeKTUBHOCTD JIEYEHHUS
Bo3pacraer [42, 88]. [Ipuuem, ObL1H NOMyYEHBI JAHHBIE,
410 3((PEKTUBHOCTb TEPANHUK MUIIHALMIIPAHOM B J103€
50 mr/cyT He oTinyaetcs oT 3QPEKTUBHOCTH UCIIONb-
30BaHus M1ale0o, U UL NPUMEHEHUE MUJTHALUITPaHa
B 03¢ 100 MI/CYT U BbILLE CONTPOBOX/1AETCS Pa3BUTHEM
KIMHMYECKH 3Ha4MMoro dddexra [42].

Ha sTane KJIMHMYECKHX MCMBITAHUN OBUIM MOJTY-
YeHbl JJAHHBIE O COMOCTaBUMOCTH 3PHEKTHBHOCTH
tepanuu nepsbiMu npexactaButensmu MO3CH u

9 Pa3pa60Tqm<u JIyJIOKCETHUHA TaK)Ke HaAesJIuCh, YTO OH
6yJ.ICT MCII0JIB30BAThCH JUISA JICHEHUS HEACPKAHUS MOYH.
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THA [15, 34, 88]. OnHako B HEKOTOPBIX HCCIIEN0-
BaHMAX OBIIH MOJyYEHBI HHbIE pe3yabTaThl. B oqHOM
MCCJIEZIOBAaHUHU OBIIO NMOKA3aHO, YTO TEpanusi MUJIHA-
uunpadom B no3e 100 mr/cyT tak xe 3¢ dexTuBHa,
KaK JIeYUeHHE KJIOMHUIIpAaMUHOM B fa03e 150 mr/cyt
[15]. Pe3ynbraTsl Apyroro ucciea0BaHus CBUAETEb-
CTBOBAJIM, YTO NPUMEHEHHE MUJIHALUIIPAHa B J03€
1o 200 mr/cyt meHee 3¢ (heKTHBHO, YeM Tepamnus
KJIOMHUIIpaMUHOM B 103e 10 150 mr/cyt [43]. B eme
OJHOM HMCCJIEIOBAHUU HE ObLII0 0OHAPYKEHO pa3Iuyus
3} dHexKTHBHOCTH IeUSHHUS MUITHALUIIPAHOM B 103€ 110
200 mr/cyT U KIOMUNIPaMUHOM B A03€e 10 150 mr/cyT
(xoTs B 3TO UccienoBaHHe (PaKTUYECKH OTOMpATHCh
OonbHBIE C pe3ucTeHTHOH aenpeccueii) [82]. bulau
MOJYyYEeHbl JAHHbIE, YTO TEPanusi MUIHALMIIPAHOM B
nao03e 50 mr/cyt menee 3¢ ¢deKkTHBHA, YEM HCIIOJIb30-
BaHWE aMUTpUNTHIMHA B fo3e 150 mr/cyr [5, 88], u
TOJIbKO MPUMEHEHHE MHJIHaLUMpaHa B 1o3e 200 mr/
CYT MO3BOJISIET JOCTHYb Takoro e 3¢ dexra, Kak
Je4YeH’e aMUTPUNTUIMHOM B 1o03e 150 mr/cyr [88].
PesynbraThl BCeX MCCII€I0BaHHUI CBHIETEILCTBOBAIIH,
yto Tepanus MOC3H nepenocurcs nyuie, uem TLA.

Ha srane npoBeseHHs KIMHUYECKUX MCTIBITAHUM
OBbLIM MOTy4€eHb! MPOTUBOPEYUBBIE JaHHBIE MPH CpPaB-
HeHuH ¢ dextuBHocTH Tepanun MO3CH u CUO3C.
Pe3ynbTarsl 0IHOrO HCClIEI0BAaHUS CBUIETEIbCTBOBAIIH
00 onuHakoBOHM 3(GEKTUBHOCTH MPUMEHEHUS MUJIHA-
uunpasa B 103e 10 300 mr/cyT u yBokcaMuHa B 103€
200 mr/cyT [4]. B apyrom uccienoBan#uu ObLI0 MOKA3aHo,
4TO 3(PPEKTHBHOCTD JICYEHUS! MHJTHALIMIIPAHOM B J103€
100 mr/cyT Huxe, yem ¢ayokceTHHOM B 103e 20 Mr/cyT
[3]. Pe3ynbrarsl MeTaaHanu3a, onyOIMKOBaHHBIE 3a TOJ1
J10 BBEJICHUS] MMJTHALIMIIPAHA B KIIMHUYECKYIO MPAKTHKY,
nokasaiu, 4to tepanus 3tum MO3CH B nosze 100 mr/cyt
Gonee a3 dexTuBHA, YeM JiedeHne (IIyOKCETHHOM B J103€
20 mr/cyT u diyBokcamunoMm B mo3e 200 mr/cyT [46].
PesynbraThl Bcex MCClleIOBaHHMI CBUIETEILCTBOBAJIH,
yto Tepanust MOC3H nepeHocUTCs Tak e XOpoIo, Kak
neuenne CUO3C.

[IprMeuaresnbHO, 4TO Ha JTane KIMHUYECKHX HCIIbI-
TaHHH KOMMaHUA-pa3pabOTYMK MHUJIHALMIPaHa Oblia
JOCTaTOYHO IIeApa Ha MyOJIMKALMI0 UX Pe3yJbTaToB
B Hay4yHOH nepuoandeckoit neyaru. Komnanus-paspa-
060TunMk BeHIadaKCHHA MPHAEPKHBAIACH APYroM
TakTUKU. 910T MO3CH O6B11 3aperucTpupoBaH rocy-
JIapCTBEHHBIMU OpPraHaMHU-PETyIsATOpamMH (apmanes-
THYECKOTO pPbIHKA Ha OCHOBaHUHU pe3ynbratoB PKU,
KOTOPbIE HA TOT MOMEHT He ObUIH OIyOIMKOBaHbI M OCTa-
BAJIMCh HEU3BECTHBIMHU LIMPOKOH aynuTopuu. Takoi xe
CTpaTeruu ciaenoBaja KOMIaHHUsA-Pa3pabOTUYHK dYIIOK-
CETHHA, 3apEerMCTPUPOBABILIAsi CBOM MPOIAYKT HA OCHO-
BaHMH «3aKPBITBIX» JaHHBIX. K MOMEHTY ouIIanbHOrO
07100peHUst UCNIOIb30BAaHKS AYJIOKCETHHA B Ka4eCTBE
aHTHJENpeccaHTa B HaAyYHOH NMEpUOAMYECKOM neyaru
Obl1M onyOIMKOBaHbI pe3yinbTaThl eqMHUYHbIX PKU.
OHu cBHIETENBCTBOBAIIH, YTO MPH TEpanuu AyJI0KCe-
THHOM JeNpeCcCHUBHAs CUMIITOMAaTHKa ociabeBaeT B
OosblIel CTENeHU, YeM MPH MCMOJIb30BaHUH TUIae6o
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[18, 19, 26, 33] u ¢ayokceruna [26], HO B MeHbLIEH
CTEINEHHU, YEM TIPH JICYEHUH KIOMUIIPAaMUHOM [33].

