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Llenbo ncenegoBaHns b6biia OLUEHKa 3PPEKTUBHOCTU M 6€30MacHOCTU Tepanuu 3TaHepLenTtoM B KOMOWHaLMn ¢ METOo-
TpekcaTtoM y 32 naLmeHTOB C HOBEHWUJIbHbIM UANONATUYECKUM apTPUTOM C EePBUYHON, BTOPUYHON HEIPDEKTUBHOCTLIO MU
HernepeHocUMOCTbi0 MHpMKCumaba. Yepes 1 mec rocne nepeknodenns 30% ynyqweHne no Kputepusam AKP.,, 6blio
aocturHyto y 84% 60sbHbIX, 50% ynydiweHne —y 66%, 70% ynydiweHune — y 55% neten. Yepes 6 mec ie4eHus cTaTyc HeakK-
TUBHOW 60/1€3HU Bbl/1 3aPErNCTPUPOBAH y BCEX NaLMeHTOB. Pemuccusi KoHctatupoBaHa y 85% 60/1bHbIX Yepes 9 mec, y Bcex
naumeHToB — 4Yepes 12 mec. J/le4eHue aTaHepLENTOM XOPOLIO NepeHOCUI0Ch, U 6OJIbLUMHCTBO HeXXenaTesbHbIX SIBJIEHUN
OblSIN IETKUMW MM CPEAHMMM MO CTEMNEHM TSXKECTH, 06PATUMBIMU U HE OrPAHUYNBAIOLMMU KYPC JI€HEHUSI.
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Efficacy of etanercept treatment as a second TNF « inhibitor
in patients with juvenile idiopathic arthritis and primary
and secondary inefficiency or intolerance of infliximab

The aim of the study was to assess the efficacy and safety of etanercept treatment in combination with methotrexate in 32 patients
with juvenile idiopathic arthritis and primary and secondary inefficiency of intolerance of infliximab. In 1 month after the switching to
etanercept the improvement was achieved in 84% of patients, 50% improvement — in 66%, 70% — in 55% according to the ACR ,¢;
criteria. In 6 months of treatment non-active stage was registered in all the patients. Remission stage was established in 85% of
children in 9 months, in all the patients — in 12 months. Etanercept was well-tolerated and the majority of side-effects were mild or
moderate, reversible and did not interfere the treatment.
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BBE[AEHUE

dakxTop HeKkposa onyxonen anbda (PHO o) — BHeKNe-
TOYHbIK 6ENIOK, NPOBOCMNANIUTENbHLIN LMUTOKMH C LUMPOKUM
CMNEKTPOM [AEWCTBUS, KOTOPbIM CUHTE3UPYETCA MNpenmylie-
CTBEHHO MOHOUMTamMu U Mmakpodaramu. Ero gencrame pac-
npocTpaHsaeTcs Ha 0O6MeH NUMNUAO0B, Koaryasaumo, YyBCTBK-
TENbHOCTb K WHCYMIMHY M COCTOSIHWME 3HAOTENNS, a TaKKe
paa apyrux ¢yHKuun [1]. Bnepble PHO o« 6bi1 06Hapy-
EH B CbIBOPOTKE KPOBW Mbillen, KOTopbiM BBOAMAM BLK
W 3HAOTOKCMH. OKa3anocb, YTO CbIBOPOTKA 3TUX MKMBOT-
HbIX 06nagaeT LUMTOTOKCMYECKUM OEWCTBMEM, W MpW Aanb-
HenlWeM WM3y4yeHUU Obl BbiBIEH GENOK, OTBETCTBEHHbIN
3a pa3BuUTME AaHHOro addeKTa.

B nocnegHune roabl 3HavyeHne PHO o BoO3pacTaerT.
[MoBbIWEHHbIN MHTEPEC CBA3aH C ABYHAMNpaBiEHHbIM AeK-
CTBMEM UWUTOKMHaA. C OOHOM CTOPOHbI, OH WrpaeT BaX-
HYIO POJSib B PeErynsumm HopmasbHon AnddepeHLUpPOoBKY,
pocta U MeTabonnama pasniMyHbIX KNETOK, a C Apyron —
BbICTYMaeT B po/iv Meanatopa naTonormyeckux UMMyHOBO-
cnanuTeNbHbIX NPOLLECCOB MPW pasnMyHbiX 3aboneBaHuax
yenoseka [2-5].

B KOHUe XX B. MOCPEACTBOM TEHHO-UHXKEHEPHbIX TEX-
HOMOrMIM BblNIN CMHTE3MPOBAHbI MpenapaTbl, NoAaBngOLNE
aktmBHoCTb PHO o (MHrMBUTOPLI PHO @), YTO CTano ceoe-
ob6pas3Hon peBoNOUMEN B TepanuM WUMMyHOarpecCuBHbIX
3aboneBaHum [1].

MepBbiIMKU BMONOMMYECKUMWU areHTaMu, KOTOpble Havyanu
LUMPOKO MPUMEHSATb B KIIMHUYECKOW MPaKTUKEe ANS nevyeHus
peBMaTonaHOro apTpuTa B3POC/bIX U IOBEHWUBHOMO namMona-
TnyecKkoro aptputa (LOUA), 6binmn nHrnémtopbl PHO «.

MHOro4mMcneHHble MexayHapoaHble KOHTpoAupyemble
KJIMHWYECKNE UccneaoBaHns NoKkasasu, YTo BCe MHTMOUTOPDI
®HO a (MHbAnKeumab, agannmymab, aTaHepLenT) o6nagatoTt
BbICOKOM 3(PDEKTUBHOCTBIO M XOPOLLIMM npodunem 6esonac-
HoCcTU [6-9]. OaHako 50% 60NbHbBIX OCTalOTCH HEYYBCTBU-
TeNbHbIMM K HMM, a oKkono 1/3 nauuMeHTOB, Ne4YMBLINXCH
MHOMKCMMaOb0oM, BblHYX/AEHbI NMpeKkpalwaTb JevyeHne 13-3a
pa3BUTUA BTOPUYHOW HESIPPEKTUBHOCTM WM MOOBOYHbIX
aBieHnn [10-13].

HepoctaToyHas apdEKTUBHOCTb METOTPEKCaTa, NepBuy-
Has U BTOpPWMYHAs PE3UCTEHTHOCTb K OMONOTMYECKUM Mpe-
napataMm M MX HEMEepPeHOCMMOCTb MPUBOAAT K MPOrpeccu-
poBaHutO 60ne3HU. B cBS3M € 3TMUM pelleHue Bonpoca
0 NePEKNIOYEHUM Ha APYrON FrEHHO-UHXKEHEePHbIV 6uonoruye-
CKMI NpenapaT BeCbMa aKTyaNlbHo.

Llenb uccnepoBaHmna: oLeHUTb 3GHEKTUBHOCTL 1 6€30-
NacHOCTb Tepanuu 3TaHepuenToM B KOMOWHaLUMKW C MeTo-
TpeKcaToM y nauueHToB ¢ OMA npu nepBUYHOW, BTOPUYHOM
HEaPDEKTUBHOCTM UM HEMEPEHOCUMOCTU MHMKCHMMaba.

NALUUEHTBI U METObI

Y4yacTHUKM uccnegoBaHUs

B nccnegoBaHme 6binn BKAKOYEHbI 32 NalMeHTa ¢ pas-
NMYHbIMK BapuaHTamn HOWA, cOOTBETCTBOBABLINE BCEM
KPUTEPUSAM BKIIOYEHMS M HE OTBEYABLUME HU OAHOMY U3 KPK-
TEPUEB UCKITIOYEHMUS.

Kpuntepun BknoyeHus B uccregoBaHue

e [lauuMeHTbl B BO3pacTe Ao 18 ner.

e [loaTtBepxaeHHbIMn guarHod HOUA no Kputepusam ILAR
(International League of Associations for Rheumatology)
[14], BKNIOY@a aKTUBHOE XPOHWYECKOE MONU- WU ONn-
roapTuKkynsapHoe 3aboneBaHue, Hanuyume 6onee yem
1 onyxwero cyctaBa 1 6onee 4yeM 1 601e3HEHHOr0 cycTa-
Ba C OrpaHWYeHUEM MOABUKHOCTU B TEYEHUE, NO Kpawn-
Hen mepe, 6 mec.

