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JleyeHune HBEHWUIbHOr0 MAMOMNATUYECKOro apTputa — OAHa U3 Cepbe3HbIX MNPob6/eM AETCKON peBMaTosiorun. B cratbe
rpeacTaB/eHbl Pe3y/bTaTbl PETPOCMEKTUBHOr0 06CepBaLMOHHOO Uccae0BaHUs 3PEKTMBHOCTM M 6€30NacHOCTHU ajan-
Mymaba (MOHOK/IOHa/IbHble Ye/I0BEYECKME aHTUTesla K QaKTopy HEKPO3a ONyxo/au o) B pPeasibHON KIMHUYECKOM NMpaKTUKe
Y NaUMEHTOB C HOBEHMU/IbHLIM MANONATUHECKMM apTPUTOM MPU NEPBUYHON U BTOPUYHON HEIPOEKTUBHOCTH APYIHUX FE€HHO-
NH)KEeHEePHbIX 6rnoormyecknx npenapatos: y 48 us 56 getern — uHpankcnumaba, y 2 — ataHepuyenta, y 5 — putykcumaba,
y 1 — abatauenTta. Ajanumymab HazHaqaim NoAgKoxKHo, B Jo3e 40 mr, 1 pa3 B 2 Hel. 3eKTUBHOCTb OL€HMBAJIU 10 KPU-
Tepuam AKP,,,.. Yepes 4 Hen nedenmns y 100% naumeHtoB otmedeHo 30% yny4wenune, y 80% — 50%, y 60% — 70%. Hepes
24 Hepg 30% yny4qweHne 3apeructpmupoBaHo y 100% aeten, 50% — y 91%, 70% — y 74%. Cragms HeaKTMBHOM 6071€3HU
Oblna 3apuKempoBaHa Yepe3 24 Hen y 55% neten, yepes roq — y 85% nauneHToB; pemuccus JoCTUrHyTa y 55% 60/1bHbIX.
TsKeNbiX HexenatesbHbIX IBJIEHUI He OTMeYeHO. [1071y4eHHble pe3y/bTaTbl AeMOHCTPUPYIOT, 4TO againMymat dppeKTMBeH
Y 60/1bHbIX FOBEHN/IbHBIM MANONATUHECKMM apPTPUTOM B Cy4ae nepBUYHON M BTOPUYHON PE3UCTEHTHOCTH K APYrMM GMOI0MM-
YECKNM areHTam.

KnroyeBble cnoBa: feTH, IOBEHWIbHbIN UANONATUYECKNIA apPTPUT, agalmMyman, 1edeHne, 6710KkaTopbl paKTopa HeKpPo3a ory-
XOJIM o, PE3UCTEHTHOCTb, FEHHO-MHIXEHEPHbIE Npenaparbl.
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Efficacy and safety of anti-TNFa human monoclonal antibodies
in children with juvenile idiopathic arthritis and secondary
resistance to other genetically engineered biological agents

Treatment of juvenile idiopathic arthritis (JIA) is one of the most important challenges in paediatric rheumatology. The results of the
retrospective observational study of adalimumab (anti TNFae human monoclonal antibodies) efficacy and safety in real clinical practice in
treatment of 56 patients with JIA and primary or secondary resistance to other genetically engineered biological agents (48 — infiximab,
2 — etanercept, 5 — rituximab, 1 — abatacept) are demonstrated in this article. Adalimumab was administered hypodermically at
the dosage of 40 mg per 2 weeks. The efficacy was assessed according to the criteria of ACR (pediatric). In 4 weeks of treatment in
100% of patients the 30% improvement was established, in 80% of patients — 50% improvement, and in 60% of patients — 70%
improvement. In 25 weeks of treatment 30% improvement was documented in 100% of patients (56), 50% improvement — in 91% (51),
70% improvement — in 74% (41). Inactive stage of the disease was established in 24 weeks in 55% of children; in 1 year — in 85%;
remission was established in 55% of children. No severe side effects were found. Therefore, the received data show that adalimumab is
effective in patients with JIA, both with primary and secondary resistance to other biological agents.