TakuMm 06pazoM, K MOMEHTY BBEJIEHUSI B KTAHUYECKYHO
npakTuKy nepbix npeacrasureneit MO3CH pesysbrarsl
cpaBHeHHUS 3(P(HEKTUBHOCTH Tepanuu ITUMHU aHTHJE-
npeccantaMu U TLLA ninu CHUO3C ObLu CKyIHBIMH U
JIOBOJIBHO NpoTHBOpeuuBbIMU. B 1998 roxy B 0630pe,
NOCBSAIIEHHOM MUJIHALIMITPAHY, BBICKA3bIBAJIOCh MHEHHE,
4TO, HECMOTPs Ha MOSIBIIEHUE HOBBIX MOKOJIEHHU aHTH-
nenpeccaHToB, TLIA Bce ele ocTalwTcs CpeacTBaMu
1-ro psna npu neyenuu aenpeccuu. B Tom cityuae, eciu
UX MIPUMEHEHHUE MPOTUBOMNOKA3aHO, JOIKHbI UCIONb-
30BaThCsl AaHTUJENPECCAHTHI JAPYTHX IPYII ¢ XOPOLIO
«3a/10KyMEHTHPOBAHHOM» (P PEeKTUBHOCTBIO U Tepe-
HOCHUMOCTBIO, K KOTOPBIM, 110 MHEHHI0 aBTopoB, MO3CH
(Ha TOT MOMEHT) HEe OTHOCHIIHCH [S3].

Ha ocHOBaHMM 1aHHBIX, MOJTYYEHHbIX B KIMHUYECKUX
MCTIBITAHUAX, BeHJIa(akcHH ObLT 3aperucTpUpOBaH rocy-
JIapCTBEHHBIMH OpraHaMHU-peryasTopamu GapmareBT-
YECKOro pbIHKa 3amnajgHoeBponeiickux crpad u CLIA B
KauecTBe aHTHaenpeccanTa B 1993 roxy. Munnauunpas
CTaJl IPUMEHSTHCS AJIs1 JISUEHHsI IENPECCHHU B 3anajHoM
Epone B 1997 rony. B CILIA ero ucrnonb3oBaH#e B Kaye-
CTBE aHTHIENpPECCaHTa 0100peHOo He ObL10. JynoKceTHH
ObL1 0OULMATBHO pa3peLleH [UIs JIeUeHUs AETPECCHH B
3anaaunoit Espone u CILA B 2004 roay. [Tocrenenno
NO3CH cranu 3aBoeBbIBaTH 00J1€€ MIUPOKHUE TIO3UIIUH.
Hamnpumep, B 2000 rony MUIHALMIIPaH CTajl UCTOJB30-
BaTbCs B Sinonun. B 2006 roxy oH npumeHsiics yxe B 34
ctpaHax [57]. B 2009 rony MunHauunpas Obu1 3aperi-
ctpupoBaH B CILIIA, HO He B KaueCTBe aHTU/IETIPECCAHTA,
a s nedeHus: pubpomuanruu (cM. Huxe). B Takom
K€ KayeCTBE OH CTaJl UCIMOJIb30BaThCsl B ABCTpAJIHH.
[IpumeuarenbHO, YTO B MHCTPYKLUAX MO MPUMEHEHHUIO
KOMITaHUHU-TTPOU3BOUTEIM MUJIHALIMITPAHA HE BCeraa
NPUBOJWIIM JIaHHBIE O €r0 MAaKCHMMAaJbHO JOMYCTHMO#H
CYTOYHO# 103€, OrPaHUYMBAsACh YKa3aHUEM Ha TO, 4TO
«cpeaHss cyTouHas no3a cocrapiusier 100 M.

[Tocne BBeneHus BeHnadakCHHA, MUITHALMIIPAHA H
JYJIOKCETHHA B KJIIMHMYECKYO MPAKTUKY [TPOI0IKAIOCH
H3y4YeHHe 0COOEHHOCTEH UX KIMHUYECKOro JNeHCTBHSA
npu JieueHuu aenpeccuu. [IpoBoaunucs HoBblie PKU,
UX pe3yNbTaThl, HAPSAY C NPEKHUMH JaHHBIMH, aHAJH-
3UPOBAJINCH B 0000IIAIOLIMX CTATUCTHYECKUX HCCIie-
JOBaHMAX (METaaHaIHu3bl, CHCTEMAaTHYECKHE 0030pbi),
myOIMKOBaJIMCh aHATUTHYECKHE 0030pbl. Ha 3ToM STane
uctopun MO3CH mumpoko pacnpocTpaHuioch MHEHHE,
YTO TEpanHs 3THMU aHTUACTIPECCAHTAMH TaK XkKe I dek-
THBHA, Kak jgedeHue TLIA, u 6onee r¢pdexruBHa, yem
npumenenne CHO3C. OaHako HepeaKo pe3yJbTarhbl
00001IaI0MX CTATUCTUYECKUX MCCIIE0BAaHUN CBHU/IE-
TenabcTBOBaMHM, uTO Jeuenne MO3CH rtak xe 3ddek-
THUBHO, KaK He ToJbko Tepanust TLIA, HO U Kak npume-
Henne CUO3C [16, 64].

HecMoTps Ha MIMPOKO pacnpoCTpaHEHHOE MHEHHe
o Bbicoko# pdextuBHocTd MO3CH, Bhicka3biBanach
TouKa 3peHus o ee nepeouenke. B 2001 roxy British
Journal Psychiatry onyGnukoBan pe3ynbrarhl MeTa-

[.C. Nanunos



AHaM3a, KOTOPbIE CBUAETENbCTBOBAIN O OOJbLICH
(P PEeKTUBHOCTH (110 YACTOTE IOCTHKEHHUS COCTOSIHMUS
PEMHUCCHH) Tepanuu BeHJahakCcMHOM (B 103€ Bblle
75 wmr/cyt), uem CUO3C [85]. Bee PKU, BKII0YEHHbIE
B HEro, ObLIM MPOBEJICHBI NPH MOUIEPIKKE (apmaries-
THYeckoi komnanun Wyeth. B 2004 roay B stom e
M3J1aHUK ObLT OMYOIIMKOBAH KPUTHYECKHiT KOMMEHTapHH.
Ero aBrop, oGpaiuas Buumanue Ha 1o, uto pe3yJbTaThl
ME€TaaHa/u3a MoJyYu/IM LIMPOKYIO U3BECTHOCTD, JI0KA-
3bIBAJI, YTO MX HEJIb35l CYUTATh KOPPEKTHBIMU HM3-3a
METOIHYECKHX HEJIOYETOB, I0MYIEHHBIX MIPH €10 NpoBe-
aenun [35]. B 2006 roay pesynbrarel MeTaaHannsa,
TIPOBE/ICHHOIO NPH MOJUIEPKKE 1ATCKOI (hapmalieBTHYe-
croii komnanuu Lundbeck, nokasanm, uto npumenenme
camoro nocaeanero npeacraBuresass CUO3C — sciura-
Jionpama — Tak xe 3pPeKTUBHO (cTeneHb ocnadieHus
JAENPECCUBHON CUMITOMATHKH, YaCTOTA JA0CTHKEHUS
YPOBHSl «PECIOHCAa» M COCTOSHHUS PEMHCCHH), KaK
HCII0/Ib30BaHKE BeHladakcuHa [37].