° PaHee NpoBOAMMOE fieyeHne MHONUKCUMaboM.

e CrabunbHble A03bl HECTEPOUAHbBIX MPOTUBOBOCNANUTENb-
HbIX NpPenapaToB M/WAN TNIOKOKOPTUKOMAOB B TEYEHMe,
no KpawHen Mepe, 1 Mec OO Ha4vana nevyeHus 3Ta-
HepLuenToM.

e (OTcyTcTBME NPU3HAKOB Ty6epKynesa. JlaTeHTHbIN Ty6ep-
Kyfne3 O6bll UCKIOYEH MNyTeM NpoBeaeHus crneuuduye-
CKMX TeCToB (peaKums MaHTy 1 KOMMNbOTEPHAsA TOMOrpa-
1A opraHoB rpyaHoON KIEeTKH).

e QOTpuuaTenbHbIKM TECT HA BEPEMEHHOCTb (B CyyasXx, Kor-
[la OH YMEeCTeH, 1 Yy BCex AeBylleK cTapwe 14 ner).

Kputepumn ncknioyeHuns us uccaegoBaHms

e JliobGble conyTcTBylOWME 3aboneBaHUs WKW  OTINY-
Hble OT HOpPMbl nabopaTopHble MOKalaTenu, KoTopble
MOTYT NOBMMATb Ha y4acTMe NauueHTa B UccneaoBaHum
COrnacHoO KIMHWMYECKOW OLLeHKe uccnegoBaTens, ntoboe
M3 MPOTUBOMOKa3aHWUN, NEPEYUCNEHHbBIX B MHCTPYKLIUK
no NPUMMEHEHMWIO MpenapaToB, 3acTOMHas cepaedHas
HeLOCTaTOYHOCTb, UMMYHOAEPUUMTHBIE COCTOSHUS.

e TeKywee MHOEKUMOHHOE 3aboneBaHWe WM Heobxoau-
MOCTb BaKLMHaLWK }KMBOW aTTEHYMPOBAHHON BaKLIMHON.

e HeKOHTpoAMpyeMmble THXKeNble CUCTEMHbIE MPOSBAEHWUS
/WA Hanmine OMOSIOrMYECKUX MPU3HAKOB CUMHAPOMA
aKTuBauuun MaKkpodaros.

e HapyweHne GyHKLMU NEYEHU C aKTUBHOCTbIO MeYeHou-
HbIX TpaHCamMuHa3, MNpeBblllatolUEern HopMy 6osee 4yem
B 2 pa3sa.

e TeKylu1h yBEUT.

e CouuanbHble UAW UHblE NMPUYMUHbLI, KOTOPbIE MOTYT npe-
NATCTBOBATb MPOBEAEHMIO PErynsipHbiX MeAULMHCKUX
o6cneaoBaHum.

e Hecnoco6HOCTb NalMeHTa UKW ero poauvTenen BBOAUTb
NEeKapCcTBO CaMOCTOSATENbHO, MW OTCYTCTBME BO3MOMXKHO-
CTW BOCMO/b30BaTbCA MOMOLLbIO MEAULIMHCKOro paboT-
HWKa Ans BBeAeHUs npenapaTa.

MeToabl uccnegoBaHus

OTKpbITOE MOHOLIEHTPOBOE HEpPaHAOMU3UPOBaAHHOE
HabngatenbHoe uccnegoBaHMe NpPoBOAMNOCH B HaydyHOM
LeHTpe 3a0poBbsa aeter PAMH. Bo Bcex cnydasax Mcnosb-
30BaHWe UHPAMKcMmaba M aTaHepuenTa 6blI0 0406pPEeHOo
JlokanbHbIM 3THMYeckuM KomuTetom HL3J PAMH. [lepen
HayanoM Nle4YeHUs PpoanTeNnn Bcex AeTen U eTu B Bo3pacTe
14 net u cTtaple gaBanv NUCbMEHHOE MHDOPMMUPOBAHHOE
cornacue. Bcem 601bHbIM BbINOAHSAAN CTAHAAPTHOE KIIMHUKO-
nabopatopHoe o6cneaoBaHue. PusnkanbHoe ob6cneaoBa-
HMe, nabopaTopHble TeCTbl (BK/IOYasa CTaHA4apTHbIE remMaTto-
NlorMYyeckme M GMOXMMUYECKUE aHaNu3bl), a TaKKe OLEHKY
aKTMBHOCTM 3a60/1eBaHUS U KayecTBa XM3HW OCYyLLEeCTBNA-
1M BO BpemMs Habopa B uccnegoBaHue, yepes 1, 3, 6, 9,
12 Mec OT Havana Tepanuun MHGIMKCMMaboM, a TaKKe B nep-
BblM A€Hb le4eHUs aTaHepLenToM, Yepe3 1 mec OT Havyana
Nle4yeHuns, a 3aTtemM Kaxable 3 mMec Tepanuu aTaHepLenToMm.
dusnkanbHoe o6cneaoBaHne U OLEHKY aKTMBHOCTU 3a60-
NIEBaHMUS Y KaXAOro nalMeHTa Kaxabli pas NpoBoanI OAMH
W TOT e Bpay. KoHTponb cogeprkaHus remornobuHa, ymena
3PUTPOLIUTOB, TPOMOOLMTOB, NENKOLUMTOB, IEMKOLMTAapHOM
dopMmynbl, CKOpocTh ocedaHus aputpoumtos (CO3J), KOHLEH-
Tpauun MOYEBUHbI, KpeaTMHUHA, MOYE€BOWM KUCNOTbI, BUANPY-
61Ha, aKTMBHOCTM TPaHCaMWHa3 B CbIBOPOTKE KPOBU U KiK-
HMYECKOro aHanmada Mo4u ocywectBnanam 1 pa3 B 2 Hea.
CbIBOPOTOYHYO KOHLEHTpaumto C-peaktnBHoro 6enka (CPB)
KOHTPONMpPOBanu BO BpeMS Habopa B UCCefoBaHME, Yepes
1, 3, 6, 9, 12 mec OT Havyana Tepanuu UHOINKCUMaOBOM,
a TaKXKe B MepBbli AeHb JleYeHuUs 3TaHepLenToM, yepes
1 mec OT Ha4vana Tepanuu, a 3aTeM Kaxkable 3 Mec Ha npo-
TSXKEHUKU Nepuoga Tepanuu aTaHepLEenTOM.
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OpuruHanbHas ctaTbf

Ta6nuua 1. KnvHUKo-gemorpaduyeckasn xapaktepucTuka 60/bHbIX IOBEHWUIbHLIM MANONATUHECKUM apTPUTOM, BKIIOYEHHBIX B UCCNeOBaHNe

Mokasartennb 3HaueHue (n = 32)
[eBOoYKN/ManbYnKm 21/11
BospacT, rogbl (Me [min; max]) 9,6 (3,0; 17,0)
[OnutenbHoCcTb 3a6oneBanus, rogbl (Me [25; 75]) 5,0 (3,0; 8,0)

lNpumevarHne. Me — meamaHa, (Min; max) — MUHMManbHOE U MaKCUManbHOE 3Ha4YeHue, (25; 75) — 25-1 1 75-1 NpoLEHTUNb.

OLEHKY CTeMeHW TAMECTU CYCTaBHOMO CUHApPOMa OcCy-
LWEeCTBAANM NO CNELYIOWUM MOKa3aTensam: YUCIO0 NPUNYXLLKX,
60JIE3HEHHbIX CYyCTABOB, CYCTaBOB C HapylleHUeEM QYHKLNUN.

