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Lenb nccnepgoBaHms: oLeHNTb 3GPEKTUBHOCTL M 6E30M1ACHOCTb JIEYEHNS PUTYKCUMMaOOM Npu AMTEIbHOM HabIloAeHUN eTen
C CMCTEMHbIM I0BEHWIIbHLIM MAMONaTUYECKMM apTPUTOM. Y4aCTHUKNU W MeTOAbl HCC/IeA0BaHMS: Obliv POaHaINn3npoBaHb!
peaynbratsl nevyeHms 60 geTten, cTpajatolmx CUCTEMHbIM BapUaHTOM HOBEHW/ILHOIO MAMOMAaTUYECKOro apTpuTa (33 AEBOYKU
u 27 MasibuMKoB), B Bo3pacTe oT 1 roga Ao 18 net (cpeaHui Bo3pacT 8,7 feT), HaboaBLUMXCS B pEBMAaTo/10rM4eCcKoM oTge-
neHun Orey «HU3/d» PAMH. nutenbHocTs 601€3HM Ha MOMEHT Ha3HauYeHus pUTyKcumaba B cpeaHem coctaBuaa 5,3 roja.
Ha MoMeHT Havas1a Teparnum pUTyKCMMaboM y BCeX AETeH NMPUCYTCTBOBAJ aKTUBHbII CYCTaBHOM CUHAPOM, TSXKEJIble CUCTEMHbIE
MPOSAIB/IEHNS U BbICOKME S1abopaTOpHbIE MoOKa3aTe/IM aKTMBHOCTU 3ab0/ieBaHUs. B KadecTBe noka3aresen yay4leHms 6biim
MCI0/Ib30BaHbl NeAMaTPUIECKUE KpUTEPUU AMEPUKAHCKOM KOJIJIerM peBMaTosioroBs. llepes npumeHeHueM rnpernapara 6b110
rnosay4yeHo o06peHune JlokanbHOro atnyeckoro Komuteta @by «HLU3/» PAMH; npeactaButensmu naymeHToB UM 60J1bHbIMU
cTaple 14 net noanmMcaHo MHGOPMMPOBaHHOeE corniacue. Pe3ynbTaTbl: npenapar nHayLumnposasa pemuccuio y 26 n3 60 (43%)
naymeHToB: y 9 nocne 1-ro Kypca nevyeHus, y 8 — nocse 2-ro, y 6 — nocsae 3-ro, y 3 — nocne 4-ro. MakeumasibHas 4anTeslb-
HoOCTb pemuccuun coctaBuia 5 net 4 mec, MuHUMaibHas — 6 mec. [lpyrme reHHo-uHXeHepHble 6MOIorMYecKne npenaparsbl
Obin Ha3HavyeHbl 34 (57%) nauneHTam: B CBA3M C pa3BUTUEM NEPBUYHON HEIPDEKTUBHOCTM — 15, BTOpU4HON HEaI)DEKTUB-
HocTn — 10; B CBA3M C napymaibHoN HeAQOEKTUBHOCTLIO — 9 nayneHTam. [lepeHoCUuMOocCTb npenapata 6blia y[0BAETBOPHU-
TeJIbHOM y BOJIbLIMHCTBA AeTel. HexenatesbHble ABEHNS MPOAB/IAINCL TPAHCHY3UOHHLIMU PEaKLUMAMM Ha BBEAEHUE PUTYK-
cumaba, MHOEKUMAMU Pas/INYHON CTENEHU TAKECTH, HEMTPOrNeHmen. BoiBogbl: pUTYKCUMab BbICOKOIDPEKTUBEH Y 60/IbHbIX
TSXKE/IbIM CUCTEMHbLIM BapUaHTOM tOBEHWU/IbHOIO MAMOMAaTUYECKoro aptputa. lpenapat MHAYyLMpoBaa PeMUCCUio 60/1e3HU
Y NaLUUeHTOB, paHee CYMTaBLLUMXCA MaJloKypabesbHbIMU, C HU3KUM CTaTyCoM PU3NYECKON M COLMaIbHOM adantaumi.
KnroyeBble cnoBa: 4eTH, CUCTEMHbIN IOBEHWIIbHBIN MANOMATUHECKMI apTPUT, JIe4EHME, FEHHO-UHXXEHEPHbIE BUOI0MMYECKUe
npenaparbl, putykeumao, B anmepouyntel, CD20.
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Efficacy and Safety of Prolonged Rituximab Treatment
in Patients with Systemic Juvenile Idiopathic Arthritis

Aim: to assess efficacy and safety of rituximab treatment in children with systemic juvenile idiopathic arthritis under prolonged follow-up.
Patients and methods: results of treatment of 60 children (33 girls and 27 boys) with systemic variant of juvenile idiopathic arthritis
being followed-up in rheumatology department of the Federal State Institution «Scientific Centre of Children Health» of RAMS (FSI
«SCCH» RAMS) were analyzed. The mean age of children was 8,7 years. The mean duration of disease course at the moment of first
rituximab administration was 5,3 years. At the beginning of rituximab therapy all children had active articular syndrome, severe systemic
manifestations and significantly increased laboratory markers of activity. As the signs of improvement the authors used pediatric criteria
of the American College of Rheumatology. The treatment was approved by the local ethic committee of the FSI «<SCCH» RAMS; the
patients’ representatives and patients older than 14 years old had signed informed agreement. Results: remission was induced in 26 of
60 (43%) patients: in 9 of them after the 1st course of treatment, in 8 — after the 2nd, in 6 — after the 3d and in 3 — after the 4th.
The maximal duration of remission was 5 years 4 months, minimal — 6 months. Other genetically engineered drugs were administered
to 34 (57%) of the patients: due to the primary inefficiency in 15, secondary inefficiency — in 10; due to partial inefficiency — in
9 children. The drug was well-tolerated in most of the patients. Undesirable effects were represented by transfusional reactions to the
rituximab infusion, infections with different severity and granulocytopenia. Conclusions: rituximab has high efficiency in patients with
severe systemic variant of juvenile idiopathic arthritis. The drug induced remission in patients who had been considered almost incurable,
with low status of physical and social adaptation.

Key words: children, systemic juvenile idiopathic arthritis, treatment, genetically engineered biological drugs, rituximab, B lymphocytes, CD20.
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BBEJAEHMUE

CUCTEMHbIA  IOBEHUbHbIN  MAMONATUHECKUIN apTPUT
(ctOMA) — 3aboneBaHue MynbTMGAKTOPHOM MPUPOAbI, NPO-
TeKalollee C reHepann3oBaHHbIM MOpPaXeHWeM OMOpPHO-
[ABWraTesbHOro annapata M BOBNEYEHWEM B MMMYyHOMaTo-
JIOTMYECKMI NPOLLECC BHYTPEHHUX OpraHoB. 3To Haubonee
TSKEeNbI BapuaHT TedyeHus KOMA, npu KOTOPOM 4acTo pas-
BMBAIOTCSA TaKWe rpo3Hble MPOsiBNEeHUs 3ab0neBaHuUs, Kak
KapauT, MHTEPCTUMLMANbHOE MOPaXKeHWe Nerkux U ceposuT.
Y 1/2 naumMeHToB peunanBUPyET XPOHUYECKUN NOAUAPTPUT
(C nnn 6e3 CUCTEMHbIX MPOSIBNEHWI), MPOrPECCUPYET KOCTHO-
XpsilleBas OEeCTPYKLMS CyCTaBOB M pa3BuBaeTcs GyHKLMO-
HanbHas HeJoCTaTOYHOCTb [1].

JleyeHune clOMA — cnoxHas npobnemMa B AETCKOW peB-
MaTo/I0rMn, 4TO 06YCNI0BNEHO HEBbLICOKOM 3PDEKTUBHOCTbIO
MeToTpeKcata [1] n MHIMOBUTOPOB GaKTopa HEeKpOo3a OMnyxo-
nen o (PHO ) npu aTon dopme 3aboneBaHms [2].

OnutenbHoe wn3ydyeHne natoreHe3a HOWA onpepenvno
psi4 OCHOBHbIX NyTEN, BOBJ/IEYEHHbIX B NatoreHe3 3aboneBa-
HUSA. BblI0 YCTAHOBNEHO, YTO B Pa3BUTUM NATONOMMYECKMX
nameHeHnn npu KOMA npuHMMaloT y4actMe MHOIMe KIeTou-
Hble NonynsAuuKn, BKto4asa B n T KNeTKKU, AEHAPUTHbBIE KNETKM,
Makpodarn, MoHoUMTbl U GubpobnacTtel [3]. MNoBpexaeHne
TKaHen npu HOWMA 06ycnoBneHO KakK rymopanbHbiMM, TaK
M KNEeTOYHbIMW MeXaHM3Mamu. AyTOoaHTUTEeNa Bbi3biBaloOT
LMTOTOKCUYECKMI 3POdEKT B pelynbTaTe aKTUBauuM UMK
CUCTEMbI KOMMJIEMEHTA, CNOCOOCTBYIOT ParoumnToldy KIETOK-
MULWEHEN, WMHUUMUPYIOT @HTUTEN03aBUCUMYIO KJIETOYHYIO
LMTOTOKCUYHOCTb. AyTopeaKTuBHble CD8+ T KIETKMU Bbi3bl-
BalOT LUMTONN3 TKaHEW NocpeacTBOM cekpeuunun nepdopuHa
n rpaHsvmmoB, CD4+ T nAMMbOoUNUTbI YCUIMBAIOT TKaAHEBbIE
nopaeHusi, MOOBUIN3YS KINETKM 30Hbl BOCMANeHUs U CTUMY-
NIMPYs BbICBOOOXAEHWE MU MeanaTopoB. NoMMUMO M36bITOY-
HOM akTMBauuun T xennepos, npu OMA oTmeveHa 3HauuTeNb-
Has akTMBaLMSA CyNPEeCCOPHO-LIMTOTOKCUYECKUX TMMPOLUTOB
(T kunnepoB) n HaTypasnbHbiX KUnepos (NK-kneTok) [4].

