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CLIA

BBenenne

Haubouee yacto ncnosip3yeMbiM KputepreM dhdek-
TUBHOCTH JIEYEHUS aHTUAETIpeccaHTaMu siBisieTcst 50-
MIPOIIEHTHOE CHM)KEHUE OT MCXOIHOW OLEHKH IO IIIKa-
ne genpeccun ['amunberona (HRSD) (11, 30). bonee
TOYHBIM TOKa3aTeleM CIY)KUT UX COCOOHOCTh BBI3bI-
BaThb PEMHUCCUH — KIIMHUYECKUE COCTOSHHS, XapaKTe-
pH3yeMble MUHUMaJIbHON pe3uayalbHONH CHMITOMATH-
KOH (Hampumep, MeHee 7 0aoB 1o 17 myHKTaM Ika-
a1 'amunerona) (18). CocTossHHE MaIMEHTOB,
BBIBEJICHHBIX B TOJHYIO PEMHCCHIO, 000CTpsieTcs C
MeHblIell BeposTHOCTBIO (17, 41), 1 OHM ycrienmiHee
OCYILECTBIISIOT CBOM colManbHbie QyHkuuu (24), no
CPaBHEHMIO C MAaLUEHTaMH, HE JOCTUTIUIUMH COCTOSI-
HUsI peMuccHi. [laHHOE cOo0OIIeHNE OTpaKaeT pe3yib-
TaThl CYMMapHOTO aHalii3a PEeMHUCCHIl MpH JeUeHUU
BeHIaakCMHOM ™" ¥ TpeMsi CEIeKTHBHBIMH HHIHOUTO-
pamu oOpatHoro 3axBaTta ceporonuHa (CHMO3C):
(hITyOKCETHHOM, MapOKCETHHOM, (uryBokcaMuHOM. OHO
OCHOBBIBAETCS HA UCTOpHsX Oomne3Helt 2 045 marpeHToB
C JIeTpeccueil, B3SIThIX U3 BOCBbMHU COOTHOCHMBIX paH-
JIOMHU3UPOBAHHBIX KOHTPOJIUPYEMBIX HCCIEIO0BAHUM.
MBbl HHULIMMPOBAJIM 3TOT aHAIM3 C LENbI0 MPOBEPUTD
TUIIOTE3y O TOM, YTO MallMeHThI, PUHUMAIOIINE BeHIa-
(bakcHH, MFHITMOMTOP OOpaTHOTO 3axBara CEPOTOHHHA U
HOpaZpeHaINHa, C OONbIIEH BEPOSITHOCTBIO JOCTUIAIOT
pemuccu, yem npunumatonie CHO3C.

MeTton

HccrnenoBanue BKIIOYAET AAHHBIC O MAIlMEHTaX C
JIETIPECCHUEH, yIacTBOBABIIINX B BOCEMHU PaHIOMHU3UPO-
BaHHBIX JBOWHBIX CJIETIBIX MCCIIEOBaHUSIX TI0 CPaBHE-
o Bennadakcuna u CUO3C. Pesynbrarsl ueTbipex
U3 DTHUX UCCIIENOBaHMMA ObLIN OMyOnuKoBaHsl (9, 14, 34,
38). Pe3ynbrarhl AByX HCCeIOBaHUN OBIITH TPEICTaB-
JICHBI B BHJIC TIOCTEPHBIX COOOIIEHUI U OIyOJIMKOBA-
HBI B COKparieHHoM Bune (35, 37). JBa npyrue uccie-

" PacuinpenHblit pedepar crarbu, onyOnnkoBaHHOH B Br. J.
Psychiatry. — 2001. — Vol. 178 — P. 234-241, npenocrasieH s
nyonukauny komnanueit Egis (Benrpus).

** B Poccuu 3aperHCTpUpOBaH 1oy HazBaHueM Bemakcua®, tab-
netku 37,5 u 75 mr (puM. pen.)
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JIOBaHUS OITyOJIMKOBAaHbI He ObLTH (McchenoBanus 347
u 349; naHHbBIe colepKaTCs B JJOKYMEHTAIMU JIabopa-
topuii Wyeth-Ayerst, ®unanensdus, CIIA). Haznaga-
JIUCh CJIEAYIOUINE NTO3WUPOBKU: BeHmadakcuH 75—
375 mr/cyT; BeHnadakcuH-petapn 75-225 mr/cyT; ¢ury-
okcetuH 20-80 mr/cyT; mapokceTun 20—40 Mr/cyT;
¢myBokcamun 100-200 mr/cyT. YeTsipe ucciaenoBaHus
BKJIIOYAJIM KOHTPOJBHYIO TPYIIITY, MOTYYaBIIyIO IIale-
60 (34, 35, 37, 38). Bce uccrnenoanwmsi ObITH 0M00pe-
Hbl KOMUTETaMH MO TUKE U NMPOBOJUINCH B COOTBET-
cTBUM ¢ XeJIbCUHKCKOW Jlexknapauuein U nonpaBKamu
K Hel. Bee manuenTs! 1aBasiv muchbMeHHOE MHGOPMU-
pPOBaHHOE COIVIACHE HA Y4YacTHE B UCCIENOBaHUU. Xa-
PaKTEPUCTUKH UCCIICIOBAHUI CyMMUPOBaHbI B Ta0J. 1.