OPPEKTUBHOCTb MNPOBOAMMON Tepanuu OLEeHUBaIU
Nno KpUTEPUSM YyydlleHUs AMEepPUKaHCKOM Konernu pesma-
Tonoros (AKP) ana neauatpuyecKkux naumeHToB (-neau) —
NPOLLEHT nauueHToB, Jocturwmnx 30% YpPOBHSA yyyleHUs
cocTosHns (AKP ¢ ,30), MPOLEHT MNauUMEeHTOB, AOCTMTLIMX
50% ypoBHs ynydienuns coctosaHuns (AKPq,,50), U MPOLEHT
60JIbHbIX, AOCTUrWKNX 70% YPOBHSA YNydlWEHUS COCTOAHMSA
(AKP equ70)- 9TV KpUTEPUM BKIIKOYAIOT Criedytolme MnoKasa-
Te/IN: OLEHKY NauMeHTOM (POAMUTENAMM) OBLLETO COCTOAHUSA
3[10pOBbS, OLEHKY Bpa4OM aKTUBHOCTM 60/1IE3HU C MOMOLLbLIO
BU3yaNnbHOM aHanoroson WkKanbl (BALU), dyHKLUMOHaNbHYO
cnoco6HocTb no CHAQ (the Childhood Health Assessment
Quesnionnaire), 4AnCcno CyCTaBOB C aKTMBHbIM apTPUTOM,
YUCNO CYCTaBOB C HapylleHWneM OQyHKUMKU (OrpaHu4yeHnem
aBwmxenumn) n CO3. LleneBbimu nokasatensimn adPpeKTMBHO-
CTU NPOBOAMMON Tepanuu cyutanacb 4actora LOCTUKEHUSA
CTafluM HEeaKTUBHOM GONIE3HU U JIeKapCTBEHHOW pemMuccum
3aboneBaHuns. HeaktnuBHasa ¢asa 060Me3HU ycTaHaB/MBa-
flacb B C/lly4ae OTCYTCTBUSA aKTUBHOIO CMHOBUTA, CUCTEMHbIX
nposiB/ieHU 3aboseBaHWs, HOpPMasbHbIX MNoKasaTensax
CO3 u cbiBOPOTO4HOM KOHUeHTpauun CPB, a Takke npwu
OTCYTCTBUW aKTUBHOCTWU 60/1Ie3HU MO O06LLEN OLIEeHKe Bpaya
(no BALL) [14]. Pemuccusa yctaHaBfivMBanacb B TOM Cly-
Yyae, ecnn 60/ne3Hb Haxoamnacb B HEAGKTUBHOM COCTOSHUU

Puc. 1. IJuHamurKa 4ncna 60ne3HEHHbIX CYyCTaBOB C aKTUBHbIM
apTPUTOM M CYCTaBOB C OrpaHnyYeHneEM GYHKLMKU Yy GONbHbIX
IOBEHUJIbHLIM MAUOMATUHECKMM apTPUTOM Ha GOHe Tepanuu
MHOAMKCMabom
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88 p<0,01;88&p<0,05)

Ha GOoHe NPOBOAMMOM Tepanuu B Te4eHne 6 nocnegoBartesib-
HbIX MECSILIEB.

OueHKy 6e30nacHOCTM MPOBOAMIM Y BCEX MaLMEHTOB,
nony4MBLUKMX, MO KpanHen mepe, 1 fo3y ataHepuenTa. OHa
Oblfla OCHOBaHa Ha KOMIMIeKce KIMHUYECKUX U nabopatop-
HbIX UccnefoBaHU. Kpome Toro, npu BKAKOYEHUM B UCChe-
[OBaHWe M KaxAable 6 MeC BbINOMHANM peaKkuuto MaHTy
M KOMMbIOTEPHYID TOMOrpaduio OpraHoB FPyaHOM KIETKM
Ons 06HapyXeHUa NaTeHTHOro Ty6epKynesa, a Takxe name-
peHne CoAepKaHUa aHTUHYKNeapHbIX aHTUTEN W aHTUTen
K aByxuenoyeyHon [AHK. AHTUHYKNeapHble aHTUTeNa onpe-
Aensann MeTtoaoM Henpsimon GayopecueHUMn Ha KaeTKax
NHuUM HEp-2.

bbino o6¢cnenoBaHo 32 nauueHTa, U3 HUX 12 — ¢ onu-
ro-, 20 — ¢ NOAMaPTUKYISAPHbIM BapuMaHTOM 3aboneBaHus.
B nccneposaHum npeobnaganu neBo4vku. CpeaHui Bo3pacT
feten coctaBun 9,6 (3,0; 17,0) net (1abn. 1).

MpepawecTByowWas Tepanus

[o Hayana neyeHus reHHO-UHXKEeHepHbIMKU BGuonoruye-
CKMMW npenapaTtaMu nNauMeHTam, BKIOYEHHbIM B WcCCre-
[OoBaHWe, NpoBoAuiacb Tepanus pasnnvyHbiMWU MPOTUBO-
peBMaTU4ECKUMU JIEKAPCTBEHHbIMU cpefcTBamMu: 9 (28%)
OEeTM MO MECTY XWUTeNbCTBa, B TEPPUTOPUaNbHOM Meau-
LMHCKOM YYpPEXAEHUWU, Obll Ha3HayeH MpPefHM30JI0H AN
nepopasnbHoro npuvema B go3e ot 0,4 go 1,0 mMr/Kr macchbl
Tena B cyT; 5 (15%) npoBOANIM BHYTPUCYCTaBHbIE WMHDBEK-
LMK TNIOKOKOPTUKOMAOB KpaTHOCTbio OT 1 go 10 pas B rog;
4 (12,5%) — nynbc-Tepanus METUANPELHU30/IOHOM B J03€e
10-25 mr/Kr maccbl Tena Ha BBefeHue. Takxe Bce OeTu
JIeYNSTIUCb HECTEPOUAHbIMU MPOTUBOBOCNANMUTENbHLIMU CPEA-
CTBaMM 1 MeToTpekcatoM, 7 (21,9%) — cynbdacanasnHom,
7 (21,9%) — UMKIOCNOPUHOM.

Bce nauwueHTbl, BKIOYEHHbIE B UCCNedoBaHWe, B Kaye-
CTBE NEPBOro reHHO-MHXEeHEePHOro 6MoI0rMYecKoro npena-
paTta nonyyanu MHGIUKCMMaAO.

[o Havyana Tepanuun MHGAMKCMMaboM y o6cnegoBaHHbIX
naumMeHToB Obll 3aperncTpupoBaH aKTUBHbIA CYyCTaBHOWM
CUHAPOM: cpefHee 4Yncno 60Ne3HEHHbIX CYCTaBOB M CycCTa-
BOB C aKTMBHbIM apTpuTom cocTaBuiio 5,0 (2,0; 25,0), yncno
CyCTaBOB C OrpaHuyeHvem asuxeHun — 8,0 (2,0; 25,0).
KnuHnyeckune nposiBNeHUs CONPOBOXAaNUCh MOBbILEHUEM
nabopaTopHbIX MOKa3aTeNnen akTMBHOCTM 60NE3HU: MearaHa
CO3 coctaBuna 31 (6;63) MM/4, CbIBOPOTOYHOW KOHLIEHTPA-
umm CPb — 1,07 (0,1; 15,6) mr/n, O6uwee cocTosiHue 340-
poBbs no BALL no oueHke nauneHTOM (PoauTeNnsimu) 6bino
paBHO 68 (45; 95), a no oueHke Bpadyom — 60 (40; 90).
MHaeKc ¢yHKUMOHanbHOM HegoctaToyHocTM no CHAQ —
1,3 (0,3; 3,0).

NHNMKcMmMab NpUMeHsnn B BUae BHYTPUBEHHbIX MHDY-
31K B go3e 8,7 Mr/Kr macchl Tena Ha BBeaenue (5,6; 10,0)
no cxeme: 0-9, 2-9, 6-9 Hea, ganee Kaxable 8 Hed. [Nomumo
MHONMKCMMaba Bce 60/bHbIe Nosly4ann MeToTpeKcaT B JO3€e
20 (15;25) Mr/M2 NOBEPXHOCTU TeNa B Hefd, 5 aeten npoaon-
¥anu neyvnTbesa npeaHM3osoHoM B ao3e 0,47 Mr/Kr maccbl
Tena.