AKTMBHYIO pofib B pa3BuTuK cobbitnin npu KOUA urpatot
B numooumtbl. X GYyHKUMM MOTYT M3MEHSATLCS MpPU Hapy-
LWUEHUN PEerynsiumMm Ha caMblX Pas3HbIX KJIETOYHbIX YPOBHSAX:
nedekT T-3aBUCMMOW aKTMBauun B numdoumntoB, MameHe-
HWE YPOBHS 3KCMPECCUM MOBEPXHOCTHLIX MONEKyN B KNeTok,
HapylweHne co3peBaHus M anddepeHUMpoBKM B KneTok
[5, 6]. HapyweHwne co3peBaHusa B numdounToB MOXET cae-
NlaTb BO3MOXHOW reHepauuio, aktuBaumio n andbdepeHum-
POBKyY NocfefHux; KnoHanbHas aKcnaHcua B KneTok npusoaut
K CEKpeLun naToreHHblX aytoaHTuTen. Poib ayTopeaKkTUBHbIX
B KNeToK He orpaHuMyMBaeTCsi TONIbKO CeKpeuuen ayToaH-
TUTEN, Y4acTBYIOT U apyrue B-KneToyHble GyHKLUMK, B YUCNO
KOTOPbIX BXOAWT MoaaepraHue akTMBHoCcTM T nanmM@oumToB
B KA4YeCTBE aHTUIreHNPEe3eHTUPYOLWMX KIIETOK WK Henocpea-
CTBEHHbIX Y4aCTHUKOB peaKLMn MecTHOro Bocnanexums [7].

BaxHaa ponb B MCTOLWEHWM Myna ayToarpecCcuBHbIX
CD20 B nMMdOoLMTOB NPUHAANEXUT Npenaparty putykcuman.
3T0 6MONOIrMYECKMI areHT, NoJlyYEHHbIN FEHHO-UHXEHEPHbIM
cnoco6oM, MpeacTaBnaloWn CoO0M XMMEPHbIE MOHOKJIO-
HanbHble aHTUTeNna K peuentopy CD20 Ha NOBEPXHOCTH
B numdountoB. Monekynbl CD20 npucyTcTBYIOT Ha B Knet-
Kax Ha BCex CTaausx pa3BUTUS 3@ UCKIIIOYEHMEM CTBOJIOBbIX
reMonoaTUYECKnX, npe-B 1 HopmanbHbIX MaasmaTUYeCcKMX
Knetok [8]. Ncxoas u3 xapaKTEPUCTUK FeHa, KOAMPYHOLLEro
3T0T MapKep, CD20 npeactaBnaetr cobon MembpaHOCBA3aH-
HbI dochonpoTenH ¢ MosieKkynsipHon maccon 33-37 k[a.
Ero cTpykTypa BKItOYa€eT 4 TpaHCMEMOBPaHHbIX 061acTH, IKC-
TpauenntonsapHyto neto n3 44 aMMHOKMCIOTHbIX OCTaTKOB
n uutonnaamatmyeckme N- n C-KoHupl [9]. Ha ocHoBe aHanu-
3a CTPYKTYPHOW rOMOJIOrMK yCTaHOBEHO, 4To CD20 dyHKLM-
OHUPYET B KayecTBe CcybbeanHMLbI KanbLmeBoro KaHana [10],

YTO MOXKET OOBACHATL BUAHUE cBA3biBaHMA CD20 Ha aKTu-
BauUMio, AMPOEPEHLIMPOBKY U MPOrpeccMpoBaHue KIeTou-
Horo uukna B numooumtoB ot G; K S ¢dase [10, 11]. [nq
NPUMEHEHUS 3TOF0 MapKepa B KayecTBe TepaneBTUYECKOM
MWLLEHM BaXKHO, 4TO cBaA3biBaHMe CD20 He moaynupyeT ero
3KCMPECCUIO W CYLWLEeCTBEHHO HE BAMSET Ha MPOXOXAEHWe
MoJiekyn Yepe3d membpaHy. CD20 TaKKe He 0TXOAUT OT MEM-
6paHbl, U HE HAWAEHO HUKaKOro ero aHanora, Mem6paHHOro
WUIN CEKPETUPYEMOrO, KOTOPbIN Mellan 6bl MPUMEHEHUIO 3TO-
ro MapKepa B Ka4yecTBe MULLeHU ans B-kneTtoyHon Tepanuu.
PutyKcumab cBsA3biBaeT Mosnekyny CD20 Ha noBepxHOCTH
B KNeToK 1 MHAYLUMPYET UX yaaneHue npu noMoum apodeKTop-
HbIX MEXaHW3MOB OpraHn3ma-xo3suHa [12].

PuTyKcumab 6bin1 BNepBble NPUMEHEH ANS IeYEHUS HEXOA-
WKMHCKMX iumoom [13, 14], a ¢ 2006 r. npenapat 3aperu-
CTPUPOBaH MO NOKa3aHMIo «peBMaToONaHbIN apTpuT [15].

B KNMHMYECKUX uccnegoBaHusx 6biia nokalaHa [ocTa-
TOYHasa 3ODEKTUBHOCTb M 6€30NaCHOCTb MPUMEHEHNS PUTYK-
cumaba y B3pOCAbIX MauLMEHTOB C PEBMATOMAHLIM apTpu-
ToM. PesynbraTel uccnegosaHua DANCER (Dose-ranging
Assessment International Clinical Evaluation of Rituximab in
RA) n REFLEX (Randomized Evaluation of Long-Term Efficacy
of Rituximab in RA), B KOTOpble 6blIM BKIOYEHbI NaLUEHTbI
C HEAPODEKTUBHOCTBIO UM HEMEPEHOCMMOCTbLIO MO KpanHen
mMepe oaHoro uHrnéutopa ®HO «, Nokasanu, YTO B rpynne
60/1bHbIX, NOy4aBLWKWX PUTYKCUMAO, y 3Ha4YUTENbHO 60SbLe-
ro 4yucna Habnogaemblx 6bl1 NONyYeH KIMHUYECKU OTBET
no Kputepusm AMEPUKaAHCKOW KOMlernu peBmaTtonoroB
(AKP) 1 6b1710 3apernctpMpoBaHo ynydlleHne noKasaTe-
e KavyecTBa XWU3HWU. AHanmM3 pesynbraTtoB WMCCNeaoBaHUA
REFLEX cBuaoeTenbctByeT O TOM, YTO KOMOWHMpOBaHHas
Tepanus puUTykcMmaboMm M MeToTpeKkcaTom 6onee addek-
TMBHO TOPMO3WT AECTPYKLMIO CYCTaBOB, YEM MOHOTEpanus
MeToTpeKcaTom [16, 17].

B pemaTtonornyeckom otaeneHum Hay4Horo LeHTpa 340-
posbs aeten PAMH (HU3J PAMH) ¢ 2007 r. npoBoautcs
nccnegoBaHue no oueHke apPEeKTUBHOCTM U 6e30MacHOCTH
neyenus putykcumabom geten ¢ FONA [18-20]. Pesynbrathl
nNpMMeEHEHUs nNpenapaTa y AeTen ¢ pas3nnyHbIMKU BapuaHTa-
Mn FOMA onucaHbl B eAnHUYHbIX paboTax [15].

Llenb uccnegoBaHus: oLeHUTb 3PPEKTUBHOCTb N 6€30-
NMacHOCTb fle4EeHUsT PUTYKCMMaBOM Npu ANUTENIbHOM Habnto-
neHun geten ¢ ctOMA.

NALMEHTBI U METOAbI

Y4yacTHUKU uccnegoBaHUs

BbinM  npoaHanu3auMpoBaHbl  pe3ynbTaTbl Jle4eHus
60 peten, ctpagatolwmx ctOUA (33 geBOYKU U 27 Masbyu-
KoB), B BO3pacTe oT 1 roga Ao 18 net, HabnwaaBlUMXCH
B peBMaTosiornyeckom otaeneHnn drey «HU34» PAMH.

OuarHo3 clOMNA ycTaHaBAvBanAM Ha OCHOBaHMW Knac-
CUMOUKaAUMKN  IOBEHUJIbHBLIX apTPUTOB, MNpPEANoKEHHON
MeayHapoaHoOM NUrov peBMaToNorM4yeckux accoumauumm
(ILAR) [1].

KnmHuko-gemorpagpunyeckas xapaktepucTuka

nayMeHToB

MepgunaHa Bo3pacta coctaBuna 8,7 net. AnuMTenbHOCTb
60/1€3HM Ha MOMEHT Ha3Ha4yeHnsa puTyKcumaba — 5,3 roga
(Tabn. 1). Y Bcex AeTen UMENUCb BHECYCTaBHble MposiBie-
HUA 3aboneBaHus: ebpunbHaa nuxopagka — y 54 (90%),
nNATHUCTO-Nanynes3Has cbinb — y 30 (50%), numdbageHonatus
y — 42 (70%), renatomeranua — y 12 (20%), cnneHomera-
g — y 11 (18%), kapant — y 7 (11%), NTHEBMOHUT — Yy 3
(5%). Ha MOMeHT Havyana nevyeHus y 60/blUMHCTBA 6OMbHbIX
CyCTaBHOM CUMHAPOM HOCUA MOAMAPTUKYASPHbIA XapaKTep.
MoyTn BCe NpeabsBASAN Kanobbl Ha MNI0X0e caMmo4yBCTBME,



Ta6nuua 1. KnnHuKo-gemorpaduryeckas XxapakTepucTka nauueHToB C CUCTEMHbBIM I0BEHUIbHBIM UAUOMATUYECKUM apTPUTOM, JIEHUBLLUXCS

putyKcumaobom (n = 60)

Mokasartennb 3HauveHue (n = 60), Me (25; 75)
[eBOYKN/ManbynKu 33/27
BoapacT Ha MOMEHT uccneaoBaHus, rogbl 8,7 (3,1; 18,0)
[AnutenbHOCTb 60N1€3HN Ha MOMEHT Ha3HaYeHUs pUTYKcumaba 5,3(0,6;11,0)
Yucno cUCTEMHbIX NPOSIBNEHWUI Ha OIHOrO GONbHOIO 4,5 (1,0; 5,0)
Yucno cyctaBoOB C @aKTUBHbIM apTPUTOM 11,0 (1,0; 28,0)
[ONnUTenbHOCTb YTPEHHEN CKOBAHHOCTb, MUH 60,0 (0; 240,0)

BoneBon cMHAPOM MO oueHKe nauueHTa; BAL, 6annbl

60 (10,0; 100,0)

AKTUBHOCTb 601€3HM M0 06Len oLeHKe Bpayda; BALL, 6annbl

80 (10,0; 100,0)

KoHueHTpauna remornobuHa, r/n

105 (71,0; 120,0)

Yucno TpomboumnTOB, X 109/n

530 (150,0; 580,0)

Yucno nevkoumnTos, ><109/n 10,0 (5,5; 18,0)
CKopocTb ocefiaHus aputpouutos, MM/4 (N o 20 Mm/4) 44,0 (20,0; 75,0)
C-peaKTnBHbIN 6€n10K, Mr/n (N go 5 mr/n) 8(2,0; 14,9)
B numdoumntsl CD 19+, % (N 6-18%) 7(1,0;42,0)
B numdountbl CD20+, % (N 6-18%) 10,2 (1,0; 57,0)
®yHKLMOHaNbHas cnoco6HocTb o CHAQ 1,5(4,1;1,6)

lMpnmeyvarme. BALL — Bu3yanbHaa aHanorosas WwKana (ot O go 100 6annos); CHAQ — Children Health Assessment Questionnaire

(ot O fo 3 6annos.).