ITanueHTHI

B nccnenoBanue BKIOYaINCh MalMeHTH! cTapie 18
JIET, €CJIM UX COCTOSHUE TMOAXOIMIIO TI0 KPUTEPHUAM K
oonemioit nenpeccun (DSM-III-R) wim Gonbimomy ner-
peccuBHOMy pacctpoiictBy (DSM-1V) (2, 4) npu nas-
HOCTH 3a0oJeBanus He MeHee |1 mecsna. Beero 6pu10
68 craumonapueix (9) u 1 977 amOynaTopHbIX MaLu-
€HTOB; BCE MAIMEHTHl HACUUTHIBAIN KaKk MUHUMYM 20
6ammoB o mkane ['amwmierona (HRSD) (19) wm 25
o mkane Moutromepu-Acoepra (MADRS) (25) Ha
MpeaBapuTEIbHOM M MCXOAHOM dTanax (1-i neHb wmc-
cieoBanus), ¢ He Oonee yeM 20% CHUKEHHEM BBIpa-
KEHHOCTH JIETIPECCHN MEXIY IBYMs aTanamu. llanuen-
Thl ¢ KIIMHUYECKU 3HAYUMBIMU HapYIICHUSIMH PaOOThI
CePIEeIHO-COCYIUCTOM, MOUYEBBIBOIAIICH 1 renaro-ou-
JUApHOM CHCTEM, CTpajalolIie CyIOPOKHBIMH TpH-
najkaMu, 3J10yNOTPeOIIsBIINE AJIKOTOJIEM MM HapKoO-
TUKaMH, C KITMHIYECKH 3HAYUMBIMH HapyIICHUSMH TIPH
o6mem obcnenoBanun (OKI, mabopatopHsie mokaszare-
JIM) U3 UCCIIEe0BAaHMs MCKIIOUANUCh. [lanmenTsl ¢ no-
BBIIIEHHOW YYBCTBUTENBHOCTHIO K MCCIIEAYEMBIM TTpe-
rnaparam HJIHM IOJTy4YaBIIe TH Mperaparbl WA aHTH-
MCUXOTHYECKYI0 Tepamnuio B TeyeHue 30 gHeEH,
naruouTopel MAO B Teuenue 14 qHEH, wim Apyrue aH-
THACTIPECCAHTHI, aHKCUOJUTUKHU, CEIaTUBHBIC HIIH
CHOTBOPHBIE MpenapaTsl, APyrue mpenaparbl ¢ NCUXo-
TPOIHBIM JIECTBHEM B T€UeHHE 7 JHEH J10 UCCleno-
BaHUS TAKXKe MCKIIOYAIHCh. XJopairuapar (Makcu-
MyM 2 000 mr) win Temazenam (20 mr) ObuIH paspe-



Tabruya 1

UccnepoBaHus, BbiGpaHHbie ana aHanusa (pemuccum no HRSD ) (n=8)

MccnepoBaHue Mpenapat [o3unpoBku KonuyectBo nauymeHToB Mpopomkutens-
(cpepHve) B MccrnenoBaHum HOCTb NneyeHus
Bcero (n=2117)/ Bknto4eHHbIx (n=2045) (Hepenwn)

Rudolph & Feiger, 1999| BennadakcuH-petapg | 75-225 wmr/cyt (175) 100/95 8
(WUcecnepmoanue 211) driyokceTnH 20-60 mr/cyT (47) 103/103

Mnaue6o 98/97
Silverstone et al., 1999 | BennadakcuH-petapa | 75-225 mr/cyTt (141) 128/121 82
(Mceneposanue 360) driyokceTnH 20-60 mr/cyT (40) 121/114

Mnaue6o 118/118
Salinas et al.,1997 BeHnacakcun-petapg, |75-150 mr/cyt (75/150)1 165/161 8
(NccneposaHne 367) MapokceTnH 20 wmr/cyT (20) 81/80

Mnauebo 83/82
Rudolph et al., 1998 BennadakcuH 75-375 wmr/cyT (318) 156/144 6
(NccneposaHne 372) PdryokceTuH 20-80 mr/cyT (NA) 152/146

Mnaue6o 152/149
Clerc et al., 1994 BeHnadakcuH 100-200 mr/cyT (199) 34/33 6
(Mcecneposanue 340) driyokceTnH 20-40 mr/cyt (NA) 34/34
Wceneposanune 3473 BennadakcuH 75-150 mr/cyt (NA) 77177 6

dnyBokcaMuH 100—200 mr/cyt (NA) 34/34
Dierick et al., 1996 4 BennadakcuH 75-150 wmr/cyT (112) 153/145 8
(WUcecnepmoBanue 372) driyokceTnH 20 mr/cyT 161/157
WccnenoBanue 3493 BennadakcuH 75-150 mr/cyT (NA) 82/75 8
[MapokceTuH 20-40 mr/cyt (NA) 85/80

IIpumeuanue:

1. UccnenoBanue BKiIOYANo (UKCUPOBAHHBIE 03kl 75Mr/cyT U 150 Mr/cyT BeHyadakcHHa-peTapi;
2. WccnenoBanue mpoaomKanoch 12 Heienb, HO Pe3ylbTaThl MIPEICTABICHBI TI0 COCTOSIHUIO Ha 8-0H Hezene (Ui COMOCTaBUMOCTH);
3. Heony0nukoBaHHbIe naHHbIe (MccrnenoBarensekuil otaen Wyeth-Ayerst, ®unanensus).

IIE€HbI KaK CHOTBOPHbIE. Tabu1. 2 WILTIOCTPUPYET COLU-
alIbHO-ZIeMorpaduieckne U KINHNYECKUE XapaKTepH-
CTHKH JI0 Hayaya JISYeHHs B 0O0Iel BRIOOpPKE.

Hccnenyemble mpenaparsbl

Ha npotsbkeHnn IBOWHOTO CIENOro UCCIEHOBAHUS
MalMeHTHl OBl PaHIOMHU3UPOBaHbl HA JIEUEHUE BEH-
nadakcuaoM (n=865), CUO3C (dyokceTnH, n=563;
napokceTuH, n=160; ¢ayBoxcamun, n=34) nnu mare-
00 (4 uccnenoBanusi, n=450) CyTOYHBIMU TO3UPOBKA-
MU, [IOKa3aHHbIMH B Tabi. 1.