Key words: children, juvenile idiopathic arthritis, adalimumab, treatrment, TNFa-blockers, resistance, genetically engineered agents.



BBEAEHUE

OBEHUNbHBIN nanonaTnyeckun apTput (OMA) — Taxe-
noe MHBanuausupylolme 3aboneBaHune, xapakrepuayolee-
€S JeCTPYKTMBHbIM NMOpaXKEHWEM CYCTaBOB.

MpuMeHeHWe MeToTpeKcaTa (B 4ose 15 mr/m?2 craH-
[lapTHOM NMOBEPXHOCTM Tena) obecnevynBaeT KOHTPOb 3a60-
neBaHus y MHorunx nauveHTtos ¢ FOMA [1], ogHaKo y HeKoTo-
pbiXx 60J/IbHbIX CTaHAapTHas aHTMpeBMaTMyecKas Tepanus
He No3BoNSeT 106UTbCA CTabunbHOM pemuccun [2—5]. B cny-
Yae pedpaKTePHOCTH K METOTPEKCATY B PEBMATONI0MMYECKOM
NPaKTUKe NMPUMEHSIOT FTEHHO-UHXEHEPHbIE BUONOrMYecKme
npenapaTbl, HO B psile C/ly4yaeB OKa3blBaloTCAd Heapdek-
TUBHbBIMW 1 OHU. KpoMe TOro, MOXKET pa3BUTbCA BTOPUYHAsA
PE3NCTEHTHOCTb K Npenaparty nocsie nepBMYHO JOCTUMHYTOrO
xopouwero apdeKra. OCO6EHHO HaACTO 3TO NPOUCXOAUT Mpw
NPUMEHEHUN XMMEPHbIX MOHOK/IOHANbHbIX @aHTUTEN K PaKTo-
py HeKkpo3a onyxonun o (PHO o) — nHbAnKecumaba. Mo aaH-
HbiM A. E. Van der Bijl, F.C. Breedveld 1 coaBT., y 50% B3poc-
NbiX 60NbHbIX peBMaTonaHbiM apTputom (PA) pasBuBaeTcs
BTOPHUYHAA HEIPGDEKTUBHOCTb XMMEPHbIX MOHOK/IOHAbHbIX
aHTuTen. HepgoctatoyHas adPeKTUBHOCTb MeToTpeKcaTa,
nepBuYHas U BTOPUYHASA PE3UCTEHTHOCTb K GMONIOrMYECKUM
npenapaTam NPUBOAMT K NPOrpeccMpoBaHuio 3a6oneBaHus.
B cBfI3M C 9TUM ABNAETCA aKTyaslbHbIM pelleHne Bonpoca
0 MEePEK/IOYEHNN Ha APYrOV FEHHO-UHXEHEPHbI GUONOrKU-
YecKui npenapart.

Ananumymab npeactaBnsieT co6ov peKoMOWHaHTHbIE,
MOSIHOCTbIO MAEHTUYHbIE YENOBEYECKUM, MOHOK/IOHANbHbIE
aHTuTena IgG,, coctoswme n3 1330 aMUHOKMUCNOTHbLIX OCTaT-
KoB. [penapat nony4atoT Ha OCHOBE TEXHOOMMU PEKOMOMU-
HaHTHOM JHK. OH cBA3biBaeTcs ¢ p55 n p75-peuentopamm
pacTBOpUMOro u MembpaH-accoummpoBaHHoro PHO «.
AganuMmymab MOXKeT aKTMBUPOBaTb CUCTEMY KOMMIEMEHTa,
YTO MPUBOAMT K IN3UCY KINETOK C MOBEPXHOCTHO PACMOOMKEH-
HbiM PHO «. MpenapaT He cnocobeH CBA3bIBATLCS WU UHIU-
6upoBaTb NMMMPOTOKCHH (PHO B); OH BNIMAET Ha cofepikaHne
MONEKyN aAre3nn, KoTopble MOryT y4acTBOBaTb B MUIpaLnm
nenkouutoB (ELAM-1, VSAM-1 n ICAM-1). Ananumymab BBO-
O9T NOAKOXHO, 1 pa3 B 2 Hepd; nepuof NosyBbiBeAEHUS
cocTtaBnseT 2 Hef [6-9].