Ta6nuua 2. MNMpeawecTBytowas Tepanus y NalMeHTOB C CUCTEMHbBIM IOBEHUIbHBIM MAMONATUYECKUM apTPUTOM, BKJIIOYEHHbIX B UCCNeJOoBaHWe

Moka3arenb Yucno 6onbHbIX (N = 60) [o3a npenapata, M £+ m
[AnutenbHoCTb npenmecTBywmeM 60 4.2(0.2:10.5)
NPOTUBOPEBMATUYECKON TEpanuu, rogbl
MpeaHn3010H per 0s 36 0,7 £ 0,34 Mr/Kr B CyTKM
Mynbc-Tepanus MeTUNNPeaHU30/10HOM 56 12,5 + 4,3 Mr/Kr
NHbAnKcumab 19 6,5 + 2,5 mMr/Kr
Tounnnaymab 5 10,5 + 0,5 mr/Kr
MeToTpeKcar, Mr/M2 B Hefento 5 18,3+5,1
MeToTpeKkcar (Mr/M2 B Hegenw) + 08 17,2+ 4,7
LIMKNOCMNOPUH (MI/KF B CYTKM) 41+0,5
MeToTpeKkcar (Mr/M2 B Hegenwo) + 6 17,8 £ 6,20
MpeaHU30/10H per 0S (Mr/Kr B CYTKK) 630,12
MeToTpeKkcar (Mr/M2 B Hegentw) + 17,8 £ 6,2
LLMKNOCMOPUH (MI/Kr B CYTKH) + 21 39104
MpeaHU3010H per 0s (Mr/Kr B CYTKH) 0,34 £0,17

BbIPaXEHHYIO YTPEHHIOIO CKOBAHHOCTb, 60/IEBOM CUHAPOM.
3aboneBaHune y BCeX JeTeN XapaKTepnu30Banocb HeNpepbIB-
HO PELMAMBUPYIOLIMM TEYEHMEM, BbICOKOM aKTMBHOCTBIO.
B KAMHMYECKOM aHanM3e KpoBW y GOMbLIMHCTBA OTMEYEeHa
rMNOXPOMHas aHeEMUS, IENKO- U TPOMGOLMTO3, NOBLIWEHWE
CKopocTn ocepaHus apuTtpountoB (CO3J) M CbIBOPOTOYHOM
KOHLIeHTpauuu C-peaKtuBHoOro 6enka (CPB) (cm. Tabn. 1).
Takum 06pa3oM, Ha MOMEHT Hayana Tepanuu y Bcex
nauveHToB ¢ clOMA 3aperncrpMpoBaH aKTWBHbIM CyCcTaB-
HOW CMHAPOM, TSXKEblE CUCTEMHbIE NMPOSIBNIEHUS U BbICOKME
nabopaTopHble NOKa3aTenn akTMBHOCTM 3a60/1IEBaHUS.

MpejwectBylowas Tepanus

[o Havana neyeHus puUyTKCMMaAbOM BCEM MaLMeHTaMm,
BK/IOYEHHbIM B MCCefoBaHWe, NpoBOAMNack NPOTUBOPEB-
MaTMyecKas Tepanus B pasnMyHbIX pexunmax (tabn. 2).

Bce 6onbHble Mnony4Yanu MMMYHOAEMNPECCAHTbI: METO-
Tpekcat (n = 5); MeTOTpeKcaT ¢ LUMKIOCNOpUHOM (n = 28);
MEeTOTpeKcaT ¢ MNpedHU30/I0HOM (N = 6); MeToTpeKcaT ¢
LIMKOCNOPMHOM W MPEaHU30/I0HOM (n = 21). AnnTenbHOCTb
NPOTUBOPEBMATUYECKON Tepanuu A0 Ha3HaAYEeHUS PUTYKCH-
Maba coctasuna 4,2 (0,2; 10,5) roga. HecmoTpsa Ha nocTto-
AHHOE Jle4eHWEe WMMMYHOAENPEecCaHTamMn U [NIIOKOKOPTU-
Kouaamu, 3a6oneBaHWe HENPepbIBHO peLuaMBUpPOBano,
nporpeccupoBana MHBaNMAHOCTb.

B cBSI3N C HanM4MeM TSKENbIX CUCTEMHbIX NMPOSBIEHUN
B Ae6loTe 3aboneBaHUsA MO MECTY XUTeNbCTBa B Teppu-
TOpPUaNbHOM MEeAMLMHCKOM ydpexaeHun 36 (60%) getam
Obl1 Ha3Ha4yeH NPefHU30/0H ANiIA MepopasibHOro npuvemMa
B cpeaHen fose 0,7 £ 0,34 mr/Kr macchl Tena B CYTKW; BCe
nauueHTbl NoayyYanu Nynbc-tepanuio METUANPEAHN30TIOHOM.
[Jo Havana nevyenus putykcumabom 51 (85%) 6onbHOMY
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B nomouwb Bpauy

NPOBOANINCH BHYTPUCYCTABHbIE NMYHKLMKU C INIIOKOKOPTUKOU-
namu ot 1 go 10 pas B roa. TakKe Bce AeTy nony4vanu HecTe-
povaHble MPOTUBOBOCNANUTENbHbIE NpenapaThbl.

B Ha6nwopgaemon rpynne 24 nauumeHTa nonay4vanu
rEeHHO-MHXXEHepHble Guonornyeckre npenapatbl: 19 yeno-
BEK — WHOAMKcnmab, 5 — Toumnmadymabd. UHPAMKcmab
BBOAWIM B cpefHen pose 6,5 = 3,0 Mr/Kr Ha BBeaeHue
(ot 4,5 po 12,5 mr/Kr Ha BBegeHue). Y 12 nauyueHToB
nocne 1-3-1 MHOY3UK MHOAMKCMaba 6bl1 3adpUKCUPOBaH
XOPOLUNIA OTBET, OAHAKO BMOCNEACTBUW, B CPEAHEM Yepes
4,2 £ 0,6 mec, 6bl/1I0 OTMEYEHO pPa3BUTUE PEBUCTEHTHOCTHU
K WHrnéutopy ®HO «; 5 nauneHtam aHTU-PHO-Tepanus
Oblna npekpalleHa B CBA3KU C HE3IPODEKTUBHOCTbIO, 2 —
B CBSI3U C PA3BWUTUEM HEXKenaTenbHbIX ABAEHNUM.

CpepgHsaa gosa toumnmnsymaba 6bina pasHa 10,5 £ 0,5 mr/Kr
Macchl Tena B CYTKW, NpenapaTt BBOAWIM BHYTPMBEHHO 1 pa3
B 2 Hea. Tepanusa TouMnnMaymabom Oblna OTMEHEHa y BCEX
NauneHTOB B CBA3M C HEAPPEKTUBHOCTLIO B CPEAHEM Yepes
6,2 mec (4,0; 10,0).

doHoBas Tepanus

PuTyKcMmab Ha3Ha4vanuM B COYEeTaHUM C UMMYyHoaernpe-
CaHTaMu, J03a KOTOpbIX OcTaBanacb CTabu/ibHON B TevyeHue
1 mec (tabn. 3).

o Havyana neyeHuss pUTYKCMMaboM 5 nauMeHToB
nosy4yanu MeToTpeKcaT; 28 — KOMOWHaLMIO MeTOTpeKca-
Ta ¥ LUMKNocnopuHa; 6 — MeToTpeKcaT C NpeaHU30/10HOM
per 0s; 21 — MeToTpeKcaT B COYETAHMWU C LMKNOCMOPU-
HOM W npegHu30n0HOM per o0s. [NpeaBaputenbHO 6bISI0
npeKkpalweHo fleyeHne ApYyrMMu GUONOrMYEeCcKUMMKU npena-
patamu. MUHUManNbHbLIA NepepbiB Nocne BBEAEHWUS TEHHO-
WHXEeHepHOro 6MoNorMyecKoro npenapata coctasun 12 Hep,
MaKcuMalsbHbii — 18 mec.

MeTtopabl uccnegoBaHus
Kpuntepumn BKAOYEHNUS:

e  HeadPEKTMBHOCTb BbICOKUX 403 MEeToTpeKcaTta, KOMOu-
HUPOBAHHOM UMMYHOCYNPECCUBHON Tepanum METOTPEK-
CaTOM M LIMKNOCNOPMHOM (B T.Y. B COYETAHUU C [JIIOKO-
KOpPTUKOMAAMK AN9 NepopanbHOro npuema), a TaKke
oTcyTcTBME 3ddEKTa OT MPUMEHEHUS FTEHHO-UHKEHEPHbIX
OMONOrMYecKUx npenapatoB — WHruéutopos PHO «
1 6nokaTopa peLentopoB nHTepnenkuHa (UJ1) 6;

® Hanuyue TAXeNblX NEPCUCTUPYIOLLMX CUCTEMHBIX MPOSIB-
NeHnn 3aboneBaHusa (pebpunbHas nMxopagka, KapawT,
CblMb, CEPO3UT, MTHEBMOHMT);

® BbiICOKMe nabopaTopHble MNoKasatenu
60N1e3Hu;

® HapacTaHue QyHKLMOHaNbHOW HEAOCTaTO4YHOCTH CYCTaBOB.
Bcem 607bHbIM NPOBOAMAOCH CTaHAAPTHOE KIMHUKO-

nabopaTtopHoe o6cnegoBaHue. OueHMBaNn YUCIO CUCTEM-

HbIX MPOSIBIEHWN Ha OAHOro 60/IbHOro (NMXopajKa, Cbifb,

numdageHonaTus, renatomeranusl, cnieHoMmeranus, Kap-

aKTMBHOCTH

[OWT, MHEBMOHMT), YUCNO CYCTaBOB C aKTUBHbIM apTpUTOM
(60M1b, NPUMYXN0CTb, HapyleHne QYHKUMK), OIUTENbHOCTb
YTPEHHEN CKOBAHHOCTW, aKTUBHOCTb GONE3HU MO CyObek-
TUBHOM OLIEHKe NauueHTa (HeT 6onn — O 6annoB, CubHad
6onb — 100 6annoB no BM3yalbHO-aHANOrOBOW LIKane,
BALL), akTMBHOCTb 60/1€3HM MO O6LLEN OLIEHKE nevallero
Bpaya (HeT aktnBHocTM — O 6annoB, MakCUMasnbHas akTuB-
HocTb — 100 6annos no BALL). Takke aHanu3npoBanu naéo-
paTopHble NoKasaTenun akTMBHOCTU 60ne3HU: COJ, KOHUEH-
Tpauus remornobvHa B 3puTpoUMTaX, YMCNO TPOMOOLIMTOB
(N0 A@HHbBIM KIMHWYECKOro aHann3a KpoBHM), CbiIBOPOTOYHAs
KoHUeHTpauus CPB, cbiBOPOTOYHAS KOHLIEHTpaUMs UMMY-
HornobynnMHoB Knacca IgG (Mo 4aHHbIM UMMYHOOMMYECKOro
aHannsa KpoBM).