Tabnuya 2
Ba3oBble xapakKTepUCTUKUN BKJIIOYEHHbIX NaLUEeHTOB
(n=2045)

XapaktepucTtuka Bennacakcun | CMOS3C | MNnaue6o

(n=851) (n=748) | (n=446)
CpeaHun Bo3pacrT,
rogbl (s.d.) 42(12) 42(13) 41(11)
My>XUMHBIKEHLUHDI,
% (s.d.) 65/35 64/36 62/38
O6wwuin cpegHuit 6ann
HRSD21 (s.d.) 26(5) 26(4) 26(4)
O6wwuin cpegHui 6ann
MADRS (s.d.) 31(5) 31(5) 30(5)
CGI-S 6ann>4 (%) 53 53 36'

[Ipumeuanue: Mccnenosanus ¢ miaanedo ropasno pexe
BKJTFOYaJ M nanueHToB ¢ 6amiom mo CGI-S>4 (p<0,01). B
1a11e00-KOHTPOIUPYEMBIX MCCIEJOBAHUSIX PA3IHINN MEXKIY
rpynmnamu He ObU10; S.d. — CTaHAAPTHOE OTKJIOHEHHE.

Ouenka 3¢ ¢pekTUBHOCTH M 0€30MACHOCTH

Ilepen HavanomM OBOMHOTO CIENOTO MCCIEIOBAHMS
MaIMEHTHI ObLJIM MPOTECTUPOBAHBI 110 IKaIaM [ aMHJIb-
toHa (HRSD) (19), Montromepu-Acoepra (MADRS)
(25) u o llkane 00MmIET0 KIMHUYECKOTO BIIEYATICHUS
— msokectr 3a0oneBanus (CGI-S) (27). OTH ke OlLCHKH
MIPOBOAVMIINCE Ha 7-H, 14-#, 21-#, 28-i1, 42-i u, ecnu
OBLTIO BO3MOXKHBIM, Ha 58-1 JIeHb JieueHus. Pemuccus
MPU3HABAJIACH JIOCTUTHYTOM MPH 7-MH M MEHee Oajuiax
o 17 mynkram mkanel ['amunsTona (19).

BrIBOIIBI 0 0€30MACHOCTH M TIEPEHOCUMOCTH JIeNa-
JINCh HAa OCHOBAaHWM HEOJATOMPUATHBIX COOBITHUH,
MMEBIIINX MECTO Ha MPOTSHKEHNUH JIEUSHHS, a TaKXKe Ha
OCHOBAHHMM COMAaTUYECKOTO 00CIeOBaHUS, KU3HEH-
HBIX nokazaressx, DKI' B 12 oTBeneHusIX, JabopaTop-
HBIX TIOKa3aressx. B aToM coolmieHnn paccMmarpuBa-
FOTCS TOJIBKO MPOTOPIIMY MTAIMEHTOB, UCKITIOYEHHBIX U3
UCCIIEIOBAHUS MO0 MPUYUHE TTOOOUYHBIX NEHCTBUN WU
HEJ0CTaTOuYHON 3((EKTUBHOCTH TIPEIIapaToB.

CraTucTHYECKHIT aHAJ N3

AHaynzy nojasepriiach BbIOOpKa MaLMEHTOB, KOTO-
pble MOMY4YHIN X0Tsl Obl OJHY JO3MPOBKY IMperapaToB
U TIPOILIN XOTS OBl OJTHO TeCTHpOBaHMe Mo mikane ['a-
MWIbTOHA. PeMuccun oOCUMTHIBAINCH NPU [TOMOLIH
LOCF, MeTona, yuuTHIBAIOIIETO PAHO BHIOBIBIIMX I1a-
uMeHToB. [lapHble cpaBHEHUS YPOBHS peMHCCHI ObUTH
MPOBEJIEHBI MpU MOMOIIU TecTa Duinepa. PesynbraTs



MPU3HABAIUCH A0CTOBEpHBIMU ITpH p<0,05. 95% nose-
pUTEIbHBIE MHTEPBANbI AJIS1 Pa3HOCTEH B YPOBHAX pe-
MHCCHI MEXy TpyIIaMy ObUTH MTPOCYUTAHBI TSl BCEH
BBIOOPKH B Ka)KIIOM WHTEpBasie. Paznuiia ypoBHeH pe-
muccuit mpu 95% noeeputearHoM mHTepBase (33)
Obu1a mpocuntana s Bennagpaxcuna uiaun CUO3C vs.
miare6o u it Bernadakcuaa vs. CMO3C. OnHopon-
HOCTB MOJSYYEHHBIX PE3YJIbTaTOB AJISl Pa3HbIX UCCIIENO0-
BaHMH OblJla IpOBEepeHa MpH momoiy tecra Breslow-
Day (8).

C uenbio MOATBEPAUTD O0IIUE PE3yAbTaThl ObLT MPO-
BEJICH aHaJlM3 Pa3IMYHBIX MMOATPYII, BKJIIOYAs HCCIle-
JIOBaHUSI C MCTIOIh30BaHMEM BeHIa(akcuHa U BeHIadak-
CHHa-peTap, Iane00-KOHTPOIUPYEMbIE HCCIEI0BaHMS,
OJIHO CTalMOHApHOE W 7 aMOyIaTOPHBIX MCCIIEIOBaHMM
¢ IpUMeHeHneM (ITyOKCETHHA B CPAaBHEHWH C IPYTUMHU
CHO3C. JlonomHUTENEHBIMI METOJAMH CPaBHUBAJINCH
QJIbTEPHATUBHBIC MPU3HAKK PEMUCCUU JUIS TTOATBEPXK-
JeHNs] JOCTOBEPHOCTH PE3yNbTaToB. TaKOBEIMU OBLIH:
HRSD21<7, HRSD21<8, HRSD21<10, HRSD17<10 +
CGI=1, MADRS<10, u ymenbiienue 6amioB va >50%
oT ucxonHoro ypoHss HRSD21. AHanu3 4yBCTBUTEINb-
HOCTH ITPOBOIMWIICS OYEPEIHBIM HCKIIOUYEHHUEM KaKIo-
IO HCCIIENIOBaHUs U3 001eii BeIOOpKH (42).