OnucanHble pasHOrIacHs MOTIH Gbl ObITh paspe-
WEeHbl (KaK 3TO MHOIJA MPOUCXOIMT) NpH OLIEHKE
CpaBHEHMs SP(PEKTUBHOCTH Tepanun BeHnadhaKCHHOM
M IpDYTrUMHU QHTHJIENIPECCAHTAMHU B HE3aBUCHMOM
cucremarnyeckom KoxpeiinoBckom 0630pe. OaHako
€ro pe3ynbTaThl 10 CHX MOP MPEACTaBIEHbl He ObLIH,
HECMOTPs Ha 10, 4T0 B 2007 roay ObL1 ony6aMKoBaH ero
npotokos [13]. B 2009 u B 2012 roxy 6bi1n ony6u-
KOBaHbl pe3ynbTaThl cucTeMaTHYeckux Koxpeiinos-
CKMX 0030pOB, MOCBSAUICHHBIX CPABHEHMIO ((eKTHB-
HOCTH MHJIHALIMIIPAHA MJIK 1yIOKCETHHA U 3 PeKTHB-
Hoctn CUO3C nnn TLA npu kynupyrowmeii Tepanuu
Aenpeccuu. VX aBTOpbI MpULLLIK K 3aKITIOYEHHUIO, YTO
Ha MOMEHT NOJBEICHHUs KUMH UTOTOB HE CYI1I€CTBOBAJIO
yOENTEeNbHBIX 10Ka3aTeNbCTBA TOTO, YTO ¢ pexTus-
HOCTb TEpanu¥ MHUIHALMIPAHOM WM JYJIOKCETHHOM
«IpEBOCXOIMT, YCTYNACT WIIK. aHAJOrH4Ha» 3¢ dek-
TUBHOCTH TEpaNnuu APYrUMH aHTHAENPECCAHTAMHM
(THA — nns MunHauunpana u aynokcetuna, CUO3C u
MHUaHCEepHH — 111 MuiHanunpana; CMUO3C wnu BeHa-
(hakcun — 17151 TynoKkceTHHa), a MHOTHE MCCIeN0BAHMS
ObLIM NpoBe/ieHBbI 1PH (PHHAHCOBOI NOIEPKKH (hapma-
LCBTHYECKMX KoMNaHnK-npoussoautenein MO3CH [12,
59]. Ilpu ananuse sdpexTuBHOCTH Tepanun JIETIPECCUH
MHJTHALMIIPAHOM aBTOPbI CHCTeMaTHYeckoro Koxpeii-
HOBCKOro 0030pa [59] oco60 o6pamanu BHuManue Ha
(DMHAHCOBYIO MOMIEPKKY KOMIAHMH-TIPOM3BOAUTENS,
OKa3aHHYIO IPH NPOBEJIEHHH HEKOTOPBIX METAAHAIH30B
[68]. [IpumeuarensHO, 4TO aBTOPHI JIpyroro cucrema-
THYECKOro 0030pa He CMOIM 0TOOpaTh JUIsl aHAJN3a
PKH, cpasuuBatomme s¢pekTBHOCTS Tepanun JIyJIOK-
cetuHom u TLIA.

Ha noctmapketHroBom srane uccienoBanmii
ObLIN MOMYyHEHBI IPOTHBOPEYMBBIEC PE3YIIBTATHI cpaB-
HeHus peHrabenbHocTn Tepanun MO3CH u CUO3C.
Hanpumep, pesyasrarel ¢apmakoskoHOMHYECKOTO
uccienosanus, nposeaenHoro B 2001 rony B Espo-
neiickom Coroze, CIIA u Jlatunckoii Amepuke Ha
rpaHT (apmauesTHueckoit komnauun Wyeth, ceuae-

COLHAJIBHAS Y KIIMHUYECKAS TICUXUATPUS

TEJILCTBOBAJIM O TOM, 4YTO MPUMEHEHHE BeHIadakcHHa
Oosiee penrabenbHo, uem tepanus CUO3C u TLA [20].
Janneie apyroro (hapmMakoIKOHOMHYECKOTO aHajiu3a,
nposeaeHHoro B 2012 roay B I1IBewuu npu gpunaHcoBoii
noaaepxkke papmaueBruyeckoii komnanuu Lundbeck,
CBUETEILCTBOBAJIM O TOM, YTO MCIIOJIb30BAHUE OIHOTO
n3 CUO3C — scuuranonpama — Gonee penTabenbHo,
4eM nmpuMeHeHHe BeHsadakcuHa [62]. Pesynbrarsl
000MX McCIe10BaHM ObLIN NPEICTABICHBI B OHOM H
TOM K€ NIEPUOAUYECKOM HayuHOM M3gaHuu u3 CIIIA —
Value Health. Onucannsie npoTuBopeuns eme pas
MOATBEPKAAIOT AKTYalbHOCTh BONPOCA O 3HAYEHUH
(hakTopa KOH(IMKTa HHTEPECOB TIPH OLEHKE 3pdek-
TUBHOCTH MCUXOTPOIHBIX CPEACTB C MO3UIMH 10KAa3a-
Te/IbHOM MEAMLMHbI, HEOHOKPATHO 006CYKAaBIIEr0Cs
3anaiHOCBPONEHCKUMHU U aMEPUKAHCKUMHM TICHXHA-
TPpaMH, 1 CTOJIb CTApaTeIbHO H30€raeMoro OTe4ecTBeH-
HBIMHU CIIELIUAIUCTAMH.