Y Bcex nauneHToB 6blM onpeaeneHbl OCHOBHbIE MONys-
ummn numooumntoB Kposu (CD19 n CD20 B nnmdounTbl, KNETKKU-
Kunnepbl CD3+16+56+ n CD16+56+, aKTMBMpPOBaHHbIE
CYyNpeccopHoO-UMTOTOKCHMYecKkme numdountel CD57+CD8+,
CD8+DR+CD28+) ¢ ucnonb3oBaHMEM MeETOAa MPOTOYHOM
umMtodpnyopmumeTpumn. MccnegoBaHme BbiNONHANOCL Ha 6a3e
LLeHTPan30BaHHON KIMHUKO-ANMArHOCTMYECKOMW nabopato-
pun ®rey «HU34» PAMH. Ucnonb3oBanu MeyeHHble ¢nyo-
poxpomMamu MOHOKJ/IOHanbHble aHTuTena (BD Biosciences,
CLIA). OueHKy pesdynbTatoB MNPOBOAMAM Ha MPOTOYHOM
umtometpe «FACS Calibur» (BD Biosciences, CLUA). Ona
cbopa AaHHbIX Mcnonb3oBanu nporpammy «Cell Questr.
CopaeprkaHue OCHOBHbIX cy6nonynsumn nMm@oLnToB KpoBHU
onpeaensnn B NpoLEHTHOM OTHOLWEHMM OT YMcna BCeX Kie-
TOK NMMM}OMZHOI0O perMoHa o Havyana Tepanuu puTyKcuma-
6om (cM. Tabn. 1), 3aTemM 4yepes 6 mec, 1 ganee 1 pas B roj
Ha NpoTSXKEeHUU 5 net.

Bcem naumeHTam 6blna npomM3BeaeHa OLeHKa GyHKLMO-
HanbHOM cnocobHocTH no onpocHMKy CHAQ (Children Health
Assessment Questionnaire, ot O go 3 6ani0B) 40 Havana
Tepanuu U Ha GoHe NevYeHns pUTyKcumabom.

K Kputepmsm HUCKIOYEHMST OTHOCUAN Hanuyme Ty6epKy-
NIe3HOM UHPEKLMKN, 04aroB XPOHMYECKON MHPEKLMN, BUPYC-
HbIX renatutoB B nnu C, caxapHoro gnabeta, NoOYEYHON Uan
ne4YeHO4YHOM HegocTaTo4HOCTH, BUY-nHDEKLUMN.

MNepen BBeaeHnemMm puTyKcMMaba Bce NauMeHTbl Oblin
o6cnenoBaHbl Ha Ty6epKynesHyto nHbeKLuio. Mcnonb3loBanu
KOXXHble Ty6epKyTMHOBbIE MPOO6bI, a TaKXKe NPOBOAMIN KOM-
NblOTEPHYIO TOMOrpaduio opraHoB rpyaHON KIeTKu. Bcem
60/bHbIM BbIMNOAHEHO MOHWUTOPUPOBAHWE OCHOBHbLIX GMO-
XMMWUYECKMNX NOKas3aTenen CbiIBOPOTKM KPOBM (06LLMIA BENOK,
rNIOKO3a, MOYEBUHA, KpeaTUHUH, MOYeBast KUC0Ta, anaHuH-
amuHoTpaHcdepasa, acnapTaTaMmnHoTpaHcdepasa, LWenoy-
Haa ¢docdaTtasa, INEKTPOSUTbI), KIMHUYECKUA aHann3 Kpo-
BM M MOYM, BbINOMHSANOCH YNbTPa3BYKOBOE WCCleAoBaHue
OpraHoB GPIOLIHON MOSIOCTU U MOYEK, PEHTIEHONONMYEeCcKoe
nccneaoBaHMe MopaxeHHbIX CycTaBoB. TaKXe aetun 6bin
ob6cnenoBaHbl Ha BUY-nHbEKUMIO M Hann4ne BUPYCHbIX
renaTtutoB B u C.

Ta6nuuya 3. Xapaktepuctrka GoHOBOW Tepanuu Ha MOMEHT BK/IIOYEHUS B UccnegoBanue (n = 60)

Mpenapart Yucno 60nbHbIX [Ao3a npenapata, M £ m
MeToTpeKcar, Mr/M2 B Heaento 5 18,3+ 5,1
MeToTpekcar (Mr/M2 B HeJento) + o8 17,2+ 4,7
LIMKnocnopuH (Mr/Kr B CYTKH) 41+0,5
MeToTpekcar (Mr/M2 B Hefento) + 6 17,8 + 6,20
MpenHWU30M0H per 0s (Mr/Kr B CYTKH) 63+0,12
MeToTpekcar (Mr/M2 B HeJentwo) + 17,8 +6,2
LIMKNnocnopuH (Mr/Kr B CyTKM) + 21 39+04
MpefHU30M0H per 0S (Mr/Kr B CYTKH) 0,34 £0,17




B KauyectBe nokasaTtesnen yayqieHus 6bliv UCNOoNb30-
BaHbl negnaTpuyecKkne Kputepun AMEpPUKAHCKOM Konnernu
pesmatonoros (AKP.,,), no KotopbiM onpegensioT:. 30%
yAydlleHne — yaoBneTBopuUTENbHbIN addeKkT, 50% ynyu-
weHne — xopowmnn addekt, 70% ynydleHne — OTIUYHbIN
adpodeKT, 90% ynydweHue. Kputepuu BKIKOYAKOT: OLEHKY
nauyMeHTom (poauTensimu) o6LLero COCTOSSHUS 340pPOBbS,
OLIEHKY Bpa4yoM aKTUBHOCTM 60se3HU C¢ nomoubio BALL,
PyHKUMOHanbHy crnocobHocTb no CHAQ, yncno cyctaBoB
C aKTMBHbLIM apPTPUTOM, YUCNO CYCTABOB C HapylleHWEeM
dyHKumMmn n CO3J. LleneBbiMK nokasatensaMn 3P EKTUBHO-
CTWM NPOBOAMMOW Tepanuu CYWUTaNU YacToTy AOCTUIKEHMS
CTaauMn HeaKTMBHOW GONEe3HM U NeKapCTBEHHOW peMuccumn
3aboneBaHus.

CraTyc HeaKTMBHOW OO0SI€3HU pPEerncTpupoBanu, UCxoas
N3 CReayoLnx KpUTepmes:

e OTCYTCTBME CYCTABOB C aKTUBHbIM apTPUTOM;
e OTCYTCTBME NIMXOPAAKM, CbIMKU, CEPO3UTOB, CMSIEHOMEra-

JIUN, reHepanmM3oBaHHOM nMMbageHonaTnu;

e HOpManbHble 3HavyeHnss CO3 u CPE;
e OTCYyTCTBME aKTMBHOCTM 6GOMIE3HW MO OLEHKe Bpaya

(no BALL);
® [INTENbHOCTb YTPEHHEN CKOBAHHOCTM MeHee 15 MUH.

Ecnu ctaTtyc HeaKTMBHOM BONE3HU COXPaHSNCS B TeYeHne
6 nocnegoBaTeNbHbIX MecsiLEeB HabNtoAeHUS, TO PErMcTpUpo-
Banacb fieKapcTBeHHas peMuccusa 6one3Hu. JanTenbHOCTb
HabnaeHnsa coctaBmna ot 6 mec Ao 5 net (tabn. 4).

[MOCKONbKY pUTYKCMMab He 3apeructpupoBaH Ha Tep-
putopumn Poccuitickon depepauunn ang NpUMeEHeHus
MO NOKa3aHUIo «CUCTEMHbIV IOBEHW/IbHbBIV MAMONATUHECKUI
apTpuT», nepea nNpuUMeHeHWeM npenapata 6bi10 nonyye-
HO opo6peHune JloKanbHOro 3TMYeckoro komuteta Prby
«HU3» PAMH. MNpeactaButenaMn nauuMeHTOB M MNauMWeH-
Tamu ctapuwe 14 net 6bI/10 NnoagnnMcaHo MHGOPMUpPOBaHHOE
cornacwue.

PUTYKCMMaG BBOAWIW BHYTPUBEHHO B A03e 375 Mr/m2
NoBEPXHOCTU Tena 1 pa3 B HEAENIO, Ha NPOTAKEHUN YETbIpex
nocnepoBaTenbHbIX Hegenb. CKOpocTb MHY3MM cocTaBasna
2 Mn/mMuH. C uenblo npeaoTBpalleHns pa3ButUs MHPY3UOH-
HbIX peaKLM NpoBOAMNOCH MpeaBapUTENbLHOE BHYTPUBEHHOE
BBEe[EHWE TIIOKOKOPTUKOMAOB, a TaKXe MPOTUBOPBOTHbLIX
cpencTs. [oBTOpHOE BBEAEHNE PUTYKCMMaba OCyLLECTBASNN
yepes 16—-24 Hef U B Apyrue CPOKK rnpu COXPaHeHUn nnm
peunanBe CUCTEMHbIX MPOSBAEHWI, CYCTAaBHOrO CUHAPO-
Ma, Npu BbICOKMX N1abopaTopHbIX NOKa3aTensix akTMBHOCTU
6051e3Hu. Hucno KypcoB putykcnumaba coctaBmio oT 1 go 5
(tabn. b).