Pesyabrarsl

Cpenu 2 117 nabpaHHBIX manueHToB, 2 045 Obuin
BKJIFOUEHBI B KIMHUYECKUH aHaiIu3 BeHiadaKchHA,
Bersadakcuna-perapa (n=851), CUO3C (n=748) u
rutane6o (n=446). Pe3ynpraTel 0HOTO U3 HMCCIEN0BaA-
HuH (27 manueHToB) OBLIM MCKIIOYEHBI 10 TPOBEe-
HUS aHaJln3a, TaK KakK JOCTOBEPHOCTh JaHHBIX HE MOT-
na ObITh MpoBepeHa. Bce mposedeHHbIe TPYIILI HA
WCXOAHOM dTale WMeNW OJAWHAKOBBIE MOKa3aTelu
(Tabm. 2). OnHaKo, MAIUEHTHI, BKJIFOYCHHbIE B 4 TiTa-
11e00-KOHTPOJIMPYEMBIX UCCIIEIOBaHMsI, UMETH 3HAuu-
TETHHO MEHEE BBIPAKEHHYIO NETPECCUBHYIO CHMIITO-
MAaTHKY.

Hmozoevie noxkazamenu pemuccuii cocmasunu 45%
ona eenaagaxcuna (382/851), 35% ona CHO3C (260/
748) u 25% ons nnayebo (110/446). Pasnuya ons een-
nagpaxcuna vs. CUO3C, gennaghaxcuna vs. niayedo u
CHO3C vs. niayebo Ovina cmamucmudecku 00Cmo-
seproti (p<0,001 ons ecex conocmasnenuii).

ExeHenenbHble cONOCTABICHUS [TOKa3aHbl Ha puc. 1.
Bennadakcun okazancs cratuctudecku oonee s dex-
TuBHBIM, YeM CHMO3C, HauuHas co BTOPOU Henenu
JIEYCHUSI.

Pesynbrarel BOCbMHU pa3HBIX MCCIIEAOBAHUH MOJBE-
IeHbl B Taba. 3. B 4MCTOM BBIpOXEHUH MOKA3aTENIN
pemuccun BapbupoBanu ot 1,0 go 3,5, ¢ npeBocxoa-
ctBoM B 1,5 (95% noBeputenbhblii naTepsan 1,3—-1,9).
Taxum obpazom, nabniodanrocs 50-npoyenmiuoe npesoc-
X00CmB0 8 8ePOAMHOCU O0OUMbC PeMUCCUL NPU Jie-
uenuu genaaghaxcurom, no cpasneruio ¢ CHO3C. Tec-
THPOBAaHHE HAa TOMOTEHHOCTb HE BBISIBHJIO CyIlle-
CTBeHHOM pasuusl (*=8,63, d.f.=7, p=0,28). Ananus
Ha YyBCTBUTEIBHOCTH TAKXKE MOATBEPIMII, YTO 3HAYH-
Moe pazinune Mexay BeHiaadakcuaoM u CUMO3C He
BBITEKAJI0 U3 KAKOTO-THOO OIHOTO WCCIIEAOBAHUS.

Puc. 2 nemoHCcTpUpYeT pe3ysbTaThl CPaBHEHHUS pa3-
JUYHBIX MOArpyni. Pazmuuus Mexay BeHIapakcHHOM
n CMO3C ObLM CTaTUCTHYECKH 3HAYMMBIMH 71 BCEX,
3a UCKIIIOUYEHHEM OfHOW moarpymmsl. CornocTaBieHue
Bennagakcuna 1 CMO3C 6e3 rpynmsl mianedo B 4-x
WCCTIEIOBaHNAX HE OBLIO CTaTHCTUYECKH 3HAYMMBIM
(p=0,055).

Puc. 3 nmpuBOIUT pe3ynbTaThl B COOTBETCTBHE C MHO-
KECTBOM JIPYTUX allbTepHATHUBHBIX KpUTEpHeB. BHe
3aBHCHMOCTH OT MCIIOJIb30BABLIETOCS ONpeAeIeHHUS,
BeHyiaakCHH ObLT 3HAUUTEIHHO 3 dexkruHee CMO3C
n CHO3C — s¢pdexruBree mmaredo.

Bcero 83 nmammenra (9%) ObLIM UCKITFOYEHEI T10 TTPH-
YHHE MOOOYHBIX JICHCTBHIA BeHnadakcruHa, 57 nanueH-
TOB (7%) — mobounsx aeiictBuii CUO3C u 10 mamm-

Tabnuya 3
Pemuccum (%) v KkonmyecTBeHHble COOTHOLUEHUS AN CPaBHEHUs (HRSD17)1
WccneposaHue Pemuccumn (%) CoOoTHOLLEHne
BennadakcuH CHO3C Mnaue6o BennadakcuH | BeHnadakcuH CHnosC
vs. CNO3C vs. nnauebo | vs. nnauebo
Rudolph & Feiger, 1999
(Mccneposanue 211) 42 23 23 2,4 2,5 1,0
Silverstone et al., 1999
(WccnepoaHne 360) 29 28 14 Il 2,4 2,3
Salinas et al., 1997
(Wccneposaxune 367) 493 36 38 1,9 1,6 .1
Rudolph et al., 1998
(Study 372) 44 34 23 1,5 2,5 1,7
Clerc et al., 1994
(MccnepoBanue 340) 55 26 - 3,5 - -
Wccnenosanue 3472 51 35 - 1,9 - -
Dierick et al., 1996
(Wccneposanune 348) 52 45 - 1,3 - -
Wccneposanune 3492 35 35 - 1,0 - -
CpeaHue BeNnynHbI 45 35 25 1,5 2,2 1,4

IMpumeyanue: 1. TpuBeneHHOe KOMMYECTBO PEMUCCUH OTPAXKAET BKIOYEHHBIX mannenToB (HRSD & <7), mosToMy ¢ MCTOYHMKOM
pe3ysbTaThl MOTYT pasHHUTHCS;, 2. HeomyOmkoBaHHbIe naHHBIE (MccienoBarenbekuid otnen Wyeth-Ayerst, dunanensdus); 3. Pemucenn y
BKJIFOYEHHBIX B MCCIIEJIOBAaHUE MALIMEHTOB NpH 103e 75 Mr/cyT BeHnadakcuHa coctaBuii 47% u B no3e 150 mr/cyt — 51%.
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Puc.l. Yacmoma pemuccuu (HRSD, <7£95% Ooeepumenvnolii unmepean) 0ns 6cex ucciedo6anuii N0 CpasHeHuIo 6eH1APaKcuna