PesynbraTbl KOHTPOIMPYEMBIX KIMHUYECKMX M OTKPbITLIX
nceneaoBaHuii NO3BONSIOT 3aKIIOYNUTL, HTO MOAKOXKHOE BBE-
fAeHve afjanumyMaba adPeKTMBHO M 6e30nacHO Kak npu PA,
AHKMI03MPYIOLLEM CMOHAMAUTE U NCOPUATUHECKOM apTpute
y B3pocnbix nauneHtoB [10-22], Tak u npu KOUA y peten
[23-35]. CooTBETCTBEHHO, B Clly4ae NePBUYHON UK BTOPUY-
HOM HEADDEKTUBHOCTU APYrMX FEHHO-UHKEHEPHbIX GUONOMU-
YeCKUX NpenapaToB NepektoyeHne Ha aganuMymat MOXKeT
OKa3aTbCs NEePCNEeKTUBHbIM.

Llenb uccnepoBaHua: oLeHNTb 3ODEKTUBHOCTbL U 6€30-
nacHoCTb ajanMMymaba B peasbHOM KNMHUYECKON MpaKTUKe
y AeTen ¢ TaKenbiM pedpakTtepHbiM KOWA npu nepBUYHOM
M BTOPUYHON HEIDPEKTUBHOCTU APYrMX FEHHO-UHKEHEPHbIX
6MONOrMYECKMX NpenapaTos.

NALIMEHTbI U METOAbI

Y4yacTHUKU UccnefoBaHUsA

B nccneposaHuu ydacteoBanu nauneHtol ¢ FOUA, nony-
YyaBlKWe aganMMmymab v NPOXoAMBLUME NleYeHWe B peBMa-
TONOTMYECKOM OTAeNeHun HayyHoro LeHTpa 340pO0BbS
feten PAMH (HU3[ PAMH). Bo Bcex cnydasax npumeHe-

Ta6nuua 1. [lemorpaduyeckas xapaktepucTMka naumeHToB,
BK/IIOYEHHbIX B UCCe0BaHue

Napamerpui Yucno naumeHToB
(n =56)
Manb4nKK/0EBOYKH 22/34
Bospacr, rogpl 10(3;17)
BospacTHas rpynna 3—13 net 41 (73%)
BospacTtHag rpynna 14-18 net 15 (27%)
[AnvtenbHoCTb 3a6oneBaHus, roasbl 5,8 (2; 16)

HWe aganumMmymatba 66110 0406peHO JIOKanbHbIM 3TUHECKUM
KomuTeToM. [1o Havyana nevyeHus poauTenu U 4eTu B BO3-
pacte 14 net v cTapwe noanucbiBaan MHGOPMUPOBAHHOE
cornacwue.

B uccneposaHue BKIOYeHO 56 nauueHToB (34 OeBoY-
KM 1 22 manbymka) B Bo3pacte 10 (3; 17) net (meauna-
Ha 25; 75-9 nepueHTunb) ¢ KOMA 6e3 aKTUBHbIX CUCTEMHbIX
NPosiBNIEHUN B TevyeHWe Kak MuHuMmym 1 ropa (Tabn. 1).
CpefHAs NpoAO/MKUTENBHOCTL 3aboneBaHus O Havana
Tepanuu aganMmymabom cocTtaBnsana 6 (2; 16) net. AnarHos
FOWA ctaBunn Ha ocHoBaHuu Kputepues ILAR (International
League of Associations for Rheumatology, MexayHapoaHas
NIUra peBMaToNorM4ecKnx accoumanmnm).