CtaTuctuyeckas o6paboTKka faHHbIX

AHanu3 pesynbTaToB MNPOBOAWMAM C WMCMOAb30BaHUEM
naketa nporpamm «Statistica 6.0» (StatSoft Inc., Tanca,
Oknaxoma, CLUA). Ins BbIGOPOK, HE NOAYMHSABLLMXCH 3aKOHY
HOpManbHOro pacnpegeneHns, B KavyecTBe onucaTeNbHbIX
CTaTUCTUK Obla Ucnosb3oBaHa meauaHa (Me, 50-m npo-
LLEHTUNb), a TakkKe 25-1 1 75-1 NPOLLEHTUNU (HUKHWUIA 1 BEPX-
HUW KBapTUb). [ HopManbHO pacnpeaeneHHbiX BbI6opoK
6blnM NpeacTaBieHbl BbibopoyHoe cpeaHee (M) n ctaHaapT-
HO€e OTK/IOHeHMWe (SD). CTaTUCTUYECKUIM aHann3 3aBUCUMbIX
NepeMEHHbIX, He MOAYMHSABLLIMXCS 3aKOHY HOPManbHOro pac-
npegenexus, ocywectsnann metogoMm «Friedman ANOVA»
n «Kendalls concordance». Paznuuusa cyutanu cratuctuye-
CKM 3Ha4YMMbIiMu Npun p < 0,05.

PE3Y/IbTATHI

OLeHKa pesynbTaToB UccneaoBaHus nokasana, Yto neve-
HUE PUTYKCMMabom o6ecrneymno CTaTUCTUYECKU U KIUHU-
YECKM 3HAYMMYKO MONMOMKMUTENbHYIO AMHAMMUKY CUCTEMHbIX

Ta6nuua 4. PacnpegeneHve nauMeHToB B 3aBUCUMOCTH
OT AITENBbHOCTU HaboAeHUs

AnutenbHoCTb HaGalaeHUs Yucno nauueHToB (n = 60)
6 mec 60
1roa 45
2 ropa 39
3roaa 32
4 ropa 27
5 net 9

Ta6nuua 5. PacnpegeneHune naumMeHTOB No YUCY NPOBEAEHHbIX
KypcoB pUTyKcumaba

Yucno Kypco Yucno nauyueHToB (n = 60)

60

36

19

o | s | W IN |-

NPOSIBAEHUIN, KNIMHUYECKMX M NabopaTopHbIX MOKazaTtenen
AKTUBHOCTU 6ONE3HM.

PuTykcMMab oOKasblBan MONOXMUTENbHOE BMUAHWE Ha
CUCTEMHbIE NPOsIBAEHUS 3aboneBaHns y 60bLUMHCTBA 60/1b-
HbIX NOCNe NepPBOro Kypca Tepanuu (6 mec HabnoaeHus).

Cnycts 6 MeC nevyeHnss JOCTOBEPHO YMEHbLMIOCh YMUC-
10 CUCTEMHbIX MPOSABAEHUA Ha ofAHOoro 6osbHoOro. Y 45
(75%) nauneHTOB KynupoBanacbh inxopanka, NpekpaTuanucb
BbICbiNaHmsa (puc. 1, 2). CHM3MNacb aKTMBHOCTb CyCTaBHO-
ro CMHAPOMA, O YemM CBMAETENbCTBYET YMEHbLUEHWE Yucna
CYyCTaBOB C aKTUBHbIM apTPUTOM (pucC. 3), COKpalieHue
ONUTENBbHOCTU YTPEHHEN CKOBAHHOCTH (puUC. 4), yMeHblUeHME
yucna cycTaBoB C HapyweHuem dyHKLUMK. Hapagy co CHuKe-
HMEM KJIMHWYECKOW aKTMBHOCTU GONE3HM TaKKe CHU3UIUCH
na6opartopHble nokasatenu (CO3 u CPB) (puc. 5, 6).

Hepes 6 wmec ynyywenune no AKP..,,30/50/70 6bino
3apernctpupoBaHo y 65, 40 1 35% 60/bHbIX, COOTBETCTBEH-
HO, CTaAusl HeaKTMBHOM 6one3nn — y 15 (25%) nauneHToB
(puc. 7).

MOBTOPHbIN KypC NnevyeHns puTykcrumaoom vyepes 24 Hef
6bln npoBegeH 36 petam. Yepes 1 rog 3ddeEKTUBHOCTb
puTyKCMMaba oueHnBanu y 45 naumeHtoB m3 60. Y 15
(17%) nauMeHTOB COXpaHAIUCh Nepuoanyeckas nuxopaaka,
CbiNb. B cBSI3M C 3TUM MM 6bliv Ha3HaYeHbl Apyr1e reHHo-
WHXXeHepHble 6uonornyeckue npenapatbl: 12 nauneHTam —
ToumMnmsymab, 3 — KaHakuMHymab (puc. 8).

K 12 mec HabnogeHns y Bcex 45 naumeHToB Oblna JOCTUr -
HyTa PEMWCCUS CUCTEMHbIX MPOSIBAEHWUM 60ne3Hn (nocne
1-ro Kypca fie4yeHus putykecumabom — y 14 4yenoBek, nocne
2-ro — y 31). TakKe y 3TUX 60/IbHbIX CTaTUCTUYECKU 3HAYN-
MO YMEHbLIMUIOCh YMCNO CYCTaBOB C aKTUBHbIM apTPMUTOM
(cm. puc. 3), HapylueHneM dyHKLUMK, cHU3unmMcb CO3 u cbiBO-
poToYyHas KoHueHTpauusa CPE (cm. puc. 5, 6), 4ucno Tpom-
6ouuMTOB (pUC. 9), BO3pOCNa KOHLEHTpauus remoriobuHa
(puc. 10). YnyyweHwue no kputepuam AKP...,30/50/70 6Gbino
3apeructpuposaHo y 80, 55 n 45% 601bHbIX, COOTBETCTBEH-
HO, CTaMa HeaKTMBHOM 6one3Hn u pemuccusa — y 18 (40%)
nauueHToB (CM. puc. 7).

Yepes 2 roga HabnogeHus apdeKTUBHOCTb PUTYKCUMa-
6a oueHnBanu y 39 naumeHToB U3 45. Y 26 (65%) nauneHToB
coxpaHsanacb pemuceus: y 9 — nocne 1-ro, y 17 — nocne
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Puc. 1. luHamMurKa CUCTEMHbIX MPOSBAEHUI (MUXxopaaKa) Ha GpoHe
fle4yeHunst putykecumatbom (n = 60)

Puc. 2. IMHaMMKa YMcna CUCTEMHbIX MPOSIBAEHWI (BbICbINaHUS)
Ha 0fjHOro 60/IbHOrO Ha ¢hoHe NevyeHuss puTykcumatbom (n = 60)

39,2
39,0
38,8
38,6

38,4

38,2 |:
38,0

37,8
37,6
37,4
37,2
37,0
36,8
36,6
36,4
36,2

*** p<0,0005

Temnepartypa tena, °C
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Puc. 3. JuHamMu1Ka 4ncna CycTaBOB C aKTUBHbIM apTPUTOM Ha GpoHe
NneyeHuns putykcumaobom (n = 60)

Puc. 4. JuHaMuKa ANUTENBHOCTU YTPEHHEW CKOBAHHOCTU (MUH)
Ha GOoHe neveHuss putyKcumaoom (n = 60)
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Puc. 5. luHamvKa nokasaTens CKOPOCTU OCEAaHUs 3PUTPOLUTOB
Ha doHe neveHus putyKkcumaobom (n = 60)

Puc. 6. JuHamM1Ka CbIBOPOTOYHOM KOHLIEHTpaLmu C-peaKTUBHOIo
6enKa Ha GoHe neveHns putykcumaobom (n = 60)
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CbIBOPOTOYHASA KOHLEHTPauus C-peakTMBHOro 6enka, mr/n




2-ro Kypca neyeHus. MakcumanbHasa AnMTeNbHOCTb PEMMUC-
cuu cocTtaBuna 24, MMHMMalnbHas — 6 mec.

Ha 2-m rogy neyeHue puTykcMMabom O6bl10 MNpeKkpa-
wero y 5 nauneHTtoB: y 3 60/bHbIX C 3adUKCUPOBAHHbIM
50 1 70% yny4ierHuem no AKP.., nocne 2-ro Kypca neveHns
pUTYKCMMaboM OTMEYEHO pa3BUTME NapumnanbHOM Head-
EKTUBHOCTH, Ha GOHE MOMHOro KynupoBaHWUS CUCTEMHbIX
NPOSIBIEHUN peunanBupoBan apTput. MM Oblan Ha3HaYeHbI
MHrn6muTopbl PHO . Y 2 nauuneHToB 3adpUKCUPOBAHO Pa3BHK-
ThEe BTOPUYHOM HEIDPEKTUBHOCTU PUTYKCHMMaba, Bblpaxas-
leecs B peLMAMBE CUCTEMHbIX MPOSBAEHWUN. ITUM AETAM
6blla MHULUMMPOBaAHa Tepanusa MHIMOUTOPOM peLienTopa
U1 6 Toumnmuszymabom (cM. puc. 8), 1 nauMeHT, HaxoAUBLINI-
€S B CTaAWKW HEAKTUBHOM 60/1€3HM, 10 HACTOSALWEro BPEMEHMU
elle He JOCTUTM TOYKKU 2-NeTHEero nepuoaa HabnoaeHus.

Taknum o6pasom, yepes 2 roga HabnwaeHusa (n = 39)
ynydwenue no AKP..,,30/50/70/90 6bino 3aperncrpupo-
BaHo y 90, 80, 75 n 70% nauMeHTOoB, COOTBETCTBEHHO;
CTaausa HeaKTMBHOM GONE3HU U pemuccus — y 26 (65%)
nauueHToB (CM. puc. 7).

Yepes 3 roga HabnogeHns addEeKTUBHOCTb OLLEHUBANKU
y 32 60/bHbIX. 3- KypC fie4eHUs pPUTYKCMMaboM Ha 3-M
roay HabnogeHus 6bin nposedeH 19 naumMeHTam B cpegHeM
yepes 26 (6; 32) mec nocne pernctpaunmn dasbl HeaKTUBHOMN
6onesHn. U3 HMx 12 — B cBA3M C noBblweHneM CO3 u cbiBO-
POTOYHOM KOHUeHTpauun CPB, 7 — wn3-3a 060CTpeHUs
CYCTaBHOIO CMHAPOMA, 2 — MO NPUYMHE COXPaHSOLErocs
aKTMBHOro apTpuTa; y 9 NauMeHToB CoXpaHsanacb PeEMUCCUS
nocne 1-ro Kypca nevyeHus putykcumaobom.