Puc. 2. IMHaMHKa CKOPOCTU OCeAiaHnsl IPUTPOLMTOB Y GOJbHbIX
I0OBEHUNIbHLIM UAMOMNATUHECKUM apTPUTOM Ha GOoHe Tepanuu
MHOAMKCUMMaboM

Puc. 3. InHaMrKa CbIBOPOTOYHON KOHLIEHTPaLMK C-peaKTUBHOro
6enKa y 60MbHbIX IOBEHUIbHBIM UAKONATUHECKMM apTPUTOM
Ha GoHe Tepanuu UHOGINKCMMabom

70

60
*p<0,001;**p<0,01
50

40

30 '\

20

o [ R
=P

0(32) 1(32) 3(24) 6(21) 9(18) 12(12)
Mecsubl HabnoaeHus (Y1CNo NaLUeHToB)

CKOpOCTb OCeaaHnsl 3pUTPOLMUTOB, MM/4

-o0- MeguaHa 1 25-75% T MuH-Makc

o 18

o

% 16 -

© *p<0,01;**p<0,05

g_ 14

g

= 12

L g

[

2 10

g

1 8

)

©

s 6

rl

F

g 4

g

g 2 * K *%

Qo * *

S e ey T oy i

0(32) 1(32) 3(24) 6(21) 9(18) 12(12)
Mecsiubl HaGnOAEHUS (YMCNO NALMEHTOB)

-0- Megmana [ 25-75% “T— MuH-Makc

BbipaxeHHasa nonoxutenbHasa aguHamuKa y 75% nauuex-
TOB Habnofanach yxe 4yepes 1 Hep nocrne nepBoro Beefe-
HUA MHOMKCcMMaba. CpeHee YMCno 601e3HEHHbIX CyCTaBOB
M CYCTaBOB C aKTMBHbIM apTPMUTOM Yepe3 5 Hea 3HauYuTeNb-
HO YMeHblUMNOoChb, a Yyepe3 3 Mmec (12 Hepn) ctano paBHo O
(puc. 1). JocToBEPHOE YMEHbLLEHME YMcaa CyCTaBOB C orpa-
HUYEHNEM QYHKLMU TaKKe OTMEYEHO YyKe Moc/ie MepBoro
BBE[lEHUS npenapaTa, NOSIHOE BOCCTAHOBMIEHUE QYHKLMK
BO BCex cycTaBax 3adMKCMPOBAHO 4epe3 6 mec Tepanuu
(cm. puc. 1). YnyyuweHne KIMHUYEeCKUX noKasaTtenen conpo-
BOM/a/0Chb CHMXXEHMEM TabopaToPHbIX MOKa3aTenen akTuB-
HOCTHM 3aboneBanus (puc. 2, 3). CpeaHas CO3 go Ha3HavYeHus
nHPAnKcumaba coctaesuna 31 (6;63) mm/uy. Nocne nepsoro
BBeaeHns COJ crtana cOOTBETCTBOBATb HOPMasbHbIM 3Ha-
yeHunsam y 80%, yepesd 3 mec — y 100% 60nbHbIX. Takas xe
KapTvHa Habntoganacb M Npy aHannae AMHaMWKK MoKasa-
Tens CbiIBOPOTOYHOWM KOHLEeHTpaunn CPB (cm. puc. 3). Hepes
1 Hep nocne nepBon MHGY3MU MeanaHa CbiIBOPOTOYHOW KOH-
ueHTpaummn CPB goctoBepHO cHu3unacb ¢ 1,07 go 0,137
(p <0,001). B TeyeHue roga HabnogeHUs y BCeX NaLneHToB,
NPOAO/IKABLUUX NEYEHNE, COXPaHANNCh HOPMabHbIMK MOKa-
3atenm CO3 n CPB (cm. puc. 2, 3).

AHanu3 obuien aPpOEKTUBHOCTU Tepanum MHPAUMKCHUMA-
6om no Kputepusam AKPnean nokasan, 4To mnocne nepBbix
3 UHbY3KUM (6 Hep HabnoaeHMs) BbICOKas akTUBHOCTb 3a60-
neBaHus coxpaHsnacb y 8 (25%) nauneHToB, 4To OblIO pac-
LIEHEHO KaK nepBuYyHas HEIDPEKTUBHOCTb MHPAMKCHMaba
(puc. 4). 3TO NOCAYXMIO OCHOBaHWEM [ANs MpeKpalleHus
Tepanuu. Yepes 3 mec y 87,5% nauneHToB, NPOAOIKMUBLUNX
nevyeHune nHdaMKkcMmabom, 3apernctpmpoBaHo 30% ynydiue-
HUe, y 62% 60nbHbIX — 70% yny4dweHue, ay 79% pgeten —
CTaaMa HeaKTMBHOWM 60ne3Hu. Yepes 1 rog nuib 12 peten
npogo/mKanu nony4atb UHOAMKCUMab. Y Bcex OO0/bHbIX
coxpaHsanacb peMmuccust 3abonesaHus (CMm. puc. 4).

Yepes3 1 roa npeaHW300H ANns nepopanbHOro npuvema
Oblf1 OTMEHEH Yy 5 nayMeHToB.

BceM nauueHTaMm, BK/IOYEHHbIM B UCCefoBaHue,
MHOIMKCMMAb 6bl1 OTMEHEH MO pPa3HbiM MPUYMHAM: 8 —
B CBSI3W C NEPBUYHOM HEIPPEKTUBHOCTbIO, 21 — KM3-3a
BTOPUYHOM HE3IDPEKTMBHOCTM, 3 — B CBA3M C Henepe-
HOCMMOCTbIO. [lauMeHTaM C annepru4eckon peakuuen
MHOIMKCMMAb Obll OTMEHEH U MPOAOIKEHA Tepanusa MeTo-

TpeKkcatoMm. BropuyHasa HeadDEKTUBHOCTb UHPAMKCUMaba
pas3BMBanacb Ha pasHblX CPOKax NPUMEHEHUs npenapara:
yepe3 3 mec — y 2 pgeTten, yepe3 6 mec — y 3, yepes
9 mMec —y 4,4epe3 1 rog 2 mec —y 2, 4yepesd 1,5 roga —
y 3, yepe3 2 roga — y 5, yepe3d 3 roga — y 1 1 4yepes
4 ropa—y1l.

MpeKpalweHne Tepanun UHOANKCUMaAboM MNpPUBENO
K pa3BuTUIO 060CTpeHMs. K MOMEHTY Havana Tepanuu ata-
HepLenToOM MoKa3aTe/lu aKTMBHOCTU CYCTAaBHOMO CUHApOMA
1 nabopaTopHble NoKasaTenn AOCTUIM BbICOKMX 3HAYEHWUHN,
COMOCTaBMMbIX C AaHHbIMK A0 Hayana fevYeHUs UHPIUKCK-
Mabom.

Ha MOMeHT Hadana Tepanuu 3aTaHepuentoM y 60/b-
wuHcTBa geten (20 m3 32) cycTaBHOM CUHAPOM HOCUI
NONMapPTUKYNSAPHbBIN XapaKTep (Tabn. 2). BoicoKas KInHUYe-
CKas aKTMBHOCTb 60/MIe3HM COMPOBOXAanacb o6llen BOC-
nanuTenbHOW peaKkuuen. B KIMHMYECKOM aHanmM3e KpOoBHM
y 56% (18) 60nbHbIX HabA4aNNCb TMNOXPOMHAsA aHEMMUS,

Puc. 4. JuHamurKa noKkazaTenemn akTMBHOCTM 3ab6oneBaHus
no Kputepusim AKP ., Ha doHe Tepanuun MHGIUKCMMatom
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OpuruHanbHasa cTaTtbs

Ta6nuua 2. KnnH1yeckas xapaktepucTuka 60/bHbIX IOBEHWIbHLIM MANMONATUYECKUM apTPUTOM Ha MOMEHT BKIIOYEHUS B UCCNeAoBaHne

KnuHunyecku BapmaHTt FOMA

A6C. — onuroapTput 12
NonnapTput 20
Yucno npunyxwmx cyctaBos 6(3,5;12)
Yucno 60ne3HEeHHbIX CYyCTaBOB 6 (3; 10,5)
Yucno cyctaBoB C HapylweHneM GyHKLMK 6 (13,5; 3,5)
C093, Mm/y4 28 (20; 48)
Tpom6ouuThlI, 109/n 452 (362; 493)
[emMorno6uH, r/n 107 (99; 118)
CPB, mr/n 8,6 (3; 32)

lMpumeyvarme. FOUA — 10BEHUNbHbBIN nanonaTudeckuin aptput, CO3 — cKopocTb oceaaHns apuTpoumnToB, CPB — C-peaKTUBHbIN GENOK.
3HaveHuns npeactasneHbl B Buae Me (25; 75), rae Me — meamaHa, (25; 75) — 25-i 1 75-1 NpoLeHTUNb.