(uepnvim), CHO3C (cepvim) u niayeoo (6envim): *p<0,05, sennagarkcun vs. CHO3C; 'p<0,05, sennagarxcun vs. niayebo; "p<0,05,
CHO3C vs. naayeoo, $p<0,001, CHO3C vs. niaye6o, p<0,001, sennaparcun vs. CHO3C, "p<0,001, sennragpaxcun vs. niayeto.
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BeHnadakcuH- Bennadakcud bes nnaugbo  Mnauebo  CraumoHap AmbynatopHo @nyokceTu bes dnyokcetnHa
petapa

T

Puc. 2. Yacmoma pemuccuu (HRSD, <7+95% Ooeepumenvnviil unmepean) 6 pasnuunvix ucciedosanusax. *p<0,0009 (uccnedosanus
sennagparxcuna-pemapo), p=0,003 (uccredosanus eennagparcuna) u p=0,0003 (uccnedosanus ¢ niayebo) (6ernvim), eHrapaxcum
(uepnvim) vs. CHO3C (cepvim),; 'p<0,001 (uccnedosanus eéennagpaxcuna u niayebo), sennagaxcun vs. niayebo (6envim); 'p=0,028

(uccnedosanusn eennagarcuna u niayebo), CHO3C v. niayebo, *p=0,055, sennagaxcun vs. CHO3C; p=0,026 (uccredosanus 6
cmayuonape), éennagparcun vs. CHO3C; "p=0,002 (ambynamopnvie ucciedosanus), sennagarcun vs. CHO3C

Hemission rate (%)

HRSD,,<7  HRSD,,<10  HRSD,<7  HRSD,<8 HRSD,<50% HRSD,<7 MADRS<10 HRSD <10

17— 21— 21— 21— 2 177

CHUXEeHne CGl=1
Kpurepun pemuccun
Puc. 3. Hmozosoe wacmoma pemuccuil, ucxoos uz pasiudnsix kpumepues.: *p<0,001, CHO3C (cepoim) vs. niayebo (6envim); 'p<0,001,
sennagarcur (veprwvim) vs. CHO3C; 'p<0,001 sennapaxcun vs. niayebo, Sp=0,023, sennapaxcun vs. CHO3C; p=0,014, éennagparcun
vs. CHO3C
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eHToB (2%), momy4daBmmx 1uranedo (mo tecty durre-
pa, p=0,001, Bernadaxcun vs. mianedo u CUO3C vs.
iane6o; Bennadakcun vs. CMO3C, p=0,185). Becero
33 u3 895 (4%) manumeHToB, MOTyYaBIINX BeHIadak-
CHH, OB MCKJIIOYEHBI M0 MPUYMHE HEIO0CTATOUHOU
addexTuBHOCTH, TIpH 46 U3 769 (6%), NPUHIUMABIINX
CHO3C, u 63 u3 453 (14%), npuHIMAaBIIUX TUIAEeb0
(Bennadakcun vs. CUO3C, p=0,037; Bennadakcus vs.
wiane6o, p=0,001; CUO3C vs. manebdo, p=0,001).

Oo6cyxaenue
Bcee in anTHAENpeccaHTbI OMUHAKOBO (P (PeKTUBHbI?

YacTo moCTyIupyeTcst, YTO pa3InvHbIe KJIACCHI aH-
TUJENPECCAHTOB OAMHaKoBO 3¢ dexTuBubl (3, 11).
OpnHako, METOAMKA MPOBEIEHUS PaHAOMHU3UPOBaH-
HBIX KJIMHUYECKHUX HCMBITAHUN [1€JaeT UX OTHOCH-
TEJIbHO MAJIOYyBCTBUTEIBHBIMHA K BO3MOXHOW pa3HH-
1€ MEXAy aKTUBHBIMHU aHTHAemnpeccanTamu (40).
UccrnenoBanus peako CpaBHUBAIOT TpyNIbl Ooiiee
yeM u3 120 manMeHTOB, YTO HE MO3BOJISIET CTATHC-
THKE 3a)UKCUPOBATh CKPOMHYIO, HO KIMHUYECKH
3HauYMMYy10 pasHuly. K ToMmy ’xe, MHOIOLIEHTPOBEIE
HCTBITAaHHUS MOTYT UMETh MEHBIIYI CTAaTUCTHYEC-
KYI0 CHJTy M3-3a JOCTaTOYHO BBIPAXXEHHOW TeTepo-
TeHHOCTH NALUEHTOB WUJIN U3-3a Pa3jIMuuil B JUArHO-
ctuke (40). Bonee Toro, cocraB uccaenyeMbIX TPy
MOJKET OKa3bIBaTh OMMCAHHOE BIUSHUE HA peajbHYIO0
a¢pdextuBHOCTE Tepanuu (31, 42).