Ha 3-m rogy HabnwogeHus nevyeHne putykcumabom npe-
KpaweHo y 7 peten. ocne pemMuccun 60NE3HU Y TPOUX
60/bHbIX peLumManB1MpoBan apTpuT, B CBA3K C 4eM UM Obina
Ha3HayeHa Tepanua uHrnomTopamm ®HO «. Y 3 nauueH-
TOB pa3Bunacb BTOpUYHAA HEIPDEKTUBHOCTb PUTYKCU-
Maba (peuuamBupoBaIN CUCTEMHbIE MPOSIBAEHUS), U UM
6bl1 Ha3HayeH Toumnuaymab (cMm. puc. 8). OauH nauyu-
€HT [0 HacTosAWero MOMeHTa He AOCTUr 4-NeTHero cpoka
HabnaeHus.

Taknm o6pasoMm, yepe3 3 roga HabnwaeHunsa (n = 32)
ynydwenue no AKP.,30/50/70/90 Gbino 3apuKcHpoBaHo
y 90, 85, 80 1 75% nauneHToB, COOTBETCTBEHHO; CTaauns
HeaKTMBHOM 60ne3Hn U pemuccna — y 20 (70%) nauneHToB
(c™m. pue. 7).

CnycTa 4 roga apdEKTUBHOCTb PUTYKCMMaba OLeHUBau
y 27 n3 32 nauneHToB.

Ha 4-m rogy HabnwogeHus putykcrumab Obll OTMEHEH
y 5 naumeHToB: y 2 — B CBfA3W C NapuuanbHON Head-
(PEKTUBHOCTbIO, MPOSBUBLUENCA peuuauBOM apTpuTa. ATm

Puc. 7. YnyduweHune nNo neamaTtpuyecKnm Kputepmsm
AMepPUKaHCKON KoANermm peBmMaTonoros y naunMeHToB
C CUCTEMHbIM I0BEHUIIbHBIM MANONATUHECKUM apTPUTOM
Ha doHe Tepanuu putykcumabom (n = 60)
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60NbHbIM 6bIN1 Ha3HavyeH MHrn6uTop PHO «. Ewe y Tpoux —
no NpuYMHe pas3BUTUA BTOPUYHON HEIDPEKTUBHOCTH, Bbipa-
aBLIEWCH B peunanBe CUCTEMHbIX NPosBAeHUH. UM 6bin
Ha3HayeH Tounnnsymab (cMm. puc. 8).

M3 27 nauneHToB 1 Kypc NevyeHuss puTykcumMabom npo-
BefeH 9, 2 Kypca — 6 B cpeagHeM 4epes 18 (6; 24) mec
nocne perucrtpauum easbl HeaKTMBHOM 60/1€3HU, 3 Kypca —
4 yepes 26 (6; 32) mec, 4 kypca — 5 yepes 30 (6; 32) mec,
5 KypcoB — 3 geTam vyepes 38 (8; 42) mec.

Takum o6pasom, 4Yepe3d 4 roga OTBeT no
AKP,,30/50/70/90 coxpaHsncs y 98, 95, 95 n 93% nauu-
€HTOB, COOTBETCTBEHHO; ¥ 20 (90%) AOCTUrHYyTa pemuccus
6onesnun (y 9 — nocne 1-ro Kypca, y 5 — nocne 2-ro,
y 3 — nocne 3-ro, y 2 — nocne 4-ro, y 1 — nocne 5-ro)
(c™m. pue. 7).

Cnycta 5 net apdeKTUBHOCTb pUTYKCMMaba oLeHnBanu
y 9 60nbHbIX. Ha 5-m rogy HabnwaeHus 13 wuccrnegoBa-
HUS BblObINO 8 NaumMeHToB. Y 1 pebeHKa nocne pemMuccuu
60ne3HM AnuTenbHocTblo 1 rog 8 mec peunauBupoBan
apTpuT, B CBSA3M C 4eM eMmy Oblla Hal3HavyeHa Tepanwus
nHrnémtopom PHO «. Y 2 naumeHTOB pasBuiacb BTO-
pyyHas HeapPEKTUBHOCTb PUTYKCMMaba, MposiBMBLLASACSH

Puc. 8. [laHHble nATUNETHEro HabnoaeHWs 3a NauMeHTaMu, Noay4yaBLIMMKU PUTYKCUMab (n = 60)

| Putykcumab (n = 60) |

I

\

MapupansbHas

| OddekTmBeH (n = 26) |

| HeaddekTmeeH (n =25) |

HEeapDEKTUBHOCTb:

— PEMUCCUSA CUCTEMHbBIX
NPOSIBNEHN;

— aKTUBHbI apTpuT (N =9)

s N

| Bropuuras (n = 10) | | Mepauras (n = 15) |

| OTtaHepuenT (n =5) | | Apanumymab (n = 4) | | Toumnmuzdymab (n = 10) | | Toumnuzdymab (n = 12) | | KanaknHymab (n = 3) ‘
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Puc. 9. InHamurKa yncna TpoM6oumuTOB Ha GpoHe neveHns
puTyKcumaoom (n = 60)
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Puc. 10. JuHamMu1Ka KOHUEHTPaLUumK remornobmHa Ha GoHe eyeHus
puTyKcumabom (n = 60)
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Puc. 11. IntHamMnKa CbIBOPOTOHHOM KOHUEHTpaL K
MMMyHornobynnHa G Ha GoHe nevyeHuss putykcumaoom (n = 60)
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peUnanBOM CUCTEMHbBIX MPOSABAEHUI; 2 NauneHTa Bbibbln
M3-noa HabngeHus B CBA3K C AOoCTMKeHuem 18-netHero
BO3pacTa, HaxoAsCb B COCTOSHUM KIMHWMKO-nabopaTopHOM
pemuccumn, 3 aeten BblOGbIIM M3-N0A HabNOAEHUSA B CBA3U
C HU3KOM KOMMNAEHTHOCTbIO poauTenen. U3 Hux 1 Haxoaun-
CSl B COCTOSIHUM PEMWUCCUM, MONYYUTb CBEEHUS O 2 APYrUX
HaM He yaanoch.

Yepes 5 net HabnwogeHnsa y Bcex 9 nauyMeHToB coxpa-
HANacb pemMuccusi 60N1e3HM B COOTBETCTBUM C KpUTEPUS-
Mn Wallace [21] nocne 1-ro Kypca Ne4YeHus pUTyKcuMa-
6om (cMm. puc. 7); 10 nauMeHTOB 4O HACTOSLEr0 MOMEHTa
He OOCTUINKN 5-NeTHero cpoka HabnaeHus; 4 U3 HUX Haxo-
[OSTCA B COCTOSIHUWU KIIMHUKO-1abopaTopHOM PEMUCCUN: 2 —
nocne 2-ro Kypca ne4veHus, 2 — nocne 3-ro v 4-ro. Y 6 nauyu-
€HTOB coxpaHseTcs yny4ieHue no AKP,.,,70/90.

BausiHne putyKcumatba

Ha na6opaTopHble napamMeTpbl

AHanNM3 BAUAHUSA NEeYeHUs pUTykcumabom Ha nabopa-
TOpHblE NapameTpbl MPOAEMOHCTPUPOBAS BOCCTaHOBEHUE
KOHLEHTPaLWUK reMornobuHa A0 HUXHEN rpaHuLLbl BO3pacT-
HOM HOPMbI MO AAaHHbLIM KIMHUYECKOrO aHann3a KpoBu Yyepes
1 rog ot Havana Tepanuu (p = 0,0266). TeHaeHUUS K yBe-
JIMYEHUIO ITOrO MOKaszaTens CoxpaHsanacb Ha MPOTSKEHUM
BCEro nepuvoaa HabnoAeHNs Y NaumeHToB, YyBCTBUTENbHbIX
K puUTyKCuUMaoby (cMm. puc. 10). Ha ¢poHe neyeHns oTMe4veHo
nocteneHHoe cHuxeHne COI (p = 0,001) ¢ AOCTUNKEHUEM
HOpPMasbHbIX 3Ha4YeHMr K 1 rogy HabnAeHUs y nauueH-
TOB C 3aperucTpmpoBaHHON aGPEKTUBHOCTbIO PUTYKCHMMaba
(cM. puc. B). AHanuM3 AMHaMUKK Yucna TPomMOOUMTOB Mpo-
[EMOHCTPUPOBAN €ro CHUXKEHWe A0 BO3PaCTHOW HOPMbI
K 1 rogy Ha6ntogeHus (p = 0,001) (c™m. puc. 9). CbiBOpOTOYHAA
KOHUeHTpauus CPB 6bina pasnnyHoM B Te4eHMe BCEro nepu-
ofla HabnaeHNs, YTO CBSAA3AHO C pPa3BUTMEM OOOCTPEHUN
3a6oneBaHnsa y YacTu NauMeHTOB (KaK CUCTEMHbIX NposiBe-
HWI, TaK U CYyCTAaBHOIo CMHApPOMaA). Y Tex 601bHbIX, Y KOTOPbIX
pUTYyKCUMab 6bln 3PPEKTUBEH, OTMEYEHO JOCTOBEPHOE CHU-
YEeHUe CbIBOPOTOYHOM KOHLeHTpaLuun CPB Ha ¢doHe nevyeHuns
(p = 0,0521) (c™m. puc. 6).

HecmoTps Ha OTCYTCTBME 3HAYMMOTO CHUMEHUS KOHLEH-
Tpauum MMMYHOINO6YNNMHOB Knacca G B CbIBOPOTKE KPOBM
nocne 1-ro Kypca putyKcumaba, B AalbHENILEM OTMEYEHO
ee MoCTEeNeHHOe CHUXKEHWE O HUXKHEW rpaHulbl BO3pacT-
HOM HOpMbI Y 45 nauneHToB (puc. 11). Y 8 geten otmedanu
KpanHe HU3Koe copepxaHue I1gG K 3-My rofly HabnogeHus,
B CBSI3M C YEM MPOBOANAN UHDY3MIO NpenapaTa BHYTPUBEH-
HOro MMMyHOrno6ynuHa.