[Tocse Toro, kak ocHoBHbIe npeacTaButTenn UO3CH
Hayajau NPUMEHATHLCS B MPAKTHKE AJs JIeYEeHHUS
JIENIPECCUH, CTAJIM HAKAIJIUBAThHCA JJaHHbIE O BO3MOXK-
HOCTH MX HCIOJIb30BaHUs TPH JICYEHUH TPEBOMKHBIX
bopm HeBpoTHueckux paccrpoiicTe. Haubonee
LIHPOKO OblJIa W3yYeHa MPOTHBOTPEBOXKHAS AKTHB-
HOCTh BeHslaakcuua. [lepBoHavanbHo hapmanesTu-
deckas komnanus Wyeth nposena neckonbko PKU,
MOCBSIIEHHBIX OLEHKE YPPEKTUBHOCTH BeHIadak-
CHHA NPH JICYCHUH I'€HEPATIN30BAHHOIO TPEBOKHOTO
pacctpoiictBa. Ha 0cHOBaHHHM 110J1y4EHHBIX JAHHBIX HA
pybexe XX u XXI BekoB 3ppekTHBHOCTD BeHJadak-
CHHA NPH 3TOM 3a00J€BaHUH CYUTANACH JOKA3AHHOMN
[44,70]. B 1997 rony Bennadakcun 6bu on00peH s
JICYCHHS F'€HEPATH30BAHHOTO TPEBOKHOTO PACCTPOii-
crBa B CLLIA. On cTan nepBbIM aHTHAENPECCAHTOM,
OpHUHATBEHO pa3peIeHHBIM [T JISYeHHs ITOi naTo-
norun. B 2001 rony Bennadakcuu 611 pasperren npu
TEparuy reHepan30BaHHOrO TPEBOKHOTO PACCTPOid-
crBa B EBpone. Buiin nposenenst PKU s¢pdexrus-
HOCTH Tepanuu BeHJa(PaKCHHOM MPH COLHATBHOM
TPEBOIKHOM PacCTPOHCTBE U MAaHHYECKOM PacCTpOii-
crBe. X pesysbTaThl, CBUAETENLCTBOBABIINE O €€
3G deKkTUBHOCTH, NOKa3aMuCh YOEAHTENbHBIMMU rocy-
AapCTBEHHBIM OpPraHaM-peryasTopam ¢apmaieBTH-
deckoro peika. B CILIA npumenenue Bennadakcuna
TNpH TEpPanuy COLMUAIBLHOIO TPEBOKHOTO PACCTPOii-
cTBa Obl10 paspemeno B 2003 roay, a maHMYeCKOro
pacctpoiictea — B 2005 ronay.

Hecmotps Ha onobpenne nekoropsix MO3CH
MpH JEYCHUH TPEBOKHBIX (POPM HEBPOTHYECKHX
PacCTPOHCTB, AaHHbIE 00 MX BBICOKOH YPHeKTHBHOCTH
MOy YHIIM HEOTHO3HAYHYIO OLIEHKY B HAy4HBIX Kpyrax.
Hanpuwmep, B 2003-2004 roze: B BenukoGpuranuu 6bi1a
OnmyOIMKOBaHa CcepHsi KPUTHYECKUX cTaTeii [31, 63]
OTHOCHTEJIbHO JIaHHBIX O BBICOKOH 3()(h)eKTUBHOCTH
BeH/JIa(aKCHHA, MOJTYYEHHBIX B OJHOM MYJIbTHLEH-
TpoBoM cienom PKU [44]. Ux aBropbl 060CHOBBIBaIM
HEZI0Ka3aHHOCTh BbICOKOH 3()(heKTHBHOCTH BeHadak-
cuHa B 9toM PKH, oOBuHsIM ncenenoBareneii B anra-
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YKMPOBAHHOCTH KOMITAaHUEH-TIPOU3BOIUTENEM, A JKYPHAI,
NpeACTaBUBLIMNA Pe3yJbTaThl UCCIIE0BAaHUs, B ITyOIH-
KallM¥ CTaThbH B PEKJIAMHBIX LIEJISX.

Kpome usyuenus s¢dexkruBioctu MO3CH npu
Tepanuy MCUXUYECKUX PAaCCTPONUCTB, AKTUBHO MPOBO-
JUIIUCH Uccre0BaHus UX ()(HEKTUBHOCTH MPH COMATH-
yeckux 3aboneBaHusx. B nepByto ouepesib 3T0 OTHOCH-
nock k ouenke dpdpexrnBHocTH MO3CH npu 6oneBom
CHHPOME, NOCKOJIBKY 33/10J1T0 /10 3TOr0 ObLIO U3BECTHO
o ciocodHocT TLA ocnabnsats 60m1b. BuuManue uccre-
JI0BaTesieil COCPeIoTOYUIOCh Ha olleHKe d(hdeKkTHB-
Hoctu MO3CH npu pubpomuanruu’, nuabeTnyeckoii
NOJIMHEHPONAaTHH, MUTPEHH U APYTMX BHJ1aX FOJIOBHOM
6011, 60711 MHOTO MPOMCXOXKACHUS U JIOKAIHU3ALUHU.
B pesynbrate naHHbIX 00 3(HEKTUBHOCTH MHJIHALIH-
npaHa u JyJ0KCETHHA, MOJYyYEHHbIX B UCCIIEIOBAaHUSIX,
MPOBEJEHHBIX C Y4ETOM MPUHLHUIOB A0Ka3aTEIbHOM
ME/IMLIMHbI, OHU ObLIM O(pHIMATBHO pa3pelleHbl s
neyenust pudpomuanruu B CILIA. Ot MO3CH cranu
€/IMHCTBEHHbIMH AHTUIENPECCAHTAMH, OJJ0OPEHHBIMH
JU1s Tepariu 1o naronorund. [lns neuenus hpubpomu-
anruu B EBporne MUIHaMnpaH 1 1yJI0KCETHH 0100peHb!
He ObLIM, MOCKOJIbKY €BPONEHCKHE IKCIEPThl MPHUILLITH
K BBIBOAY O HEBBICOKOH 3()(PEKTHBHOCTH TeparnuH.
Hecmorpst Ha GonblIoe YHUCIIO MCCIIE0BaHUi, POBe-
AeHHbIX B XX BeKe ¢ MPMMEHEHUEM BCEX TOCTHIKEHHM
COBPEMEHHOMN IKCIIEPUMEHTAIbHOW HAayKH, MEXaHU3M
pasButus obez6onuBatoero 3ppexra MO3CH no cux
NOp TOYHO HE YCTaHOBJIEH.

B nacrosmee Bpems B Poccun rpynna MO3CH npen-
CTaBJICHA TPEMsI aHTH/IENPECCAaHTaMH — BeHJIa)aKCHHOM,
MMJITHALMIIPAHOM U JynokceTuHoM. [loatomy B Haiueit
CTpaHe CyILECTBYET NPE/ICTABICHUE O €€ CPAaBHUTEILHOM
MaJIOYUCIeHHOCTH. OTHAKO UCTOPHS Pa3BUTHUS MICHXO-
¢dapmakonorur MO3CH 6bina 6onee 6orara coObITUAMH,
a B 3apy0exHOM KITMHUYECKOM NPAKTUKE YK€ UCTIONb3Y-
I0TCSl X HOBBIE NPEICTABUTEIH.