Mera-aHanu3 NpeaocTaBiseT albTepHATUBHBIE Me-
TOIBI JJIsI CPaBHEHUSI aKTUBHOM Tepanuu. K npumepy,
IIpY IPUMEHEHUH METa-aHaIn3a K CPABHEHUIO TPULIUK-
anueckux antuaenpeccantoB 1 CUO3C obnapyxu-
Jach pa3HUIla B MOATPYMIIAX CPaBHEHMS, HE BUANMAs
Mpu KadecTBeHHOM aHanu3e (5, 16). OqHako, MoCcKomb-
Ky CTaTHCTHYECKas JIOCTOBEPHOCTb TPaAUIMOHHOIO
MeTa-aHaJIu3a OMpPEAeNIeTCs YUCIOM HCCIeIyEeMbIX
CiydaeB, JOHKHO OBITH IOCTYITHO OOJBIIOE KOJHYE-
CTBO CPAaBHMUTEIbHBIX UCHBITAaHUHU. 7151 cpaBHEHHM
HOBBIX aHTHJIENIPECCAHTOB 3TO JIOCTATOYHO 3aTPyIHU-
TeabHO. BTOpO BapuaHT, B KOTOPOM HMCHOJIb3YHOTCS
JTaHHBIE OINPEENIEHHBIX MallMEHTOB, MPOBOAUMBIX Ye-
pe3 HECKOJIBKO OTHOPOAHBIX KIMHUUYECKUX UCTIBITAHUM,
MO3BOJIIET NPOBOAUTH JIOCTOBEPHBIE MCCIIEIOBAHUS C
CYLIECTBEHHO MEHbIIEH BbIOOpKOii. Takue ucciaenosa-
HUS TPOBOJIMIIUCH C 1IEJIbI0 IOKYMEHTHPOBATh d(hdhek-
TUBHOCTh MHTUONTOPOB MAOQO mpu JeueHUH aTUIu4-
Hoii nenpeccun (31), onpeaenuTs CBSI3b MEXAY NpH-
eMoM (hITyOKCEeTHHA M CYUIUabHBIM TIoBeieHneM (7),
HCCIIeIoBaTh JIelicTBUE BeHa(akCMHA Ha apTepualib-
Hoe nasnenue (39) u npu cpaBHEHUH NICUXOTEPaNuu 1
(dapmaxorepanuu (12, 42).

Kimandeckas 3Ha4MMOCTB CyIIIECTBEHHOW Pa3HUILIBI
Mexny BeHnadakcuaom u CHMO3C 3acimyXuBaeT KOM-
MeHTapus. [Ipy TpaguIMOHHBIX KIUHUYECKUX HCITBI-
TaHUSAX AHTHAEIPECCAHTOB pa3Mep BBIOOPOK TAKOB,
YTO CTAaTUCTHYECKU 3HAUYMMbIE 3PQPEKTHI CBSI3aHBI CO
CPaBHUTEIBHO OOJBIION pasHULIEH KIMHUYECKH MOJ-
TBEP)KJIEHHBIX OTBETOB Ha Tepanuio (Hampumep, 20—
25%). Ananu3 000OIICHHBIX TaHHBIX OYEHb OOJBIION
IPYMIIBI MAIMEHTOB, HAPOTUB, OYJIET UMETh CTATUCTH-
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YECKYI0 CHIy, IOCTaTOUHYIO JUIsl paclio3HaBaHUs €jle
YIOBUMOM Pa3HMLBI B KOJMYECTBE PEMUCCHH, U OHA
OyaeT cuuTarhCsl He3HaUYUTeNbHOU (Hanpumep, 3—5%).
Pa3nunia B ypoBHSX peMuCCHil B HalIeM 0000IIeHHOM
aHaJIM3€ HAXOAUTCS MPUMEPHO MOCEPEIUHE MEXKAY
NPUBEJIEHHBIMU KPAWHOCTSIMU. YUHUTHIBAs BBICOKYIO
3a00eBaeMOCTb Jenpeccueii, 10-mporeHTHOe MpeBoc-
XOJCTBO B JOCTH)KEHUH PEMHUCCHH MOXKET UMETh 3Ha-
YUMBbIE MOCIJIE/ICTBUS /ISl 3APABOOXPAHEHHUs, 0COOEH-
HO €CJIM 3aTpaThl Ha JICYUCHNE U €T0 NEPEHOCUMOCTD CO-
otHOcuMBI. C ApYyroii CTOPOHBI, Mbl OOHAPYKUIIU, YTO
MalMeHThl, OTy4aBIIue BeHaagakcut, umenu Ha 50%
OoJbILIE 1IIAHCOB JOCTUTHYTh PEMHCCHH TI0 CPAaBHEHHIO
¢ temu, kto nonyyan CHUO3C. Bmecte 3TH nokasare-
JIU yKa3bIBAIOT Ha KIMHUYECKH 3HAYUMYIO Pa3HUILY
MEX]y JIeYeHHeM OOJBHBIX C Jemnpeccueil BeHnadak-
cunom uimn CUO3C.

CooTHomeHne ¢ (apMaKoJOrH4YeCKHMH
MeXaHu3MaMu

Cuutaetcs, 4yto 0ojbiias 3p(HEeKTUBHOCTh BEHJIa-
(hakcuHa cBsA3aHa C MHTUOMPOBAHHWEM OOpPATHOTO 3aX-
Bara CEpOTOHMHA M HOpajapeHanuHa. KoHedyHo, MHIU-
OupoBaHMe OOpaTHOTO 3axBaTa camo IO cebe He Tak
3HAYUMO IS TEPANeBTHYECKOTO IEHCTBHS U BO3MOXK-
HO, YTO Mpernaparsl, KOTopble 3PPEKTUBHO U CETCKTUB-
HO JICHCTBYIOT HA CEPOTOHMHEPTHUYECKYIO MM HOPAI-
pEHEePruuecKy0 HEHPOTPAaHCMUCCHIO MOTYT WHHUITUU-
poBaTh Kackaj BHYTPUKJIETOUYHBIX PEaKLHUi, KOTOPBII
B UTOT€ MOJIYJIMPYET TaKWe K€ W3MEHEHHUS] B T€HHOU
aktuBHOCTH (15).