[0 Havyana NpuUMeHeHUa puTykcumaba cpegHue coaep-
»aHue CD19 1 CD20 B aumdoumToB Y 60/bLLIMHCTBA NALUEH-
TOB HaxoAunoch B npeaenax Bo3pacTtHon Hopmbl (N = 34) nnu
OblN0 HE3HAYUTENBHO CHUXKEHO (n = 26). TonbKo y 1 pebeHKa
MCXO4HOE coaepraHue B numdouMtoB oOKasanocb Bbille
BO3PacTHOM HOpMbI. CHUXKEeHMe obLero Yyncna MTMMPoLnToB,
a Take CD19 n CD20 B numdouunToB, No-BMaAMMOMY, CBA3a-
HO C NpeALIeCTBYOLLEN arpeCCUBHON MMMYHOCYNPECCUBHOM
Tepanuen. Yxe nocne 1-n UHPY3nM putykcnumaba oTme-
YEeHO MpaKTUYeCKM MnosiHoe mcye3HoBeHue B numdbouuntos
¢ peuentopomMm CD20 1 B MeHbLLEN CTENEHU — C PELLENTOPOM
CD19 (puc. 12). Ha BceM MpOTSKEHUU HabnoaeHUsa GUK-
cUpoBann CHWXeHHoe 4ucno B numoouutos. lNMoBbiweHne
cogepxaHus CD20 n CD19 B Knetok B nepudbepnyecKom
KPOBOTOKE KOPPENNPOBaNo ¢ pa3BUTUEM 0BOCTPEHUIN 3a60-
nesaHusa (p < 0,01). MNMpn aHanuse pesynbTatoB Habnwoge-
HUS 6blIM MOMyYeHbl AOCTOBEPHbIE B3aWMOCBS3KM MeXay
NosIBAEHMUEM Y AeTEeN KIIMHUYECKUX MPU3HAKOB 0BOCTPEHUS
3aboneBaHnsa (CbifMb, MXOpadKa) U MOBbIWEHWEM 4KUCNa
CD19(r=0,57; p <0,01) n CD20 B kneTok nepudepuryeckomn



Puc. 12. InHamuKka coaeprkaHus CD19 n CD20 B numdouutos
Ha GoHe neveHns putykcumaoom (n = 60)
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KposHu (r = 0,58; p < 0,02) (puc. 13, A-T). lNpu aToM aHanu3
cogepaHua Knetok-kunnepos (T kunnepbl, CD3+16+56+,
n NK-knetkun, CD16+56+) nokasan, 4To, HECMOTPS Ha OTCYT-
CTBME 3HAYMMOTO YBENMHEHNUS UX YUCIa B KPOBU, OHU UTpatoT
BayKHYIO POSib B Pa3BUTUU CYCTaBHOIO CUHAPOMA Y NnauueH-
T0B ¢ CtOMA. Bbinu ycTaHOBNEHbI JOCTOBEPHbLIE KOPPENaLun
MEXy MNOBbILEHNEM COAEPKAHUS 3TUX KIETOK B KPOBMU
1 060CTpeHneM cyctaBHoro cuHgpoma (r = 0,52 nr = 0,47;
p =0,0014 n p = 0,005, cooTBETCTBEHHO) (pUC. 14). Kpome
TOro, OGHapyXeHHble KOpPensuun Mexay 4HUCIOM aKTu-
BUPOBAHHbIX CYNPECCOPHO-LUTOTOKCUYECKUX NUMOOLUTOB
¢ peHotunom CD57+CD8+ (r = 0,51; p = 0,004), CD8+DR+
(r = 0,78; p = 0,0001), CD28+ (r = 0,45; p = 0,005)
W aKTUBHOCTbLIO CYCTaBHOIO CMHAPOMa MO3BOASIOT FrOBOPUTH
0 BaXKHOM POJIM 3TUX KNETOK B Pa3BUTUM aKTUBHOIO apTpuTa.
Ha ¢doHe nevyeHus puTKycMMaboM OTMEYEHO YMEHbLUEHUWE
ynucna aKTMBUPOBAHHBLIX CYNPECCOPHO-LUTOTOKCUYECKUX
NIMMPOLMTOB U KNETOK-KUNNEPOB (CM. puc. 14).

Be3onacHocTb

OueHKy 6e30macHOCTM MPOBOAMAM BCEM MaLMEHTaM,
NMOSIYYMBLLMM MO MEHbLUER Mepe 1 Kypc Tepanuu pUTYKCH-
MaboM. 3aperucTpMpoBaHHble HexenaTenbHble 3OdEKThI
MOXHO pasfenuTb Ha 2 rpynnbl: TPAHCHY3MOHHbIE peaK-

Puc. 13 (A-T). Koppensunu mexay BHECYCTaBHbIMU MPOSIBIEHUAMMU
601e3HMU (CbiMb, IMXOPaAKa) M NOBbILLEHWEM cofepyKaHua CD19
1 CD20 B numdoumnToB nepndepmnyeckon Kposu
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Puc. 14. JuHamMunKa cogepKaHus KneTok-kunnepos (T Kunnepsl,
CD3+16+56+, 1 HaTypanbHble kKnunnepbl, CD16+56+)
B CbIBOPOTKE KPOBU Ha GpoHe neveHns putykeumabom (n = 60)
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3aBMCMMOCTb YMCIIa aKTUBHbBIX cycTaBoB
oT copgepxaHus T KUNnNepoB n HaTypasbHbIX KUNNepoB
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Yucno CyCTaBOB C aKTUBHbIM apTPUTOM

o, CD16+CD56+%(L) W CD3+16+56%(R)

UMM Ha BBeAeHWe puUTyKcMMaba M oTAaneHHble MHOEKLM-
OHHblE W HEeWHOEKLMOHHbIE HexenaTtenbHble 3QdEKTbI.
PacnpegenexHve TpaHCPY3MOHHbIX peaKkuui, pa3BMBLUMXCSH
Ha ¢poHe BBeaeHus puTykcumaba, npeactaBfieHo B Tabn. 6.

K TpaHCcdy3MOHHBIM peakuusM OTHOCWIMCb TOLIHOTA,
pBOTa, annepruyeckas Cbinb, 60/b B XWBOTE, TPUNMNOMO-
0O6GHbIN cMHAPOM (6bICTPOE MOBbLIWEHWE TEMMNEPATYPbI TeNa
00 GebpunbHbIX U FTEKTUYECKUX UMUPP, 03HOOB), CHUXKEHWE
W MOBbIWEHNE apTepuanbHOro JaBfieHUs, ronoBHas 601b,
NPUCTYN yaylWbs U 601 B CriMHE (CM. Tabn. 6). Takue TpaHc-
dy3nOHHbIE peaKLMKn, KaK annepruyeckas Cbifb, TOLWHOTA,
pBOTa, ronoBHas 60/1b KYNMMPOBaANChb NOCNE CHUMXEHUS CKO-
pPOCTU BBeAEHUS NpenapaTta U NpUMEHEHUS cumnToMaTuye-
CKMUX cpencTB. [punnonoao6HbIM CUHAPOM, NPUCTYN yaylWbs
MU CHUXEHWE apTepuanbHOro AaBNEHWMS CAYXKWAM NOKasa-
HMEM AN BHYTPMBEHHOIO BBEAEHMUS TIOKOKOPTUKOWAOB.
lMocne KynupoBaHWs TPaHCPY3MOHHOW peaKkuuu WHPY3Us
pUTyKCMMaba Oblna NpoaoIKeEHa.

Heo6xoaMMO OTMETUTb, YTO YacToTa TpaHCHY3MOHHbIX
peaKkuMi CHUXKanacb Npv NOBTOPHbLIX BBEAEHUSX Npenapara
(p < 0,05) (cm. Tabn. 6).

MHObEKUMOHHBIE HexenaTenbHble 3ddEKTbl UMENN MECTO
y 39 naumMeHTOB B pa3Hble CPOKWM HabnwaeHus (tTabn. 7).
K oTaaneHHbIM HexenaTefbHbIM SBAEHUAM OTHOCUIUCH Pas-
BUTUE MHDEKLMOHHbIX OCNOXHEHWUN, Cpean KOTopbIX Hanbo-
iee yacto BcTpevyanucb MHekumn JIOP-opraHoB (ageHou-
[OWT, CUHYCUT, OTUT), 060CTPEHUE repPrneTUYECKUn MHPEKLMH,
MHOEKLMN KOXKHbIX MOKPOBOB (CTPENTo- U cTadpunogepmns),
oCTpasi o4yaroBasi MHEBMOHWSA. ITUOSIOrMYEcKMe daKTopbl
NMHEBMOHWK 6blin ycTaHoBNEHbI Y 14% 60/1bHbIX, K HUM OTHO-
cunucb Pneumocystis carinii, a TakKe accoumanms NHEBMO-
LMCTHON M MUKOMNNasMeHHON MHbeKuuuK. MNpu BbiaBAEHUM
NMHEBMOLMCTHOM MHDEKL MM BOMbHbBIE IEYUANUCE TPUMETOMNPHK-
MOM B COYE€TaHWM C KO-TPMMOKCA30/10M, MpK accounauuu
C XJlTaMUOUNHON Y MUKOMNa3MeHHOM MHDEKLMEN Ha3dHavYanu
KNaputpomMuumuH. B cnydasx, Korga 3TMOSIOMMYECKUK dak-
TOp MHEBMOHMMW YCTAHOB/MEH He 6blfl, NaluMeHTam HasHauva-
1 ne4yeHne aHTMOMOTMKOM LUMPOKOro CMEKTpa AEWUCTBUSA
M3 rpynnbl uedanocnopnuHoB — uUedTpuakcoHoMm. [locne
BK/OYEHMS B MNPOTOKON BeAEHUS NaLMeHTOoB, Mnosy4ato-
LMX PUTYKCUMA6, TpUMETONpPMMa/KO-TPMMOKca3ona B npo-
dUNaKTU4ecKon go3e 5 Mr/Kr B CYTKM MO TPUMETOMPUMY
He OTMEYEHO HM OAHOro cnyyas pasBUTUA NMHEBMOLMCTHOM
NMHEBMOHMMU.