MpepwecTtBylowWwan Tepanusa

[lo Havana neyveHuns aganMMymabom naumMeHTaM npoBo-
Aunacb aHTMpeBMaTU4YecKas Tepanus No pasnnyHbiM CXe-
MaM. M3-3a aKTMBHOIO NPOrpeccupoBaHmnsl apTpmuTa B Hava-
ne 3aboneBaHns Bcem 60J1bHbIM Obl1 HA3Ha4YeH MeToTpeKcaT
B Ao3e 15-25 Mr/M2 CTaHJapTHOM MOBEPXHOCTM Tena 1 pa3
B Hej BHYTpMMbIWeEYHO; 54 nauuneHta (96%) paHee nony-
Yanu npepHusonoH (5-20 wmr/cyt); 20 (36%) nposoau-
N1 nynbc-Tepanuio MetunnpeaHusonoHom (10-20 mr/kr
3a BBeaeHue); 46 (83%) — BHYTPUCYCTaBHbIE MHBEKLIUK [1H0-
KoKopTukomaoB (1-10 pas B roa). Bcem naumeHtam paHee
Ha3Havanu gpyrue reHHo-uHxeHepHble 6UONIOrMYECKHE npe-
napatbl: 30 60/bHbIX (54%) nony4yanu MHOAMKCMMab ¢ pa3sBu-
TUEM BTOPUYHOM HeadbdeKTMBHOCTH, ¥ 18 (33%) pa3Buioch
obocTpeHne 3aboneBaHusa nocne oTMeHbl MHOIMKCMMaba,
2 yenoBeKka (3,6%) neunmnucb ataHepuentom, 1 (1,8%) —
abatauenTomM ¢ NePBUYHON HEIPDEKTUBHOCTLIO B TEYEHME
6 mec neveHus; 5 geten (9%) 4O Ha3HavYeHUs aganumyma-
6a nevynmnnucb pUTYKCMMaboM. Y Bcex 60JbHbIX PUTYKCMMab
WMHAOYLMPOBaN PEMMUCCUIO CUCTEMHBIX MPOSBIEHUN, OAHAKO
npoJonKan peuranBmnpoBaTb apTpUT. PEMUCCUS CUCTEMHbIX
NPOSIBMIEHMIN COXpaHsnach B TEYEHME roaa.

Mpn BKIOYEHUN B MUCCNELOBaHME Yy BCEX MALMEHTOB
UMesT MECTO apTPUT C BbICOKMMM JlabopaTopHbIMU MoOKa3a-
TeNAMU aKTUBHOCTU U NPOrpeccupylolen HBannamM3aLumen.
BblcoKas KnMHMYecKass aKTMBHOCTb 3abofieBaHUs Conpo-
BOXJanacb o6ller BocnanuTenbHOM peakuuen. MeguaHa
3HavyeHur CO3J 6bina noBbileHa B 3 pasa, MeauaHa
C-peaKTMBHOro 6€eKa CbIBOPOTKM KPOBM — B 9 pas no cpas-
HEHWIO C HOPMaJlbHbIMK 3HaYEeHUSAMH (Tabn. 2).

KpuTepuun HasHauyeHus aganumymaba
MepBUYHAA WK BTOPUYHAA HEIDDHEKTUBHOCTL APYruX
FEHHO-UHIKEHEPHbIX BUONIOTMYECKMX MpenapaTos, nporpec-
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Ta6nuua 2. KnMHnyecKas xapakTepucTuKa NaumMeHToB, BKIIOYEHHbIX B UCCNeA0BaHNe

MapameTpbl Yucno naumeHToB
HOBeHUIbHBIA naHONaTUYECKUI apTPUT 56
ONnroapTUKyNsSpHbIA NEPCUCTUPYIOLNIA 20 (36%)
MonnapturynapHein (PP -) 13 (23%)
MonnapturynapHoin (PP+) 7 (12,5%)
OHTE3UTHLIN 11 (20%)
CucTeMHbIN, 6€3 aKTUBHbIX CUCTEMHbBIX NPOSBAEHUI 5 (8,5%)
Yucsno cycTtaBoB ¢ aKTUBHbIM apTPUTOM 7(2:10)
MegawnaHa (25; 75-9 nepueHTUIb) ’
Yucno cycraBoB ¢ orpaHU4eHUueM ABUXKEHNH .
Mepanana (25; 75-9 nepueHTUb) 74(2105)
AnutenbHoCTb aHTUPEBMAaTU4E€CKOMN TEepPanuM, rogbl
MeToTpeKkcaT 2,7(1,1;2)9)
MHdnmkenmab (n = 30) 0,9 (0,6; 1)
NHdnukenmab (n = 18) 2,5
Putykcumab 2,1(0,55; 2,4)
OTaHepuenTt 0,6 (0,3; 0,9)
AbaTauenTt 0,7
CO3, MM/4 (Hopma — 2-20) 30 (23; 55)
C-peaKTuBHbIN 6€n0oK, mr/n (Hopma — 0-5) 9,5 (5; 23)
NHAeKC PYHKLMOHaNbLHON HEAOCTATOYHOCTHM MO ONPOCHUKY CHAQ 2,0 (1,3;2,75)