[Ipn u3ydyeHUn HEHPOXUMHUYECKON aKTUBHOCTH
MeTaboJIMTOB BeH1a(haKCHHA CTICLHAIUCTBI (hapMareB-
THueckoi komnanuu Wyeth o6paTuin BHUMaHKe, 4YTO
OIMH U3 HUX (OCHOBHOM ) — O-1e3MeTHIIBeHIaakCHH —
CXOJK C POAUTENBCKOM MOJIEKYJIOH MO CHIIE BIUSHUS HA
oOpaTHbIH 3aXBaT CEPOTOHMHA, HOPAJApPEHaIMHA U 10(]a-
muHa (cnabo). B nauane 90-x rogoB XX Beka ucclie-
JIOBATEeIN MPUCTYMUIU K NMPUCTATBHOMY H3y4YEHHUIO
3¢ PeKTOB ITOro COeAUHEHHUS, MOTyUHUBIIETO IKCTIEPH-
MeHTanbHOe Ha3BaHue Wy-45,233 [58]. Unes cocTosna
B TOM, YTO MCTOJb30BaHHE aKTUBHOTO MeTabonuTa
BeHJIa(aKCMHA CHU3UT PUCK (hapMaKOKMHETHUYECKOTO

7 OUOGpOMHANTHS — CHHAPOM, MPOSIBISIOWMACH XPOHHYECKOH
601b10 OOMIMPHON JIOKATH3ALUHK, YCTANOCTbIO, CHHIKEHHBIM
HAaCTPOEHHEM, KOTHUTHBHBIMU PACCTPOHCTBAMU M HAPYIIECHUSIMH
cHa. PacnpocrpanensocTs ¢pubpomuanruu B cTpaHax 3anajaHon
EBponbi cocrasnsier 2-6% [14, 30].

8 U3 apyrux rpynn ncUXOTPOMHBIX CPEACTB IS JIEYEHHUS
¢ubpomuanrum B CLLIA paspeteH Tonbko nperabanus
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JIEKaPCTBEHHOT0 B3aUMOJEHCTBUSA (B T.4. MOTOMY, 4TO
ne3MeTUIBeHIa(aKCHH He NMoABepraeTcst Meradbon3my
B MeueHu U cyado BiauseT Ha PEepMEHTBI CHCTEMbI
uutoxpoma P450) u Oyzaer Gosiee ynoOHBIM, UeM BEHIIA-
(hakcuH, nMpu MHAUBUAYATBHOM nMoadope 103bl (M3-3a
OTCYTCTBHSI 00pa30BaHUsi aKTUBHBIX METaOOJIUTOB H
6osnee ObICTPOro JOCTHIKEHUS! PABHOBECHOM KOHILIEH-
Tpauuu). [lonoxkuTeabHble OLEHKH, MOJTy4YEHHbIE
B MCCJIE0BAHUSAX HEHPOXMMHUYECKOH aKTHBHOCTH,
(hapMakoIMHAMHYECKOro NMpoduiIs U KIMHUYECKHX
a¢pdexroB [47], npusBenu k Tomy, uto B 2008 roay
Je3MeTUIBeHIaakCUH (Mol Ha3BaHUEM JIe3BEHIIa-
(hakcun) 611 0100peH st neuenus nenpeccuu B CLIA,
a rozom no3xe B Kanane. OH cTran TpeTbUM MpeacTa-
Butesnem MO3CH, pa3peuieHHbIM U151 MPUMEHEHUS B
CesepHoii Amepuke. B nanbHeiiieM e3Bennapakcut
cTas ucnoib3oBatbes Oonee yem B 30 cTpanax [60].
®dapmanesTrueckas komrnanus Wyeth nonana 3asBky
Ha PEerucTpaLuio Je3BeHsad)akcuHa B Ka4YeCTBE aHTH-
JIeNpeccanTa U KOppPEeKTopa Ba30MOTOPHBIX HApYLIECHHUI
y JKEHLIMH B mepuoa MeHonay3sl B EBpone. OqHako
ero npumeHeHue B EBponeiickom Coro3ze 0100peHo He
ObL10, MOCKOJIBKY COOTHOILIEHUE «I10JIb3a/pPUCK» ObLI0
OLIEHEHO €BPONEHCKUMHU IKCIEepTaMHu Kak Hediaro-
npustHoe. OCHOBHAs MOJEMHKa pa3ropesiach BOKpYT
BOMPOCA ONTHUMAJILHOTO 03UPOBAaHUS Je3BeHIadak-
cuna [47]. Ilpumenenue no3 ot 100 no 400 mr/cyt
0ueBHAHO ObLIO 3((HEKTUBHBIM, HO COMPOBONKAAIOCH
Pa3BUTHEM BBIPAKEHHBIX HECTICLIM(PHUECKUX MOOOYHbIX
s dexToB (Hanpumep, TouHoTa). Mcnonb3oBaHue 103
ot 50 1o 100 Mr/cyT nepeHOCHI0Ch XOPOILO, HO HUX
3¢ (eKTHBHOCTL OblIa HEOTYETIMBOW M MOATBEPXK/Ia-
nace He BO Bcex PKUW. Hecmotps Ha 3TH naHHbIE, B
Hactosiiee Bpemsi B CILIA ucnob3yroTcsi HECKOIbKO
¢dbop™m ne3BennadakcuHa Ul MEPOPAILHOrO Npuema
[39]. Bo BropoMm aecsitunerun XXI Beka Obutu npen-
MPHUHATHI MOMBITKH XUMHUYECKOH MoaudUKauu ero
MOJIEKYJIbI ISl CO3ZIaHMsI TPOJIEKAPCTBA C LIENbIO OBbI-
IIEHUs JTUMOPUIBHOCTH, @ 3HAYUT OMOJOCTYMHOCTH
M CHJIbI BIMSIHUSI HA HEHPOXUMHUYECKHE ITPOLIECCHI B
rojoBHOM Mo3sre [45, 92]. bbliu nojsy4eHsl JaHHbIE
00 3¢ pexTuBHOCTH Ne3BeHIadaKCHHA TIPU KOPPEKLIHH
TPEBOXKHBIX PAaCCTPOMCTB, BA30MOTOPHBIX HAPYIIEHHUH
y *KEHILUH B Mepuoa MeHomnay3sl 1 6onu npu ¢udpo-
muanruu [47, 73].