Ta6nuuya 3. XapaKktepucTnuka GOHOBOM Tepanuu y 60bHbIX OBEHUbHBIM MAMONATUHECKUM apTPUTOM Ha MOMEHT BKJTIOYEHMUS

B UccnegoBaHue

MerToTpeKcar, Mr/M2 B Hea

20 (15; 24) 32

HecTepouaHble NpoTMBOBOCNANUTENbHbIE NpenaparTsbl

lNpumevaHne. Me — meauaHa, (25; 75) — 25-i v 75-# NpoLEeHTUb.

y 47% (15) — HenTpodunbHbIN nenkouuntosd, y 19% (6)
neten — TpombounTos. MeanaHa nokasatenen CO3 v cbiBO-
POTOYHOM KOHUeHTpauum CPB npeBblilwann HopmasbHble
3HavyeHusa B 2 pasa (cM. Tabn. 2).

®doHoBas Tepanus
OTaHepuenT Ha3Hayanu Ha GoHe NevyeHns UMMYyHoAe-
npeccaHTamu, [03bl KOTOPbIX OCTaBajNCb HEW3MEHHbIMU

Puc. 5. JnHaMuKa 4yncna 60ne3HeHHbIX CyCcTaBoB Y 60/IbHbIX
IOBEHUJIbHBIM MAUONATUHECKUM apTPUTOM, NEYUBLIMXCS
3TaHepuenTom (n = 32)
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lMpumeyvaHme. 3pecb U Ha puc. 6-10: ** p < 0,01,
**% p < 0,001 — cTaTUCTUYECKN 3HAYMMOE pa3nnyune nokasartenem
MO CPaBHEHWIO C UCXOAHBIM 3HAYEHUEM.

MWHMMYM B TeveHue 4 Hed. PoHoBas Tepanus n 4o3bl UMMY-
HoJEenpeccaHToB NpeacTaBeHbl B Tab. 3.

Cxema BBejeHMUsl 3TaHepyenTa

OTaHepuent (9H6pen, Wyeth) BBOAMAM MNOAKOXHO
2 pasa B Hea B gose 0,4 mr/Kr maccbl tena (MakCumMym
25 wr). JledyeHune npogomkanocb 12 mec (48 Hep). MNepBble
UHBEKLMK BbINIM cieNaHbl B KNTMHUKE NOJ KOHTPOJIEM MUCChe-
foBaTens.

CraTucTMyecKas o6paboTKa AaHHbIX

CTaTUCTUYECKMIN aHanu3 pe3ynbTaTtoB WUccnefoBaHus
BbINMOMHANM C Mcnonb3oBaHueM nporpammbl STATISTICA
6.0 (StatSoft Inc., CLUA). KonuyecTBeHHble MNpPU3HaKK
npefctasfieHbl B Buge meauadbl (Me) (25; 75-# npoueH-
TUNb). M3MEHEHUS KONWYECTBEHHbIX MPU3HAKOB B Xo4e
Nle4eHUs OLEeHUBaNM C NOMOLLLIO TECTa COMPSXEHHbIX Nap
BunkokcoHa. Pasnnyuns cymtanu CTaTUCTUYECKU 3HAYUMBI-
MK npu p < 0,05.

PE3Y/IbTATbI

AHanus pes3ynbTaToB NoKa3san, YTo NeyeHue aTaHepLen-
TOM 06€ecneynBano CTaTUCTUYECKU AOCTOBEPHYIO U BbIPAXKEH-
HYIO MONOXKUTENBHYIO AMHAMUKY KIIMHUYECKKX M nabopaTop-
HbIX MOKa3aTeNien akTMBHOCTM 3aboneBaHus. Yepes 1 mec
y HabnofaeMbIX NaLMEHTOB KynuposBancs 601eBov CUHAPOM
(4Mcno 6one3HeHHbIX cyctaBoB 6 (3; 10,5); 0 — no nevenus
n yepes 4 Hep Tepanuu, cooTBeTcTBEHHO p < 0,001); gocTo-
BEPHO YMEHbLIUINUCL YACNO CYCTaBOB C aKTUBHbIM apTPUTOM
(6 (3,5; 12); 1 (0; 3,5); p < 0,001); a TaKKe YMCNO CyCTaBOB
C HapyweHuem dyHKUMM (6 (13,5; 3,5); 2 (1; 6,2); p < 0,01).
Yepes 3 Mec cycTaBHOM CUHAPOM KynupoBasncs y BCeX nawu-
€eHTOB (puc 5, 6). PyHKLMA B CycTaBax NOMHOCTbIO BOCCTaHO-
Bunacb y 30 60nbHbIX. K 6-My Mec mefimaHa 4ncna cyctaBoB
C HapyweHuem oyHKUMM cTana paBHa O, y 2 nauMeHToB



OpuruHanbHas ctaTbf

Puc. 6. JuHamuKa YyMcna npunyxwmx cyctaBoB Y 60/bHbIX
I0BEHWNbHLIM MAUOMNATUYECKUM apTPUTOM, NIEYUBLLIMXCS
aTaHepuenTom (n = 32)

Puc. 7. lnHamurKa 4yncna cyctaBoB C HapylleHnem byHKLUKUK
y 60NbHbIX OBEHWNbHBIM MAUONATUYECKUM apTPUTOM,
neymBLIKNXCA aTaHepuenTom (n = 32)
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Puc. 8. JuHamuKa nHaekca GyHKUMOHaNbHON HE4OCTAaTOYHOCTHU
y 6ONbHbIX OBEHWNbHBLIM MAMONATUYECKUM apTPUTOM,
NeymBLINXCa aTaHepuenTom (n = 32)

Puc. 9. InHamrKa CKOPOCTM ocefaHus 3pUTPOLMTOB
y 60/IbHbIX IOBEHWUbHLIM MAMONATUYECKUM apTPUTOM,
neymBLINXCa aTaHepuenTom (n = 32)
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Puc. 10. IntHaMmnKa CbIBOPOTOHHOM KOHUEHTpauumn C-peakTMBHOIo
6enKka y 60MbHbIX IOBEHU/IbHBIM UANONATUHECKUM apTPUTOM,
neynBLlIMXCS aTaHepuentom (n = 32)
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orpaHu4yeHne ABWXKEHWM OTMeYanocb NMWb B 2 cycTaBax
(puc. 7).

CHUXKEHWE KNMHMYECKOM aKTUBHOCTM 6ONIE3HU U ynyyLue-
HWe QYHKLMKW CYCTaBOB COMPOBOXAAMUCh NOBbILLEHNEM Kaye-
CTBa YM3HM NauuneHToB. Yepes 4 Hep HaGNOAEHNA UHAEKC
PYHKLUMOHaNbHOW HeaocTaToOYHOCTM Mo onpocHuky CHAQ
nocToBepHo ymeHbwuncsa (1,75 (1,1; 2,0); 0,6 (0,35; 1,1) —
[0 1 4yepe3 4 Hep nedvyeHus, COOTBETCTBEHHO; p < 0,001),
a Yyepes 6 mec cTan paBeH O, YTO CBMAETENLCTBYET O BbICO-
KOM KayecTBe YU3HU geTen (puc. 8).

Tepanua aTaHepuenToM TaKKe noBausna Ha nabopa-
TOpHble MOKasaTeNu aKTMBHOCTM 3aboneBaHus. Ha doHe
Nle4eHUs CTaTUCTUYECKM 3HAYUMO CHU3UAUCH 3HaYeHns COJ
M CbIBOPOTOYHOM KOHLUeHTpauun CPB. CToiKas Hopmanuaa-
umsa ypoBHsa CPB B cbiBOpOTKe KpoBu M CO3 oTMeyeHa yepes
9 1 3 Mec HabnaeHUs, COOTBETCTBEHHO (puc. 9, 10).

OueHKa adPeKTUBHOCTM TepanMmU aTaHEPLLENTOM MO KpU-
Tepuam AKP,.,, nokasana, 4to yepes 1 mec 30/50/70 yny4-
lweHne 3adukeumpoBaHo y 84, 66, 55% nauuMeHToB, COOT-
BeTCTBEHHO. Yepe3 3 mec ynyduweHune 50/70 — y 92 1 85%
naumeHToB. CTaans HeaKTMBHOW 60ne3HK Yepes3 6 Mec Obina




3aperncTpupoBaHa y BCeX MaLMEHTOB, pPeMWUCCUs 4vepel
9 mMec — y 85%, yepe3 12 mec — y 100% 60nbHbIX
(pnc. 11).