CUpoBaHWe apTpuTa, NOBbIWEHWE 3HAYEHUI NabopaToOPHbIX
napamMeTpoB aKTMBHOCTU 6one3Hn (CO3J, C-peaKTUBHOro
6enKa) U nporpeccupoBaHe UHBaNMAN3ALIMM NALMEHTOB.

OueHKa 6e30nacHOCTU U 3P PEKTUBHOCTHU

Bce nauueHTbl MMenu MCXOAHO HOpMasbHbIM YPOBEHb
MOYEBWHbI, KpeaTuHWHa, 6unnMpybrHa, aKTUBHOCTb aMWHO-
TpaHcdepas B CbIBOPOTKE KPOBU; OTCYTCTBOBAIM 3HAYUMblE
OCTpPbI€ MUNU XPOHUYECKME MHDEKLUMN. NaLneHTbl ¢ MHOEKLN-
OHHbIMUW 3a60/1EBaHMAMM NONyYanu aHTUBMOTUKK. [Jo Havyana
neyveHus aganuMymabom Bce 60sbHble Oblnv 06cnefoBaHbl
Ha Hannyune Ty6epKynesa, BKIOYasa TaKMe TecTbl, Kak npoba
MaHTy 1 KoMnbloTepHas ToMorpadus opraHoB rpyaHON KNeT-
Ku. [leTen ¢ NONOXUTENbHON AN COMHUTENIbHOW Ty6EepKyu-
HoBoOW npo6own ¢ 2 TE (runepemus, paamep nanyibl = 5 MMm)
KOHCY/NbTMpOBan GTU3naTp; TakKe NPOBOAUIN TYOEPKYIUHO-
BYyt0 Npoby ¢ pa3BegeHunem (0,1; 0,1; 0,01 TE). Mpu ncknioye-
HWW Ty6epKynesa nauneHTaM HadHavanca aganumymas.

KOHTPONbHBIA KNMHUYECKUI aHanu3 KpoBM, onpeaene-
HWE CbIBOPOTOYHOMO YPOBHSA MOYEBUHbI, KpeaTUHWUHA, GUIK-
py6vHa, aKTMBHOCTM TpaHCaMWHA3 B CbIBOPOTKE KPOBM,
a TaKXKe aHaM3 MOYM NPOBOAMAN KaXable 2 Hea.

B xoae uccnegoBaHus oueHWBaNu cnepytolmMe nokasare-
SIN: YACNO CYCTABOB C aKTUBHbLIM apTPMUTOM, YUC/IO CYyCTaBOB
C orpaHu4yeHnem obbema aABUKeHUH, BennymHy CO3 U KOH-
LeHTpauuio C-peaKTMBHOIo 6e/lKa B CbiIBOPOTKE KpoBM [36].
AKTMBHOCTb 3ab60n1ieBaHus onpeaensnm no wkane Physician's
Global Assessment (o6waa BpayebHas OLEHKa) ¢ npume-
HeHvem 100 MM BuM3yanbHOW aHanorosow WKanbl (BALL),
no wkKane oblen OLEHKU COCTOSHMA 340pOBbsi pebeHKa
poauTtenamu (¢ npumeHeHnem BALL). Takxke onpegensnu
PYHKLMOHAbHYD CMOCOBGHOCTb MOCPEACTBOM OMPOCHMKA
CHAQ (the Childhood Health Assessment Quesnionnaire).
OddeKT aganumymaba oueHMBanu yepes 12, 24 n 52 Hep