B nauane XXI Beka cnenuanuctsl hapmaieBTHye-
ckoit komnanuu Pierre Fabre npuctynunu x skcrne-
pPUMEHTaIbHOMY M3y4eHHIO 3((PEeKTOB JTE€BOMMUIHA-
LUIIpaHa, CYUTAast ero (Co CCHUIKON Ha «UCTOpHUYE-
ckue (HeonyOJIMKOBaHHbIE) JaHHbIE») SJHAHTHOMEPOM
MUJIHALIMNpaHa ¢ HaubosbLIe HEHPOXUMHYECKOH
aKTHBHOCTBIO [8]. DTH «MCTOpUYECKHE TaHHbIE» ObLIH
MOATBEPXKACHBI PE3yIbTaTaMU MIPOBEAEHHOTO HCCIle-
noBaHus [8]. Cneunanuctel komnanuu Pierre Fabre
COBMECTHO C MCCJIEIOBATEIAMH U3 aMEPUKAHCKOMH
¢dapmaueBTuyeckoit komnanuu Forest Laboratories
(e¥t mpuHaAJIeKAJIM [TpaBa Ha TOBapHbIH 3HaK «Savella -
MUWJIHaLMIpaH, npumenstouuiicsa B CLLUA nns neyenus
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¢GubpoMHUaNTHK) NPUCTYNHIIN K MPOBEACHUIO KIIHHH-
YeCKHUX MCIBITAHUW JIeBOMWIHALMNpaHa. Pesyasrars
GonpmmHeTBa nepbix PKU (B T.u. B pamkax 3 dasbl
KJIMHHYECKHX HCTTBITAHHM ) PA3IMUHBIX /103 JIEBOMHIIHA-
uunpana (cpasy Obi1a co3ana Gopma ¢ 3aMeUIEHHBIM
BLICBOOOJKIEHHEM /IS TpueMa | pa3 B CyTKH), IPOBE-
nennbix B EBpone u B CILIA B 2006-2012 roasi’, noka-
3ajIM €ro BBICOKY0 3()(HEeKTUBHOCTb M XOPOILYIO Nepe-
HOCHMOCTb TEpanuu 1o cpaBHeHuio ¢ rauedo [7, 9,
56, 71], xots B HekoTopbix PKHW pazauumii ¢ niane6o
BBIABJIEHO He Obu1o [27, 28, 75, 76]. Ha ocHoBanuu
JaHHBIX 00 3()(HEeKTHBHOCTH M XOpOLIEH NEPEHOCH-
MOCTH JIEBOMHUJIHALMIIPAH Obll 3aperucTpupoBaH B
kauectBe anTuaenpeccanrta B CILIA B 2013 roay u
B Kanane B 2015 roay'’, Ho He Obli pa3peuieH ais
npumenenus B EBpone. [Tocne stux cobeituit hapma-
uesTuueckue komnanuu Pierre Fabre, Forest Labora-
tories u Allergan (AucTpuOBLIOTOP J1EBOMUIIHALIMITPAHA)
TOJUIEPIKAIN BBITIOJIHEHHE CHCTEMATHYECKHX 0030pOB,
METAaHalu30B U «IOCTXOAOBBIX» (post-hoc) crarTu-
CTHYECKMX aHAJINU30B. VX pe3yabTaThl NOATBEPAMIIN
3¢ (HEeKTHBHOCTH JE€BOMMIIHALIMIIPAHA TIPH JICUCHUH
NEenpeccum.

Hapsiny ¢ co3nanuem Je3BeHnadakcuHa v JI€BOMuUII-
HaLMIPaHa MPeANPUHAMAIIUCH MONbBITKH CHHTE3a HOBBIX
MO3CH. B 2001 roaxy corpyanuku (paHity3ckoi papma-
LIEBTHYECKO# KOMMaHuu Servier onmyO/IMKOBaIU pe3yib-
TaThl Mccnea0Banus 3P HEKTOB HOBOH MOJIEKYJIbI «IBOM-
Horo» aeiicrBus S33005 [51, 52], koTopasi oka3anach
Gosiee HEMPOXMMHYECKH aKTUBHOM, 4eM BeHJIa(paKkCHH
1 kaomunpamuH (51, 52]. B 2007 roay HOpBeXCKHE
uccienosarenu u3 Yausepcutera Ociio npeacTaBuiid
JIAHHBIE O CHHTE3€ MPOM3BOIHBIX MUJIHALIMIIPAaHA, HEKO-
TOpbIE M3 KOTOPbIX OJIOKMPOBAJIM 0OpaTHbIi 3aXBaT Cepo-
TOHMHA, HOpajapeHaauHa U nodamuna [69]. B ato xe
BpEMSI COeIMHEHUs OJTM3KHE 110 XMMHYECKOM CTPYKTYype
K MUHJIHALIUTIPaHy, HO B OOJIbILIEH CTENEHHU, YEM MUJIHA-
uunpas, 61oKupyoume 0OpaTHbIH 3aXBaT CEPOTOHUHA
¥ HOpaJpeHalnHa, ObLIM MOJY4YEHbl ClIEUHAIUCTAMH
aMepHUKaHCKO# (hapMalleBTHYECKOH komnanuu Neuro-
crine Bioscience [21, 84, 87].

B 90-e roasl XX Beka ObL10 00palieHO BHUMaHUE,
YTO MHUJIHALMIPaH €1a00 HEKOHKYPEHTHO Ol0KHpyeT
rnytamarisie NMDA-penentopsl. Bo Bropoii nososute
90-x rooB XX Beka 1 B iepBoM aecstuiietiu X XI Beka
B pe3yJIbTaTe LeJIeHaNpPaBIeHHbIX HCCIIEI0BAHHU STIOH-
CKME CMELMAJIUCThI CO3aJIN PAAJl COSTMHEHHH, CX0XKHX
M0 CTPOEHHIO ¢ MUIHauMnpaHom [36, 61, 77-79], B
HaJeXk/1e Ha MoJiydyeHHe CpeacTB ¢ Oosiee BBICOKOM

9 Pe3ynbTaThl HEKOTOPBIX U3 HUX ObLITH OMyOIMKOBaHbI B IIEPHO-
JIMYECKOM TeYaTH TOILKO MocJje 0100peHHMs JIEBOMUITHALIUIIPaHa /UTs
neyenus aenpeccuu B CLLIA.

10B HacTosmuii MOMEHT npH Jieuenun aenpeccun B Kanaae
JIEBOMMJTHALMNIPAH OTHOCHTCS K aHTHAENpeccanTam 2-ro psaa
M3-32 OTCYTCTBHS JIAHHBIX O MPOTHBOPELIHIHBHON YPHEKTHBHOCTH
Tepanuu JenpeccuH.