Mo6o4HbIe 3ppeKTbl M OTMEHA Npenaparta

JleyeHue aTaHepLLENTOM B LLeIOM NEPEHOCHIOCH XOPOLLO,
1 60/1bLIMHCTBO HEXenaTeNbHbIX ABEHUI ObINU TEFKUMU UK
CpeAHVMM NO CTEMEHU TAKECTU, 06PATUMbIMKU U HE OrPaHu-
YMBAIOLWMMK KypC NeYeHns. 3aperncTpupoBaHHbIe Hexena-
TeNbHble SBIEHUSA BKJIOYANU: OCTPbIM OPOHXUT — Yy 1 pebeH-
Ka, MECTHYIO anfieprmyeckyto peakumnio — y 2. K cepbe3HbiM
HeXkenaTesbHbIM BEHUSIM OTHEC/TN OCTPbIA BPOHXUT. ATOMY
pebeHKy TaKKe NPOBOANIOCH CONYTCTBYIOLLEE IeYEHUE METO-
TpekcaTom B A03e 15 mMr/m2 noBepxHocT Tena. Mo nosogy
OCTPOro 6poHXUTa Oblna Ha3HayeHa aHTMbaKTepuanbHas
Tepanus, Kotopas obecnevynna NosHOE BbI3AOPOBEHUE 6€3
pPa3BUTUSA OCNOXKHEHUN. JleyeHne aTaHepLenToM 6blfo npe-
pBaHO, a noc/ne BbI3AOPOBEHUS BO306HOBNEHO. MecTHas
annepruyeckas peakuus paclLeHeHa KaK HecepbesHoe
HexkenaTenbHOe BIEHUE, OHO HE BMNOCb OCHOBAHWEM Af1s
npeKpaLleHns n NPUOCTaHOBNEHNS Tepanuu.

Ha ¢doHe nedvyeHus npenapaToM JieTanbHbiX WMCXOA4OB
He Npoun3oLuno.

OBCYXAEHUE

HeogHopoaHocTb KOMA aBnseTcs obwenpuaHaHHbiM daK-
TOM, 4YTO 3aTPYAHSET, C OAHON CTOPOHbI, KOHTPO/b Haj 3a60-
fieBaHMEM, a C Apyron — 06yCnoBAMBAET reTeporeHHOCTb
oTBeTa Ha 6a3ucCHble NPOTMBOBOCMNANUTENbHbIE Mpenapatbl
1 6MonornuyecKyto Tepanuio [6, 7]. Ecnn ogHOMYy nauMeHTy ¢
FOWA ans gOCTUXKEHUS KOHTPONA Hag 3aboneBaHueM AocTa-
TOYHO MOHOTEPANUU OAHUM U3 CTaHAAPTHbLIX 6Ga3UCHbIX Npe-
napartoB, To ApyroMy TpebyeTcs KOMOMHMPOBaHHAasa Tepanus
C paHHUM BK/IIOYEHUEM TEHHO-UHMKEHEPHbIX BUONOrMYECKNX
npenapatos [15].

Taknm 06pas3om, nepea NPakTUKYOLWUMU BpavyaMu BCTa-
€T BOMnpoc Bbi6opa ONTUMasbHOWM CTpaTerMn nevyeHus ans
KaX[oro KOHKpEeTHOoro nauueHTa, nogbopa Havbonee noa-
XOAAWero npenapaTta v BpeMs Mepexoja Ha HOBbIM 3Tan
Tepanuu, Koraa OTBET Ha npefblayliee nevyeHue sBasercs
HEMOJIHbIM MW HeadeKBaTHbIM.

B nposegeHHoe B HLU34 PAMH wuccnegoBaHue 6bi10
BK/ItOYEHO 32 60/bHbIX, NOfyYaBLWWX MHOAMKCMMab B Kade-
CTBE NEPBOro reHHo-UHKEeHepPHOro 6MoNOrMYecKoro npena-
paTta. 21 naumeHT neyunncs nHrnéutopom ®HO o B TeyeHune
1,4 (0,5; 4) roga. Y Bcex 60/bHbIX 6blla 4OCTUIHYTa CTaaus
HeaKTMBHOM 60Nne3Hn n pemuccus 3aboneBaHus. OgHaKko
yepes 1,4 (0,5; 4) roga pa3Bunocb 060CTpeHne 6ONE3HKU
B CBA3KW C PpOpMMpPOBaAHMEM BTOPUYHOW PEBUCTEHTHOCTH
K MHONMKCMMaby. 8 NauneHToB NeYnnmcb MHOIMKCUMaboMm
B TeyeHue 3 Mec, 3ateM npenapat Obls1 OTMEHEH MO NPUYNHE
nepBuYHON HeadpdeKTUBHOCTU. Y 3 6OMIbHbIX C XOPOLIUM
addeKkToM 4yeped 4 Mec Tepanuu OTMedasnoCb pasBuUTHE
TpaHChY3UOHHbIX (annepruyecKkunx) peakuum, Bcneacteune
yero npenapat 6bl/1 TaKXKe OTMEHeH. Bce nauuneHTbl 6binn
NepeKoY€eHbl Ha aTaHepLenT.

B nocnegHee Bpemsa MNosiBUNOCL HeMano paboT, Nnocss-
LLIEHHbIX OLEHKE «BbIXXMBAEMOCTW», 3PDEKTUBHOCTU U 6e30-
MacHOCTM BTOPOrO M JaxKe TPETbero 6MON0rM4ecKoro npenaparta
npu peBMaToMaHOM apTpuTe y B3POC/biX 60/bHbIX [7, 16—21].

Y peten 6bi10 NpPoOBeAeHO ABa TaKUX MUccnenoBaHus
[22, 23].

B nccneposaHum Otten n coaBT., B TedeHWe 1 roga BTOpown
nHrnéutop ®HO « npopomkanu nonydyatb 50% naumneHToB,
Yy KOTOpPbIX NEpBbIN npenapaT 6bl1 OTMEHEH B CBA3U C HEAO-
CcTaTo4yHOM aGDEKTUBHOCTLIO. [pK NepeKItoYeHnn Ha BTOPOK
nHrnéutop ®HO « BcneacTBUE NEPBUYHOW U BTOPUYHOM

Puc. 11. InHaMunKa nokasaTtenen akTMBHOCTV 3aboneBaHns
no Kputepusam AKP .., Ha poHe nedeHuns ataHepuentom (n = 32)
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lMpumevaHne. AKP — Kputepun AMeprKaHCKOM Konneruu
peBMaTonoros.

HeadDEKTUBHOCTM MEPBOro npenaparta fievyeHne 6Gonblue
1 rofja npofomKanu nosyyatb MeHbLIee YUCAO0 NauueH-
T0B — 32% (95%, noBepuTenbHbii nHTEpPBan ot 12 Ao 53%).
Mo gaHHbIM Tynjala 1 coaBT., «BbIXKMBAEMOCTb» TEPANUK BTO-
pbiM MHrMGMTOPOM PHO o Gbina Bbille, YEM B UCCeA0BaHUK
Otten u coaBT., 1 cocTaBuna 66% [22, 23].

B Hawem wccnegoBaHuM B TedyeHue 1 roga Tepanuio
BTOPbIM MHIM6MUTOPOM PHO o MpogomKanu Bce nalueHThl,
NepeK/NtoYeHHble ¢ MHPAMKCcMMaba Ha aTaHepuenT Bcnea-
CTBME NEPBUYHOMN (8 YenoBekK), BTOpMYHOM (21) HeapdeKTmB-
HOCTHU 1 HenepeHocnmocTu (3).

AHannM3 abdEKTUBHOCTU BTOPOro MHruébutopa PHO o
noKkasan, 4to B nccnegoBaHum Otten n coaBT. CTagus Heak-
TUBHOW 60Me3HK Yepeld 15 Mec neyveHus Oblla AOCTUTHYTa
nnwb y 17% 60nbHbIX. B Hallem nccnegosaHmm Yepes 6 mec
CTaausa HeaKTMBHOM 60/1e3HM Bblfia AOCTUIHYTa BCEMU NaLun-
eHTaMu, 4yepe3 9 mec Oblna KOHCTaTMpOBaHa peMuccus
y 85%, a 4yepe3d 1 roq — y 100% 60NbHbIX.