OT MOMEHTa Havana nevyeHus. IGPeKTMBHOCTb onpeaensanu
COrnacHo negnMaTpuyecknm Kputepusim AMepUKaHCKOro Kon-
nemxa pesmatonoros (American College of Rheumatology
pediatric criteria, ACR,oq;) [37], KOTOPbIE YUUTLIBAIOT CEfytO-
WMe noKasaTtenn: OLEeHKy nauueHTOM/poantenamu obLero
COCTOSIHUSI 340POBbS, OLLEHKY BpayOM aKTMBHOCTU 6ONE3HU
C NMOMOLLbIO BM3YyalibHOW aHanorosow wkanol (BALL), dyHKLUHK-
OHanbHy cnocobHocTb No CHAQ, 4Mcno cyctaBoB C aKTUB-
HbIM apTPUTOM, YWUCIO CYCTaBOB C HapyweHuem yHKUUK
(orpaHuyeHnem paBwkeHun) n CO3J. HeaktuBHOe 3abone-
BaHWE U PEMUCCUIO PErUCTPUPOBAIN C UCMNOSIb30BAHUEM
Kputepues Wallace [38].

OueHKa 6e30nacHoOCTM Tepanuu aganMMmymMabom BKAIO-
Yyana B ce6s perncTpaunto HexenartenbHbIX ABEHUIA U pery-
NAPHBIA KOHTPONb KIMHUYECKOr0 aHanM3a KpoBU, coepKa-
HUS MOYEBWHbI, KpeaTuHuHa, 6uanpybuHa, TpaHcaMuHas
CbIBOPOTKM KPOBW, a Takxe bdu3nKanbHoe obcnefoBaHue
(oueHKa nokasaTenemn KU3HEHHO-BaXHbIX GYHKLMKN — apTe-
puanbHoe [aBneHue, 4YactoTa CepAeyHbIX COKpalleHWi)
n 3anuce IKI.

®doHoBanA Tepanus

Ananumymab BBOAMAM NOAKOXHO 1 pa3 B 2 Hef B [03e
40 Mr B co4yeTaHuM ¢ GOHOBOM Tepanueh MeToTpeKca-
ToM (31 nauMeHT) uan MeToTpeKcaTtoM U MNpeaHU30/10HOM
(25 naumeHToB) (Tabn. 3). lo3bl METOTPEKCATA U MIOKOKOP-
TUKOWOB OCTaBalUCb HEU3MEHHbIMU B TE€YEHUE, NO Kpan-
Hen mepe, 3 Mec. lNepunoa BbiIMbIBaHUS pUTyKCHMaba cocTa-
BMN 24 Hep, nHONnKcumaba — 8 Hep, abatauenta — 4 Hep,
3aTaHepLenTa — 3 Hea.

CtatucTtuyeckan o6paboTka gaHHbIX
CraTtucTmyeckyto 06paboTKy AaHHbIX MPOU3BOANIN MPU
nomMouwm naketa nporpammbl STATISTICA 6.0 (StatSoft Inc.,




Ta6nuua 3. PoHoBas Tepanus y NaLMeHTOB, BKNIOYEHHbIX B UCCNIef0BaHNe

MeToTpeKcaT Mr/mM2 B Hex 20 (15; 25) 31
MpesHNU30M0H, MI/CyT + METOTpeKcaT Mr/M2 B Heq 10 (5; 12) + 20 (15; 25) 25
HecTeponaHble NpoTMBOBOCNANUTENbHbIE NMpenapaTsl - 56

CLUA). KonnyecTBeHHble NOKa3aTenu NpeacTaB/ieHbl B BUAE
MeauaHbl u 25; 75- nepueHTUNen; B HEKOTOPbIX Cydasnx
npuBeaeHbl CpeaHue 3HayYeHus * cTaHJapTHOE OTK/IOHe-
Hue (SD). ns napHbIX CpaBHEHUM WCNONb30Baiu KpuTe-
pui BunkokcoHa. Pasnnyma cyuTanu OOCTOBEPHbIMM MpHU
p < 0,05.