COLIMAJIbHA S U KIIMHUYECKAS ICUXWUATPUSI

aKTUBHOCTHIO B OTHOLIeHMH NMDA-peuentopos u ¢
MEHBLIEH CHJIOW BIMSHUS HA 0OpaTHBIN 3aXBaT MOHO-
amuHOB. [Tpenonaranock, 4To OHH MOTYT ObITh d(dek-
TUBHBIMH TIPU JICUEHHUHU J€reHEePaTHBHBIX MCHUXHYE-
CKMX 3a00j1eBaHMil, HEBPOJIOTMUYECKOH MaTOJOrMH U
BO3MOYHO, HEKOTOPBIX ()yHKIIMOHAIBHBIX IICUXHYECKUX
paccrpoiict. CriocoOHOCTh MUJIHALMNPaHa O10KUPO-
BaTb NMDA-peuentopsl He 3a0biTa 10 cux nop. Bo
BropoM aecsatuiaetnd XXI Beka OblIO MOKa3aHO, 4TO
BBefeHre ctumynsaTopoB NMDA-peuenTopos ocia-
GnsieT aHTHAENpeccHBHBIH Y ekt MuHanmnpana [89].
710 HAOIIOEHHE IOBOJILHO AKTYaJIbHO, MIOCKOJIBKY BCE
yalle BbICKA3bIBAETCS MPEANONIOKEHHE O POJIH OII0Ka/IbI
NMDA-perLenTopoB B peajii3alii aHTHICTTPECCUBHOTO
u obesbonuBaromero sdekra aHTuaenpeccaHTos [41,
81].

Hapsiay ¢ co3nanuem HoBbix MO3CH (ne3senina-
(pakcHH, TEBOMHIIHALIUIIPAH) U COEIMHEHHUHN OIIM3KHX K
MO3CH 1o XMMHYECKO#M CTPYKType, HO 00/1a1at01IMX
JpyruMH HEMPOXHMMHYECKUMH cBOWcTBaMu (610kaza
NMDA-peuentopos), ucropuss MO3CH passusanach
110 MyTH CO3/IaHUsi UX HOBBIX JIEKAPCTBEHHBIX (hOpM.
B 90-e roasl XX Beka (hapMaleBTHUECKas KOMITAHHS
Wyeth 3apeructpupoBaia npojJOHTHPOBAHHYIO MEPO-
panbHylo hopmy BeHaadaKkcHHa, pa3paboTaHHYIO 115
CHW)KEHHSI YaCTOThI MPHEMA 3TOrO aHTHJIENPECCAHTA
M ocnabieHus BBIPAXEHHOCTH Hecneuupuueckux
no6ounsix 3 dexros Tepanuu. B 1997 roay npenapar
o611 0100peH B CLLIA aiist 1eyeHus 1enpecCuu U reHe-
pajiM30BaHHOTO TPEBOXKHOTO paccTpoiicTea. B 2003
rogy ero ObLIO pa3pelieHo MCMoJb30BaTh B TEPANnH
COLMANBHOTO TPEBOXKHOIO paccTpoiicTsa, a B 2005
rojay — MaHW4ecKoro paccrpoiicrsa. Bennapakcun
NPOJOHTMPOBAHHOTO AEHCTBUA Obla paspelieH s
npumenenus B EBpone. Hekoropeie ucciaenoBarenu
yKa3blBaJii, YTO MPOJIOHTMpOBaHHas (opma BeHIa-
dakcuna, npeuiokerHas komnauuei Wyeth, nmena
Henocrtatku [1]. [ToaTomy M3yueHHE BO3MOXKHOCTH
CO3J1aHUsl HOBBIX MEPOPaIbHBIX MPOJOHIMPOBAHHBIX
dopm BeHnadakcuHa npoaomkaercs 10 cux nop [1, 2,
6, 25, 32, 49, 54, 55, 67, 83, 91]. Bo BTOpPOM Z1€CATH-
netud XXI Beka npearnpruHUMaINCh MOMNBITKH CO31aHHs
NPOJIOHTHPOBAHHBIX MEPOPATBHBIX (HOPM MHIHALK-
npana [65, 66, 80] u ne3Bennadaxcuna [22]. AKTUBHO
U3y4aauch Y3GpHEeKTUBHOCTD U MEPEHOCHMOCTD TEPATnH
BeHIa)aKCHHOM M MHJITHALMIIPAHOM IPHU aJibTepHa-
THUBHBIX Cnoco0ax MX BBeACHHS (MHTpaHa3albHbIN,
TpaHCAepMalbHbIiH, MAPEHTEPAIbHbIH), B TOM YHCIIE C
LEJbI0 yy4llleHUss OMOAOCTYTHOCTH.

CoBpeMeHHasi ICUXHATPUs pacnojaraeT LHPOKUM
apCeHalOM aHTHENPECCAHTOB, Pa3/IMYAIOIIUXCS MO
HEHPOXUMHYECKOH M KJIMHHYECKOHW aKTHBHOCTH.
WNHruOuTopsl 00paTHOrO 3aXBara CEPOTOHMHA U HOpa-
npenanuna (MO3CH) 3ansiv cpeau HUX J0BOJIbHO
MPOYHOE MOJOKEHHE M B HACTOsAIIEE BPEMS O4YE€Hb
NONYJISPHBI IPU JICYEHUH JENPECCHU. DKCEPUMEH-
TajibHOE McclienoBaHne Y(P(HEKTOB ITOH rpymIbl aHTH-
JENpPecCaHToOB MPOJAOJIKAETCS 3 NeCATHIETHS, A B
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MpeacraButTenu MHrAMGMTOPOB O6paTHOro 3axBaTa CEPOTOHUHA U HOpaApeHanuHa, UCNonb3yLWMecs B KNUHUYe-
CKOM npakTuke

ﬂ L. . ) OaHO U3 NepBbIX YNOMHHAHHMIT
pe/CTaBUTEllb, CTPAHA CO3/IaHMS H o g Hauasno npumenenns | Hauano npumeHenus
] B Hay4YHOI1 NepHOAHYECKOH
(hapmaneBTHYECKas KOMIIAHUS-CO3/1aTellb B EBporne (rox) B CLLIA (rox)
neyatu (rom)
Bennadakcun, CILIA, Wyeth 1985 1993 1993
Munnauunpan, ®panuus, Pierre Fabre 1985 1997 2009*
Jynokcerun, CLLA, Eli Lilly 1993 2004 2004
Jle3sennagaxcun, CLLIA, Wyeth 1991 HE paspelueH 2008
ﬂeBOMMnHauunp_aH. ®panuns u CIIA, Pierre Fabre u 2010 He paspemen 2013
Forest Laboratories

[pumeuanns: * — TojbKO JUIs JIeuenus GubpomMHanrum.