PaHee Hamu 6b110 NpoBeAeHo nccnegoBaHue apdeKTUB-
HOCTM M 6e3onacHoCTM agannmMymaba (MOHOK/IOHaNbHbIE
yenoBeyeckue aHtutena K PHO «, n = 56) B KIMHUYECKON
npakTuke y naumeHTtoB ¢ FOMA npu nepBUYHOM M BTOPMY-
HOM HE3IDDEKTUBHOCTU [APYrUX TFE€HHO-UHKEHEPHbIX 6GMO-
NlorMyeckmx npenapartoB: y 48 pgeter — uWHOAMKcumaba,
y 2 — 3TaHepuenTa, y 5 — putykcumaba, y 1 — abartauenTa.
B HeM Take Oblla NoKaszaHa Xxopolwas «BblXWBaeMOCTb»
N BblCOKas 3POEKTUBHOCTb BTOPOr0 FEHHO-UHXKEHEPHOro
6uonormnyeckoro npenaparta. Yepes 24 n 52 Hep oT Havana
Nle4YEeHUs cTaaMsa HeaKTMBHOM 060se3HM Oblla AOCTUrHyTa
y 55 n 85% peten, COOTBETCTBEHHO; pemuccns — y 52%
nauuneHToB 4epe3 1 roa. AHann3 3ddEKTUBHOCTM afanu-
Mymaba y 30 naumeHToB C BTOPUYHOW PE3UCTEHTHOCTHIO
K MHPAMKcMMaby n y 18 60nbHbIX ¢ 060CTpeHMEM 3abone-
BaHuWA nocne OTMeHbl NpenapaTa nokasar, 4To agannumymatb
BO BCEX C/yyasix no3Bonsn JOOUTbCH YCTPaHEHUS aKTUBHO-
CTU M A0CTMYb pemMUccUn 6onesHn [24].

AHann3 3dPEKTUBHOCTU FEHHO-UHKEHEPHbIX NpenapaToB
y B3POC/bIX NOKasan, 4To aHTU-PHO a-Tepanusa 6bina nep-
BblM GMO/IONMYECKUM HanpaB/iEHUEM B SIeHeHUU NaLMEHTOB
CO CpefHeTaXeNbIM U TaXeNbIM peBMaToMAHbIM apTPUTOM
[7, 15-19, 25]. OgHaKo B KaMHM4YyecKon npaktuke y 30%
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naumMeHToB MHrnéutTopbl PHO o OTMEHNAIOT M3-3a HeaocTa-
TOYHOM 3PDEKTUBHOCTU UM Pa3BUTUS NMOBOYHBIX 3DPEKTOB
[26]. JaHHble HauMOHaNbHbIX PEFUCTPOB BUONOTMYECKUX Mpe-
napartoB nokasbiBatoT [20], 4TO NepBUYHaAsa MKW BTOPUYHASA
HE3adDEKTUBHOCTb TGO HEMEPEHOCMMOCTb MHIMOGUTOPOB
®HO o 3acTaBnsina MeHATb cxemy federHns y 20—-30% 60nb-
HbIX, KOTOpble WX NpumeHsnu [21]. Mocneayowaa Tepanus
MOXET BK/toYaTb nepexoj Ha apyrov aHTn-®HO «-npenapat
MAn GUONIOFMYECKMI NpenapaT ¢ APYrMM MEXaHU3MOM Aen-
ctBuA. CyllecTBYeT AOCTaTO4YHOE 4YMcno paboT, B KOTOPbIX
NPOAEMOHCTPUPOBAHO, YTO MaLMEHTbl C MEPBUYHON MAM
BTOPUYHON HEIDODEKTUBHOCTLIO TEpannu NepBbiM MHIMOU-
TopoM ®HO o HE3aBUCMMO OT MPUYUHbBI NPEKPaLLEHUS Nneye-
HWUS MOFYT XOPOLLO OTBETUTb Ha BTOPOM Mpenapart U3 3Tomn
rpynnbl.

B ronnaHAcKOM pernctpe naumeHTbl ¢ peBMaToMaHbIM
apTpuToM 6blin pasgeneHbl Ha 3 rpynnbl B 3aBMCMMOCTHU
OT NMPUYNH OTMEHbI NnepBoro aHTU-®HO a-npenapara: naum-
€HTbl C NEPBUYHON HEIDPEKTUBHOCTbLIO TEPAMNUU, UNK «HEOT-
BETYMKW» (N = 49), 60/bHblIE C HEOOCTAaTOYHbIM OTBETOM
Ha Tepanuio (N = 75) 1 NauneHTbl ¢ Ppa3BUTUEM MOBOYHbIX
abdpeKkToB Ha 6nokatop ®HO « (n = 73). B uccnepoBa-
HUK oueHMBann abPEKT NPUMEHEHUS BTOPOro UHrMbUTopa
®HO «. Yepe3 6 mec nocne nepeknovyeHus Ha BTOPOWN
npenapart y nauMeHToB BO Bcex rpynnax 6binv 3aduKcu-
poBaHbl conoctaBumble ynydweHns DAS28 no cpaBHEHUIo
C UCXOOHbIMWU AaHHBIMU U XOPOLWNK 3DDEKT MO KPUTEPUAM
EULAR [27].

B nccnepgoBaHum R. Scrivo 1 coaBT. TakKe OblN0 NOKa3a-
HO, 4TO BTOPOM MHIMOMTOP PHO o MOXKET OKa3aTbes ahdeK-
TMBHbIM MOCfe OTMEHblI NEepBOro npenapaTta BCAeACTBUE
HEIDPEKTUBHOCTU, HU3KON IDDEKTUBHOCTU WU Pa3BUTUSA
HexenaTesbHbIX ABJeHUH. Heo6x0auMO OTMETUTb, YTO Mpw
3TOM KJIMHUYECKUI OTBET Ha BTOpon aHTU-®HO «-npenapat
6blN1 AOCTATOYHO BbICOKMM B Clly4asix BO3SHUKHOBEHMUS N060Y-
HbIX 3pdEKTOB Ha NMepBbIKn Npenapar Uin HegoCTaTOYHOro
otBeTa. OagHaKo, ecnu Ha BTOpon nHrméutop PHO a nepe-
KIOYMIU «<HEOTBETYMKOB» Ha MEpBbIA npenapaT 3T0ro e
Kfnacca, TO cufa KiauMHu4eckoro adodeKkrta 6bina HU3KOW.
Cpeau naumeHToB, KOTOpble ObLIM NepeBeaeHbl Ha BTOpOM
MHrnéutop PHO « BCneacTBMe OTCYTCTBMA OTBETA, Heflo-
CTATOYHOr0 OTBETA WM HEXenaTeNbHblX peaKuun, cpea-
HUM/xopownn oTBeT no Kputepmsam EULAR 6bin 3aperu-
cTpupoBaH B 38,4; 66,6 1 88,8% cny4yaeB, COOTBETCTBEHHO
[28]. Taknm o6pa3om, nNpu OTCYTCTBUM OTBETA Ha MNeEPBbLIN
MHrM6muTop ®HO « (rpynna «HEOTBETYMKOB») MOXKHO MNpef-
NOMIOXMUTb CyLLECTBOBaHWE 0OLWEN PE3UCTEHTHOCTM K 6no-
katopam PHO « M HegocTaTOYHbIA OTBET Ha BTOPOW aHTU-
®HO «-npenapatr. OgHaKoO B Hallem MccieaoBaHWMK TaKon
3aKOHOMEPHOCTH He Habntganochb.