PE3Y/IbTATbI U OBCYXAEHUE

Ha 4-n Hep nevyeHus OTMEYEHO Y/ydleHWe COCTOAHUS
NauMeHTOB: YMEHbLIMAOCh YUCNO CYCTAaBOB C aKTUBHbLIM
apTPUTOM M CYyCTaBOB C OFPaHUYEHUEM ABWUKEHWUM, YayyLLIK-
nacb GYHKLUMOHaNbHaa akTMBHOCTb No onpocHUKy CHAQ.

K 12-n Hen Habnwoganocb CTAaTUCTUYECKW 3Ha4YMMoe
YMEHbLIEHWE 4YMCNa CYCTaBOB C aKTUBHbIM apTPUTOM:
¢ 7 (2; 10) po 3 (0; 4). Ha 24- n 52-in Hep cycTaBoOB
C aKTUBHbIM apTPUTOM Yy HabloAaEMbIX NaLMEHTOB He 6bl10
(puc. 1).

Ha 12- Hep Tepanuu aganMmymaboM YMUCIO CyCcTaBOB
C orpaHvyeHnemM o6bemMa ABUKEHWUI 3HAYUTENBHO YMEHbLUN-
nock: ¢ 7,4 (2; 10,5) no 3 (1; 5), Ha 24-i Heag — no O (0; 2).
Ha 52-11 HefJ cycTaBOB C OrpaHMyYeHnem o6bemMa ABUKEHUM
He 6blno (puc. 2).

YMeHblleHne (OYHKLUMOHaNbHOW HeaoCcTaTO4YHOCTHU
CyCTaBOB Ha 4-# Hel NevyeHus COMpOBOXKAaNnoChb ynyylie-
HWEM KayecTBa XWM3HWU MNaLMUEHTOB COMMacHO OMPOCHUKY
CHAQ. NMokazatenn CHAQ cHu3unuch ¢ 2,0 (1,3; 2,75)
no 1,83 (1,6; 2,1) Ha 12-n Hen, ao 1,34 (1,0; 1,75) —
Ha 24- Heg v oo 1,0 (0,6; 1,4) — Ha 52-i Hen Tepanuu
(p < 0,001).

Puc. 1. IuHamMKnKa Yy1cna cycTaBOB C aKTUBHbLIM apTpUTOM
y AEeTe C IOBEHUbHBIM MAMONATUHECKUM apTPHUTOM,
nonyyaBLlUKMX aganumymas (n = 56)

Tepanua aganMmymaboMm TakKe MONOXKWUTENbHO BAUSNa
Ha nabopaTopHble NoKasaTeNn akTMBHOCTU 3aboneBaHus.

Yepes 4 Hep Tepanuu OTMeYeHa TEHAEHUMS K YMEHb-
weHuto CO3. Ha 12-n Hea megvMaHa AaHHOro nokasatens
CTaTUCTUYECKM 3HAYUMO cHM3uNacb — Ao 15 (11; 21) mm/vy;
Ha 24- n 52- Heg meanaHa CO3 y 60MblUIMHCTBA NaLMEHTOB
Haxoaunacb B npeaenax HopMasnbHbIX 3HadyeHu: 10 (6; 14)
n 11 (3; 20) MM/4, COOTBETCTBEHHO (puC. 3).

Y Bcex nauueHtoB Ha 12-M Hepn nedyeHuss Habnwoaa-
NIOCb CTATUCTUYECKM 3HAYMMOE CHUIKEHME CbIBOPOTOYHOIO
ypoBHsa C-peakTvBHOro 6enka. MegunaHa 3TOoro nokasare-
na K 24-n Hep HabnwogeHus 6blna HOpManbHOM WM cocTa-
Buna 3 (1; 5) mr/n. Ha 52-n Heg mMeanaHa KOHUEHTpa-
ummn C-peaKtuBHoro 6enka octaBanacb B npeaenax HopMbl
n coctasuna 1 (1; 3,45) mr/n (puc. 4).