[Toxoxe, uTo, KaK cleayeT U3 UCCIEeAOBaHUH in Vitro
(26, 28), c )xuBOTHBIMHU (32) ¥ U3 KIMHUYECKUX HUCITBI-
taamid (20, 39), 18 TOCTHKEHHS CYIIECTBEHHOTO HO-
paapenepruueckoro 3ddexra MOTYT MOHAZOOUTHCS
OTHOCHTEJIBHO OOJIbIIINE /103 BeHIadakcuna. Corac-
HO 3TOMY, TIPOCIIEKUBAETCS YE€TKO OYepPUYEHHOE J1030-
3aBUCHMOE JieiicTBHe BeHaadakcuHa (36), U marueH-
ThI, Y KOTOPBIX JICHCTBUE Ipernapara B 103¢ 75 Mr/cyT
He OBUIO BBIPAYKEHHBIM, 3a9aCTYHO MOJIOKUTEIFHO OT-
Beualin Ha OoJiee BbIcOKHe ao3upoBku (10, 13, 14,
23). TakuM 00pazoM, IOXOXKE, YTO pazaudus B dPdek-
TuBHOCTH Mexny BeHnadakcuaoM nu CHUO3C taxxe
3aBUCAT OT J03MPOBOK. K cokaneHuto, rudkas mosu-
THKa B OTHOIICHUH JI03 B 5-TH HCCIIE0BAHUSAX, BKIIIO-
YEeHHBIX B Halll METa-aHAIIN3, IOMEIIalIa IPOBECTH 3Ha-
YUMO€ HCCIIeJOBaHHE J0303aBUCUMBIX OTHOLIEHUH.
HccnenoBanue ¢ UCTOJIL30BAHUEM COBPEMEHHBIX MO-
JIEKYJISIPHBIX OMOJIOTUYECKUX METOIOB ITOMOXKET TOJI-
TBEPAUTH, YTO OOJIbIIAS AaHTUJAEIPECCUBHAS AKTHB-
HOCTh BeHJIa(akcHHa HAMpPSMYIO CBs3aHA C MEXaHH3-
MOM HWHTHOMpPOBaHHs OOpaTHOTO 3axXBaTa CEPOTOHHMHA
W HOpagpeHaluHa.

O0630p ApYyrux CPpaBHUTEIbHBIX MCCJIEI0BAHUIM

CambIM BaXHBIM OrpaHHUYeHrneM 0000IIEHHOTo aHa-
JU3a SBISETCS TO, YTO PE3YNIbTaThl MOTYT OBITH CKOM-
MPOMETHPOBaHbI BELIOOPOM HEpENpe3eHTaTUBHOM IpyI-
bl MccnenaoBaHni. Hamm nanHble BKIOYain B ceds
BCE BOCEMb CpPaBHUTENBHBIX HcciienoBaHuil. OHaKoO,



CYIIECTBYET €llle, Kak MUHUMYM, 12 Ipyrux uccieno-
BaHMi, cpaBHUBaroIMX BeHnadakcu u CUO3C npu
JIEYEHUU HENCUXOTUYECKON nenpeccuu. Tpu M3 HHUX
(mBoOTiHBIE CrIemble, Mane0o0- 1 (IIyOKCeTHH-KOHTPOJIH-
pyeMble MCTBITAaHHUS B CTallMOHApe W aMOyJIaTOPHO C
nanueHTaMM, CTPaJarolliMU MeJaHXoJIM4ecKoi aern-
peccueil, u ¢ MOKUIIBIMH TTallueHTaM1) HE MOTIIN OBITh
BKJIIOYEHBI 110 MPUYMHE HE3aBEPIIEHHOCTH. [pyrue
NEeBATH ONMYyOJMKOBaHHBIX HCCIIENOBAaHUI HEe ObLIH
BKJIFOYEHBI, TaK KaK MBI HE MMEIH JOCTyMa K MOTHOU
uHpopmanuu (Tadm. 4).

Bo3MmoxkHO, BKITIOUEHHE YKa3aHHBIX UCIIBITAHUN OKa-
3a50 OBl BIHMSIHAE Ha Pe3yJbTaThl HACTOSAIIETO aHAJIH-
3a. [loaTOMy MBI TIpOBEIM KaueCTBEHHBIH 0030p IeBs-
TH ONyOJMKOBAaHHBIX MCCIEAOBaHUN. /[Ba U3 HUX HE
00HAPYKUIN KaKOW-JTMOO0 pa3HUIBI B CTAHOBJICHUH
pemuccuii (22, 43). OTu UcCCIenOBaHMs MPOBOIUINCH
B KJIMHUKE MEPBUYHOU MEIUIIMHCKOW MOMOILH, TIE
CPaBHMBAJINCh MUHUMAIIbHBIE TEPANIEBTHUECKUE 03I
Bennadakcuna (75 mr/cyT) ¢ duryokcetnHoM (20 Mr/cyT
(43) v nmapokcerrHoM (20 mr/cyT (22).

JIBa nccnenoBaHus BBISBHIN OMpPENEIEHHYIO pa3-
nuy (1, 13). A.Diaz-Martinez u coasrt. (13) coobmia-
10T, 4yTo 41% u3 70 ManueHToB, MOJy4YaBIIUX BEHIIA-
thakcun (75-150 Mr/CyT), JOCTHTIIN PEMHUCCHH B Te-
YeHHe 8 HeAeNb OTKPBITHIX, HO PAHJOMHU3UPOBAHHBIX
UCIBITAHUN, a U3 MoJy4aBIIUX (uyokceTun (20—
40 mr/cyTt) — 36% n3 75 manmentoB. Cpeau TeX, KTO
nonyyan Bennadakcu (150 mr/cyt; n=18) u dayok-
cetud (40 mr/cyT; n=15), pazauna cocrauna 30%
(T.e. 50% x 20%). OgHako, 3Ta CymecTBeHHas pas-

Hulla B nudpax B TakoW Mayiol moArpymnrne He Obuia
cratuctudecku 3uaunmoit (p=0,07). C. Alves u coasT.
(1) obnapyxunu paszuuny B 19% (30% x 11%) B
nonp3y Bennadakcuna (75—150 mr/cyrt) npotus ¢ury-
okcernHa (20—40 Mr/cyT), 9To Takke He ObLIO CTa-
THCTUYECKHU JIOCTOBEPHBIM B OTHOCUTEIBHO MAaJOu
BBIOOpKE (N=87).

JBa uccnemoanus (10, 44) mokaszanu pa3HOPOIHEIE
JTAaHHBIE CO 3HAYMTEIBHBIM MPEUMYIIECTBOM BeHIA(aK-
CHHA TI0 CPABHEHHUIO C (PIIyOKCETHHOM) B OTHOILEHHU
noctuxeHus pemuccuu mo mkaire CGI mpu orcyt-
CTBUM 3HaYUMBIX paznnuuii mo HRSD (tabn. 4).