LliBeackne ydveHble, NPOBOAMBLUME MNPOCMEKTUBHOE
HabnogaTeNbHOe UccnegoBaHue, TakXe nonbiTanucb OTBe-
TWUTb Ha BOMPOC O BpayebHOM TakTUKe Npu HeaDDEKTUBHOCTH
OAHOro uUnu AByx MHrméutopos ®HO «. OHKM NpoBenu cpaB-
HUTENbHbIM aHann3 3OPEKTUBHOCTU fIEYEHUS MaLMEHTOB
C BrnepBble Ha3HaYeHHbIM UHrM6uTopom PHO o (1-a rpynna)
M Nnocfe NepekyeHnss Ha BTOPOM (2-a rpynna) U TpeTumn
(3-9 rpynna) npenapaTt C TaKUM e MEXaHU3MOM AeNCTBUS
[29]. PesynbTaTbl UCCnegoBaHus NoKasanu, YTo Npu NepBuY-
HOM Ha3Ha4yeHun MHrn6uTopoB PHO o addeKT Gbin Bhille,
4yeM B c/ly4Yae NepekyeHns naumMeHToB Ha BTOPOM npena-
paT ToM e rpynnbl. B cBoO o4yepeab 60/bHbIE, IeYmBLUME-
csl TPeTbMM 6IOKaTOPOM, MPOAEMOHCTPUPOBANN MEHbLUYIO
3OPEKTUBHOCTb, YeM 2 Apyrue rpynnbl. Tak, y naymMeHToB 1-1,
2- n 3-n rpynnbl otBeT AKP70 6bin1 4OCTUIHYT Y 13, 7 1 3%,
COOTBETCTBEHHO. XOopowwnihn oTBeT no Kputepumam EULAR
6bin 3apeructpupoBaH y 34, 25 n 9%, COOTBETCTBEHHO;

pemuccus no DAS28 — y 23, 16 1 6% nauuneHToB 1-1, 2-1 n
3-# rpynnbl, COOTBETCTBEHHO [29].

B oTanumMe oOT WBEACKOro MCccnefoBaHWst MHOTOLEH-
TpoBOE paHAOMM3MPOBaHHOE ABOWHOE cnenoe nnauebo-
KOHTponmpyemoe uccnegosanne GO-AFTER nossonuno ycra-
HOBWTb, Y4TO NaUMEHTbI C HEAOCTATOYHbIM OTBETOM Ha OAMH
unu aBa uHrnéutopa ®HO « MOryT NpoAeMOHCTPUPOBATb
xopouwyo 3PPEKTUBHOCTb MNPU MNEPEKNOYEHUU Ha BTO-
pon/TpeTun npenapat Tou e rpynnbl [30].

B Halwem wuccnegoBaHWM MNOKasaH OTAWMYHBbIN 3PdEKT
NepeKtoYeHUs Ha BTOPOM MHIMOUTOP Y NaLMeHToB C BTO-
PUYHON HEIPODEKTUBHOCTBIO U HEMEPEHOCUMOCTbIO MHDUK-
cuMaba: 0gHOM U3 NPUYMH Pa3BUTUS BTOPUYHOW HedddeK-
TUBHOCTU MHONMKCMMaba CKopee BCero crano obpasoBaHne
cneumMdUYECKMX HEWTPanU3YILWNX aHTUTeN, 4YTO SABASEeTCH
cneactBMeEM OCOGEHHOCTUM €ero CTpoeHus. UHdnnkcnumab
npeacraBnsier co60M XMMEPHOE MOHOK/IOHaIbHOE aHTUTENO
K ®HO «. Ero monekyna IgG,; Ha 75% cocTouT U3 4enose-
yeckoro ¢parmeHTa M Ha 25% — M3 MbIWKWHOrO. AHTUTENa
CUHTE3NPYIOTCH K MblLUMHOMY dparmeHTy |gG B OTBET Ha BBe-
feHne npenapata. CMHTE3 aHTUTEN SABASETCH KIOYEBbLIM
3BEHOM B 3aMNyCKe anfiepruyecknx peakumin HemeaneHHoro
TMNa, pa3BuBaloLLMXCA BO BpeMsa UHDY3UK MHPAUKCMMaba,
C OfHOW CTOPOHbI, U YCKONb3aHUsA 3addeKTa C TeYyeHnem
BPEMEHU — C ApYyron. ATaHepLeNnT UMEET APYryO CTPYKTYpPY.
OH npeacTaBnsietT cob6on 6e0K, COCTOAWMNN U3 ABYX pelen-
TopoB PHO (pPHO2/75) ¢ pobGaBneHuem Fc-pparmeHTa
yesnoBeyecKoro IgG,, 4To fano OCHOBaHUS AOMYCTUTL: Nauu-
€HTbl C HENepeHOCMMOCTbO M BTOPUYHOM PEIUCTEHTHO-
CTblO K MHPANKCMMaby 6yayT XOpOLWO NepeHOCUTb Tepanuio
3TAHEPLLENTOM, M Y HUX OO/MKEH OblTb AOCTUIHYT XOPOLWWWM
adoekT [3].

B otnnumne ot pesdynbraToB, Noay4eHHbIX R. Scrivo 1 coaBT.
M B LWBEACKOM MWCCNefOBaHWMW, B HaleM WCCefoBaHUM
XOPOLLMK OTBET Bbl/1 3aperncTpupoBaH 1y NaLneHToB ¢ nep-
BMYHOM HE3IPODEKTUBHOCTBIO MHDNIMKCMMaba Npu nepekto-
4yeHun Ha BTopon MHrmémTop PHO «.

MauneHTbl, nepeBedeHHble Ha BTOPOWM WHIMOUTOP
®HO «, MOryT Nyylle WK TakKe XOpoLo OTBETUTb Ha fieye-
HWe, OfHAKO Bcerga OCTaeTcsl PUCK MpepbiBaHUs Tepanuu
no TEM e MNPUYMHaM, YTO M B Cllydae OTMEHbl MepBOro
npenaparta [20].

B nccneposaHuun, nposegeHHom B HU3/ PAMH, yepes
1 roa nocne nepektoyYeHnss Ha BTOPOW MHIMOUTOP OTMe-
Hbl MpenapaTa BcneacTBUE MEPBUYHOW, BTOPUYHON HEId-
GEKTMBHOCTU MW HEMNEePEeHOCUMOCTU 3aperncTpmpoBaHo
He 6blno.

Mpodunnb 6Ge30nacHOCTM 3TaHepLenTa y AETEN B LIENOM
He OT/MYancs OT TaKOBOro, OMUCAHHOMO paHee Yy MnauueH-
T0B ¢ HOWA, n aBnancsa oxuaaembiM AN nonynsiumMm nauu-
€HTOB, NOoJyYalolWMX WMMMYHOCYNPECCHBHbIE npenapartbl.
HexxkenatenbHble ABNEHUS NPOSBASANCL MHPEKLMAMM cpel-
Hewn cteneHun TaxecTu. Beneacteme crneundUYecKoro mexa-
HU3Ma [OENCTBUSA, OTJIMYHOTO OT AEWCTBUSA MOHOK/IOHASb-
HbIX aHTUTEN, NPUMEHEHUEe 3TaHepLenTa 6osee 6e3onacHo
B OTHOLUEHWWN pUCKa pa3BUTUA TyGepKynesa No CpaBHEHMIO
C WUHPAMKcUMabom M ajanumymaboMm, 4TO MNOATBEpPXKAa-
€TCS1 MHOTOYUCNEHHBbIMW [JaHHbIMW PErncTpPoB MnauueHToB
[31, 32]. Mo aaHHbIM D.J. Lovell u coaBT. [32], B Te4yeHUe
8 neT Tepanuu 3TaHepuenToM AOMYCTMMOE YMCIO Hexena-
TENbHbIX PeaKUWni He yBeNM4YMBanocCb, TAXeNblX NOGOYHbIX
peaKkumMn OTMEYEHO He OblNo, a KIMHUMYECKoe ynydlleHue
COXPaHAN0Ch y BCEX MALMEHTOB, MPOAOIKMUBLLMX leHEeHHE.

3AK/TIOYEHUE
MNepekntoyeHne Ha aTaHepLENnT NauMeHToB C NEPBUYHON,
BTOPUYHON HEIDODEKTUBHOCTBIO WM HENEPEHOCUMOCTbIO



MHPAMKcMMaba obecnevynno pasBuTne PEMUCCUM U Cocob-
CTBOBAJIO MPAKTUYECKM NMOSHOMY BOCCTAHOBAEHUIO GYHKLIMM
B CycTaBax y Bcex 60/bHbIX. Hapsay ¢ BbICOKOW Tepanes-
TUYeCcKoMn adPEKTUBHOCTLIO 3TaHepLenT obaagan xopowen
NepeHoCUMOCTbIO.
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