Cpeauv otganeHHbIX NOCneAcTBM 0c060e MECTO 3aHMMa-
€T HenTponeHus. HentponeHuto Habnoganm y 35% naumen-
ToB. OHa pa3BuMBanacb B CPOKM OT 6 A0 28 Heq OT Havana
neyeHns. MUHMMaNbHOE YUCNO HEWUTPOPUIOB COCTaBMIO
500 B 1 MK. B cnyyae pasBuUTUa HEUTPOMEHUN AETIAM BBO-
AWUNW rpaHynouMTapHo-MakpodaraibHblil KONOHWECTUMYNH-
pyloLnn daKTop M3 pacyeTa 5 MKr/Kr macchbl Tena.

Y 12 (20%) nauMeHTOB TaKKe OTMEeYanoCb CHWMXKEHUe
CbIBOPOTOYHOM KOHLIeHTpauum IgM u IgG H1Ke norpaHnUyHbIX
3HayeHun. lMNocne 1-ro BBeAEHUS pUTYKCMMaba CHUKeHue
CbIBOPOTOYHOW KOHLLEHTPaLMKU UMMYHOTI06YIMHOB OTMeYe-
HO Yy 4 NauMeHTOB, nocse 2-ro Kypca — y 3 geten. lNocne 3-ro
N 4-ro Kypca CTOMKOE CHUXEHWE CbIBOPOTOYHOM KOHLIEHTPa-
LMW1 UMMYHOTI06YNIMHOB 3adUKcMpoBaHo y 4 60MbHbIX. Bcem
naumneHTaMm, y KOTOPbIX MMENO MECTO CHUMEHME CbIBOPOTOY-
HOM KOHLEHTpaUMM MMMYHOINOBYIMHOB, C 3aMeCTUTENbHOM
LLeNbto BBOAMIM YETOBEYECKNN HOPMasibHbIM BHYTPUBEHHbIN
UMMYHOTT00YINH, o6oraleHHbIn IgM.

Yactota pacnpefeneHus otaaneHHbIX WMHPEKLMOHHbIX
HexenaTenbHbIX SBIEHUIN Oblla HEOAHOPOAHOW.

TaK, Ha 1-M roay nevyeHns MHOEKLMOHHbIE OCOXHEHUS
3aduKempoBaHbl Y 10 (16,6%) naumeHToB. Y 5 OHM NposiB-
nanuce MHdekumamu JIOP-opraHoB, y 1 — cTpentoaepmuen,
y 1 — nOKanbHOW reprneTuyeckorn UMHOEKLUNen. 3 BONbHbIX
nepeHecnn oCTpyo NMHEBMOHMUIO (1 — o4aroByto MHEBMOHMUIO
6€e3 yCTaHOB/IEHHOr0 3TUOMIOrMYecKoro GaKkropa, 2 — MnHeB-
MOLMCTHYIO).



Ta6nuua 6. TpaHCchY3MOHHbIE peaKLWK Ha BBeaeHWe puTykcumaba Ha 100 nauneHTo-net

Kypc putyKcuma6a 1- Kypc 2- Kypc 3-# Kypc 4-i Kypc 5-ii Kypc
Yucno 60nbHbIX n =60 n=36 n=19 n=5 n=3
Yucno nauMeHTOB C pa3BUTUEM n =18 (30%) n=10(27,7%) n=5(26,3%) n=2(40%) n=1(33,3%)
TpaHCDY3NOHHbBIX peaKkLni
Bcero: 0,3 0,27 0,2 0,13* 0,01
TowHoTa, pBoTa 0,27 0,09 0,09 0,06 0,01
Annepruyeckas cbifb 0,13 0,05 0,07 0,03* 0,01
Bosnb B uBOTE 0,09 0,03 0,03 0,01 0,01
lprMnNNonogoGHbIM CUHAPOM 0,07 0,03 0,01 0 0
CHWXeHWe apTepuanbHOro AaBneHuns 0 0 0 0,01 0
MoBbIlWEHWE apTepuanbHOro AaBneHus 0,01 0 0] 0 0
MpucTyn yaywba 0,03 0,03 0,01 0 0
[onoBHasa 601b 0,09 0,06 0,01 0,01 0,01%*
Bonb B cnunHe 0,03 0 0 0,01 0,01

lMpumeyvarmne. * — p < 0,05.

Ta6nuua 7. IHQEKLMOHHbIE HEXeNnaTebHble SBeHUS, OTMEYeHHble Ha GOoHe NleYeHns pUTyKcMMabom B TedeHune 5 net

(Ha 100 nauwmeHTo-neT)

Bcero: 0,7
NHdekumm JTIOP-opraHoB, Bcero: 0,25
* aaeHonauT; 0,09
®  CHHYCHT, 0,07
* otut 0,09
MH)EKLMM KOXKHbIX MOKPOBOB, BCErO: 0,13
® cTpentoaepmus; 0,07
e cradunogepmus 0,05
[epnetnyeckas MHOEKLMSA 0,12
OcTpasi NTHEBMOHMUS, BCEro: 0,34
® HEeBMOLMUCTHaS; 0,18
® MHEBMOLMCTHas + MUKOMNa3MeHHas; 0,07
®  3TUONOrMYECKU GpaKTop He yCTaHOBEH 0,06

Ha 2-m rogy ne4yeHus puTyKcMMaboM OoThaNleHHble Hexe-
natenbHble ABNEeHUs 6bln ycTaHoBMAEHbl Y 15 (38,4%) nauu-
eHToB. M3 Hux y 3 BbiiBneHa WHobekuns JIOP-opraHos,
y 3 — cTpenTo- U ctadunogepmus, y 2 — ABeHUs MHOEKL MK
Herpes labialis, y 5 — ocTpasi NTHEBMOHUS (y 2 — NMHEBMO-
LIMCTHas, accouMmnpoBaHHas ¢ MUKOMNIa3MeHHON WHbEKLM-
e, y 1 — xnamuaniHas, accouMmpoBaHHas ¢ LMTomerano-
BUPYCOM, ¥ 2 — MHEBMOLMCTHAS MHEBMOHMUS).

Ha 3-M rogy HabGniogeHus HexenaTenbHble ABMEHUS
OblIN 3aperncTpmpoBaHbl Takke y 15 (46,8%) 60NbHbIX.
Y 4 nauMeHTOB MHOEKLMOHHbIE OCNOXHEHUSI MPOABASINCH
nHoekunammn JIOP-opraHoB, y 3 — WHOEKUMEN KOMHbIX
NOKPOBOB, Y 8 — MHEBMOHMEWN (Y 2 YENOBEK 3TUOSIOMMYECKNI
$baKTop NHEBMOHUM YCTAHOBUTL He yAanock, y 2 UMena Mecto
accoumnaums NHEBMOLMCTHOW MHeKumn ¢ Mycoplasma
pneumoniae, y 4 3TMonorMyecknMm ¢GakTopoM sBAsSNach
P. carinii).

Ha 4-m rogy HabntoaeHMsa 4YMcno naumMeHToB C OTAaseH-
HbIMU HexenaTeNbHbIMU ABIEHUAMMU YMEHbLUWIOCH U CoCTa-
B1no 9 (33,3%). MHdekunn JIOP-opraHoB, KOXKHbIX MOKPOBOB

n H. labialis 6binn BbiSiBAEHbI Y 2, 1 1 4 nauMeHTOB, COOTBET-
CTBEHHO. OCTPYIO MHEBMOLIMCTHYIO MHEBMOHWIO NMEPEHEeCNU
2 pebeHKa.

Ha 5-m rogy HabnogeHus TonbKo y 1 nauueHTa auarHo-
CTUpOBaHa cTpenTtofiepmust. JleTanbHble MCXoabl Ha ¢oHe
Nle4eHUst PUTYKCMMaBOM 3aperncTpmpoBaHbl He GblK.

3AK/TIOYEHME
Taxenoe TeyeHue clOMA c pasBUTMEM XKU3HEYrpoXa-
IOLWMX BHECYCTaBHbIX MPOSBNEHU GONE3HU — CNOoXKHas

TepaneBTnyeckas 3agada [1, 2]. HepoctatoyHas adpeKTus-
HOCTb CTaHAAPTHbIX CXEM MPOTUBOPEBMATUYECKOW Tepanuu
N nHrnéutopos ®HO « [22, 23] npu aton dopme HOUA cny-
UT OCHOBaAHWEM ANsi WCMOMIb30BaHWUA Mpenapara, BAusio-
Wero Ha ApyruMe 3BeHbs MMMyHonaToreHesa. [AnutenbHoe
n3yyeHue pasfiMiyHbIX UMMYHONOMMYECKUX MEXAHU3MOB pa3-
BUTUS BONE3HU U BbIIBNIEHWE CYLLLECTBEHHOMN poan B numodo-
LIMTOB MO3BOMIUIO WCMOMb30BaTb aHTU-B-KneToyHylo Tepa-
nuio B nedeHunn ctOUA [4, 8]. PedynbraTbl MeXAYHAPOAHbIX
paHAOMM3UPOBAHHBIX MALEGOKOHTPOMNPYEMBIX UCCNeno-
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B nomouwb Bpauy

BaHWM NOKazanu AO0CTATOYHYI IPPEKTUBHOCTb PUTYKCU-
Maba, a TakXKe Xxopowun npodunb 6esonacHoCcTM npena-
paTa BO B3POC/ION peBMaTO/IOrMYeCcKon npaktuke [16, 17].
B neguatpuyeckon peBMaTtonorMM B HacToslee BpeMms
OTCYTCTBYET OMbIT AUTENbHOIrO HabNAEHNS 3a 6ONbHbIMU
c cOMA, neuymBlIMXCA PUTYKCMMaboMm. [aHHble peBmaTo-
normyeckoro otaenenns HU34 PAMH, HakonuBwero onbiT
neyenus clOUA putyKcMmabom B TeyeHue 5 NeT, ABAsATCA
YHUKaNbHbIMK B MMPOBOK nNpakTnke [18-20].

PesynbtaTthl 5-netHero HabnwAeHUs 3a nauveHTamu,
NEYUBLLUMMUCA PUTYKCMMABOM, CBUAETENLCTBYIOT O TOM, YTO
npenapar MHAyLMpoBan pemMmuccuto 6onesnmn y 26 ns 60 (43%)
naumneHToB, NpmMyeM y 9 KIMHUKOo-nabopaTopHas peMuccus
pa3Bunacb nocne 1-ro Kypca aedveHus npenapaTom v coxpa-
HAnacb Npu danbHenwem HabnwogeHuu. Y 8 aeten ctonKkas
peMMUCCUS 3aperncTpupoBaHa nocne 2-ro Kypca jedeHus,
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