Tpu mocCieaHUX UCCIECNOBAHUS BBISBUIN CYIIIe-
CTBEHHbIE MPEUMYIIEeCTBa BeHIa(aKCHHA; BO BCEX
CITy4asiX MCIOIh30BAIMCh MAKCUMAIbHBIE TO3UPOBKHU
BeHnagakcuna =150 mr/cyt. C. Ballus u coaBr. (6) 06-
HapyXHWJIN 4acToTy pemuccuit 59% nis Bennadakcu-
Ha (75-150 mr/cyt) u 31% — nns mapokceruHa (20—
40 mr/cyt). O.P.Mehtonen u coast. (23), ucnonssys
Kak 2TajoH pemuccuu mMenee 10 6amioB mo 21-my
nyHkry mkansl HRSD, cooGmunm o gacrore pemuc-
cuit 68% miisa Bennadakcuna (75—150 mr/cyrt) u 45%
— nas ceprpanuHa (50-100 mr/cyT) B TeueHue 8-Mu
Heznenb. M.F.Poirier u P.Boyer (29) Bxurouanu Toinb-
KO MalMeHTOB, OCTABIIMUXCS PE3UCTEHTHBIMH, KakK
MUHHUMYM, K 2-M TPeIpIIyIIUM KypcaM aHTHAeTpec-
canToB. Ok010 75% He OTBETUJIU IMOJOKUTEIBHO Ha
tepanuto CHUO3C. Obnapyxuiocsk 19% npeBocxo-
ctBO (37% x 18%) B CTaHOBIEHHH PEMHUCCHUN B
nosbp3y Bennadakcuna (200-300 mr/cyT) npoTus mna-
pokcetuna (20—40 mr/cyT).

Tabnuya 4
UToroBoe KOMYECTBO pEMUCCUI AEBATU CONOCTaBSIEMbIX UCCIeA0BaHUIA HEMCUXOTUYECKNX Aernpeccuii,
He BKJIIOYEHHbIX B 00wumin aHanus (BeHnadgakcuH vs. CUO3C)

WccneposaHne Ycnosus OnuTtenbHoCTb Tepanus [osunpoBsku Kputepun | Pemuccun
ne4yeHns (Hepenn) (n) pemuccum (%)
Tylee et al, 1997 MepBunyHasa obLue- 12 Bennadakcux (171) 75 MADRS<6 35
MenUNHCKasa CeTb dnyokceTtnH (170) 20 34
McPartlin et al, 1998 [MepBryHas obuye- 12 BennadgakcuH-petapg (173) 75 54
MapokceTnH (178) 20 HRSD<6 52
Diaz-Martinez et al, 1998 AmMGynaTopHo 8 BennadakcuH (70) 75-150 CGI=1 41
drnyokceTnH (75) 20-40 36
Costa e Silva, 19981 AmbBynaTopHo 8 BennadakcuH (196) 75-150 CGI=1 58
20-40 35
dnyokcetnH (186) HRSD<7 60
60
Poirier & Boyer, 1999 AmbynaTtopHo/ Bennadakcux (61) 75-300 HRSD<10 37
CraunoHap 6 MapokceTunH (62) 20-40 18
Alves for Venlafaxine AmbynaTopHO 12 BennadakcuH (40) 75-150 HRSD<8 30
Study Group (1999) dnyokceTuH (47) 20-40 11
Mehtonen et al., 2000 AmbynaTtopHo 8 Bennadakcun (75) 75-150 HRSD<10 53
CeptpanuH (72) 50-100 38
Ballus et al., 2000 AmbynaTtopHo 12 BennadakcuH (41) 75-150 HRSD<8 59
[MapokceTunH (43) 20-40 31
Tzanakaki et al., 20007 [MonycTaunoHap 6 BennadakcuH (55) 225 HRSD<7 41
60 36
dnyokceTnH (54) CGI=1 51
32

HpI/IMe‘IaHI/IeZ 1. Pe3yHBTaTBI MPUBEACHBI B COOTBETCTBUEC C ABYMS OIPCACIICHUAMU PEMUCCUU.



HecMoTpst Ha TO, 4TO B 3THX HCCIIECIOBAHUSIX HC-
TOJTb30BAITUCH Pa3HbIE CPOKH JICUCHHUST M METOJIBI OIICH-
KA PEMHCCHH, U3 HUX MOYKHO CJIeJIaTh BBIBOJI, YTO MPH
MIpUMEHEHNH BeHIadakcuHa ¢ 0oze =150 me/cym oT-

MedJaeTcst MPeBOCXOACTBO B cpenneM Ha 14,4% (ot 5%
1o 23%) B nonb3y Bennadakcuna. [lo-Bunumomy, npu
BKJIFOUEHHH 3TUX PE3yJbTaTOB B Halll aHAJIM3 CPEAHUE
MoKa3aTean Obl He N3MEHWINCH.
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REMISSION RATES DURING TREATMENT WITH VENLAFAXINE OR SELECTIVE SEROTONIN
REUPTAKE INHIBITORS

M. E. Thase, A. R. Entsuah, R. L. Rudolph

Background. It had been suggested that the antidepressant
venlafaxine, which inhibits reuptake of both serotonin and (at higher
doses) noradrenaline, may result in better outcomes than treatment with
selective serotonin reuptake inhibitors (SSRIs).

Aims. To compare remission rates during treatment with SSRIs or
venlafaxine.

Method. Data from eight comparable randomized, double-blind
studies of major depressive disorder were pooled to compare remission
rates (Hamilton Rating Scale for Depression score ?7) during treatment
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with venlafaxine (n=851), SSRIs fluoxetine, paroxetine, fluvoxamine
(n=748) or placebo four studies (n=446).

Results. Remission rates were: venlafaxine, 45% (382/851); SSRIs,
35% (110/446), p<0.001; odds ratio for remission is 1.50 (1.3-1.9),
favouring venlafaxine v. SSRIs. The difference between venlafaxine and
the SSRIs was significant at week 2, whereas the difference between
SSRIs and placebo reached significance at week 4. Results were not
dependent on any one study or the definition of remission.

Conclusions. Remission rates were significantly higher with
venlafaxine than with an SSRI.