KJIMHUYECKOH MPaKTUKEe OHU MPUMEHSIOTCS 25 JeT.
Uctopus MO3CH menee Gorara coObITUSIMHU, YEM
ucropus ux npeawecrsenunkos — CUO3C!. Oanako
M OHA MepexkHia Leblid psil MHTEPECHBIX NMEePUO/I0B:
(GbopMyUpoBaHHE TEOPETUYECKUX OCHOB ISl TOUCKA
AHTUAENPECCAHTOB «/IBOMHOI0» NEHCTBUSA, CO31aHUE
1 ObICTpPOE BBEJEHUE B MPAKTUKY MX MEPBBLIX Mpej-
CTaBUTeseH, NOSBIEHUE HAJEK/bl HA JOCTHIKEHHUE
HOBBIX PE3yJIbTaTOB B TE€parnvH JENpecCUu, HEOHO-
3HAYHOCTb OLEHOK Y(P(PEKTUBHOCTH JIEYEHUS HA MOCT-
MapKETHHTOBOM JTare Ucciael0BaHuii, 0100peHue s
MPUMEHEHUS 32 TPAHULIAMH [ICUXUYECKOH MaTOJIOrUH.
Awnanu3s cobsituit ucropuu MO3CH sipko neMoHcTpu-
pyer poJb (hakTopa KOH(IMKTa HHTEPECOB B MpOLIECCE
OLIEHKH KJIMHUYECKUX 2(P(PeKTOB U ogoOpeHus ais
npuMeHeHus pernoHanbHbiMU (EBpona unu CeBepHas
AMepuka) opraHaMH-peryiasaTopamMu ¢gapMaieBTH-
4YEeCKOro pblHKa. BbIBOJbI, KOTOpBIE ObLIN CAEIaHbI
13 ucrtopuu usydenus spdexros MO3CH, oruactu
CTHUMYJIMPOBAJIM UCCIIEI0BATENEH K CO3/1aHUIO0 HOBOTO

MOKOJICHUSI aHTH/IENPECCAHTOB KTPOMHOI0» J1I€HCTBHS,
OJHOBPEMEHHO MHTHOMpPYHOIMUX 0OpaTHBIM 3axBar
CepOTOHMHA, HOpaJApeHalrHa U J10(aMuHa U HE BIIUS-
IOLIMX HA Jpyrue HeMpoMeauaTopHble CUCTEMBI, U K
CO3/1aHUI0 FIKCIIEPUMEHTAIbHBIX ITTyTaMaTepruyecKux
CPEACTB C LEJIbIO UX MPUMEHEHUs NPU Pa3IUUHBIX
NCUXUUYECKUX U HEBPOJOTrHUYECKHX PacCTPOMCTBAX.
Xots B Poccum B HacTosiiee BpeMsi UCNOJb3YyeTCs
Bcero 3 npeacrasutens MO3CH, ucropuueckuit
aHaau3 MokKasal, 4To 3Ta rpynna aHTUAENPEeCCaHTOB
0oJiee MHOrOUMCJIeHHA (Tadnuia).

3anenenue agmopa o Kongukme unmepecos: ucmo-
pudeckull IKCKypc 6vl1 n002omoseaeH npu noooepiucke
¢dapmayesemuueckoii komnanuu AO « Opeanuxay (Hoso-
Ky3Heyk, Poccus) — npoussooumens omeuecmeennoco
2eHepuka eennagparkcuna «Bennagaxcun Opeanukay.
Asemop 6nacooapum koanexkmue AO «Opeanuka» 3a
HeeMeuamenbCcmeo 8 npoyecc NOO20MOBKU ABMOPCKO20
MeKCma u 3a HeeHeceHue nPpasok npu e2o NyonuKayuu.
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AHTUOENPECCAHTbI - UHTUBUTOPbI OBPATHOIO 3AXBATA CEPOTOHUHA U HOPAOPEHANUHA:
30-JIETHAA UCTOPUA

0.C. Oanunos

Ha ocHOBaHMM aHajH3a JIMTEPATyPHBIX MEPBOMCTOYHHKOB BIIEPBbIE
NPOBOAUTCS NOAPOOHAs CHCTEMaTH3alus AaHHbIX 00 HCTOPHH AHTH-
JIENPECCAHTOB TPYINbl HHIMOMTOPOB OOPATHOrO 3axBara CEPOTOHHHA H
HOpaJpeHaauHa. B MCTOpHYECKOM KOHTEKCTE OMHCHIBAIOTCS TEOPETHYECKHE
TNPEANOCBUIKH JUIS UX co3anus. [TpuBOAATCS XPOHOJIOrHYeCKHe JaHHbIe
O CHHTE3€ W BBE/ICHHHM B MPAKTHKY WX MpeACTaBHTENeH. AHaNIU3UpyeTcs
UCTOPHS KIIMHUYECKOH OLIEHKH CHJIbI MX aHTH/ICNIPECCHBHON aKTHBHOCTH,
3(HEKTHBHOCTH NMPH TPEBOKHBIX PACCTPOHCTBAX H CIOCOOHOCTH OCIA0NIATH

60:1b. ONUCHIBAIOTCS HOBBIE HATIPABICHHS B ICHXO(APMAKOJIOTHH, Pa3BUTHE
KOTOPBIX OTHACTH OBIIIO CTHMYIHPOBAHO MOSABIEHHEM HHIHOHTOPOB 0Opar-
HOTO 3aXBaTa CEPOTOHHHA W HOPAAPEHAIHHA.

Ku1i04ueBbie cJ10Ba: aHTHICTPECCAHTBI, HHTMOHUTOPBI 00GPAaTHOTO 3aXBaTa
CEePOTOHMHA H HOPAJIPEHAINHA, AHTH/IETIPECCAHTHI «IBOHHOTO» MEXaHH3Ma
JefcTBUSA, BeHIadaKcHH, MHJITHALMIIPAH, AyJI0KCeTHH, Je3BeHIadakcHH,
JICBOMHITHALIMIIPAH, HCTOPHS MCHXO(APMAKOIOTHH, HCTOPHS ncHXxodap-
MakKoTepanui.

30-YEARS HISTORY OF SEROTONIN-NOREPINEPHRINE REUPTAKE INHIBITORS (SNRI
ANTIDEPRESSANTS)

D.S. Danilov

This article is a systematic presentation of data concerning history of
serotonin-norepinephrine reuptake inhibitors. The author analyses the literary
sources and looks at theoretical prerequisites for development of the SNRI
antidepressants. The article contains chronological information about synthesis
and use of these medications as well as information about potency of their
antidepressive effects and their efficacy in anxiety disorders and pain reduction.

The author describes the new directions in psychopharmacology that appear to
be associated with development of serotonin-norepinephrine reuptake inhibitors.

Key words: antidepressants, serotonin-norepinephrine reuptake
inhibitors, ‘dual’ effect antidepressants, venlafaxine, milnacipram, duloxetine,
desvenlafaxine, levomilnacipram, history of psychopharmacology, history
of psychopharmacotherapy
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