MpKn oueHKe adbEKTUBHOCTM ajannmymaba B COOTBET-
CcTBUMK C Kputepuamu AKPriean 6bl10 OTMEYEHO, 4TO Yyepes
12 Hep Tepanun 30% ynydleHue 6610 JoCTUrHYTO Y 100%
60nbHbIX, 50% — y 88% (49), 7T0% — y 72% (40). Yepes
24 Hep 30% ynydweHue otmedvanocb y 100% (56), 50% yny4-
weHne —y 91% (51), 70% ynydwenne —y 74% (41). Ctagusa
HeaKTMBHOM 60/Ie3HN guarHoctuposaHa y 55% (31) nauyu-
€HTOB. Yepes roj ctagus HeaKTMBHOM 60N1e3HU 3aperncTpu-
poBaHa y 85% (48) naumeHToB, pemuccus — y 55% (31)
(puc. 5).

HexenartenbHble ABNEHUS
OueHka 6e3onacHoCTM Oblna OCHOBaHa Ha perucrpa-
LMK HexenaTenbHbIX ABNEeHUI, onpeaeneHnmn nabopaTopHbIX

Puc. 2. [IuHaMuKa Yncna cyctaBoB C OrpaHuyeHvem obbema
[IBUKEHWUI Y IeTEN C IOBEHWIbHLIM MAMONATUYECKUM apTPUTOM,
nonyyaBLlUKMX aganumymas (n = 56)
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lMpumeyvaHme. 3aecb U Ha puc. 2-4: * p < 0,001, ** p <0,05 —
CTaTUCTUYECKM 3HAYMMblE PA3/IUYUS MO CPABHEHMIO C UCXOAHBIM
ypOBHEM (40 Ha3HavyeHus npenapara).
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Puc. 3. JuHamuka CO3 y neTen ¢ I0BEHUbHbIM MAMOMNATUHECKUM
apTpuTOM, NonyyaBLlIKUX aganumymat (n = 56)

Puc. 4. JuHamurKa KoHUeHTpauumn C-peaktuBHoro 6enka (CPB)
B CbIBOPOTKE KPOBW Y AETEN C IOBEHWUNbHBIM MAMONATUYECKUM
apTpuTOM, NonyyYaBLlIUX aganumymat (n = 56)
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Puc. 5. 3pdeKTMBHOCTb Tepanum aganmumymaboM no Kputepusam
AKPeq (N = 56)
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rnokasaTefnien akTMBHOCTM NaToNorMyecKoro npowecca, AaH-
HbIX GM3MKaNbHOro MCCNefoBaHUs (NoKasaTenem KU3HEHHO
Ba)XHbIX QYHKUMMN — apTepuanbHOro AaB/ieHMs, 4YacToTbl
cepeyHblX COKpalleHWr) M pesynbratax 3NeKTpoKapano-
rpammbl (QKT).

HexenaTtenbHble ABNEHUS OLEHUBANW Yy BCEX BKIIOYEH-
HbIX B UCCNefoBaHWe NaLMeHToB, NONyYMBLLIMX XOTS Obl O4HY
03y npenapara.

B uenom Bce nauMeHTbl XOPOWO NepeHoCUNn nevyeHune
ajanuMymabom; GONbWKNHCTBO HexenaTtesbHblX ABMEHUN
OblIN NErKNMMK, 06paTUMbIMK M He TpebGoBanu orpaHuye-
HUSA nedveHusa. PeaKuunm B MecTe BBeAeHUS (BO3HMKLUIME
B MOMEHT MHbEKLMK NpenapaTta uiu B TedyeHne 24 4 nocne
Hee) BKJloYanu B cebs 60/1b B MecTe BBeaeHus —y 72% (40)
nauneHToB, runepemMuio B Mecte BeegeHns — y 48% (27).

HexkenaTenbHbIX SBAEHWUM B BWOE M3MEHEHMW nabopa-
TOPHbIX NOKa3aTtenen He 0TMeYasnoch.

MN3MeHeHUI NoKa3aTeNen XU3HEHHO BaKHbIX OYHKLMK
(cuctonnyeckoe M AuacTonnyeckoe apTepuanbHOe AaBs-
fleHne, YacToTa CepAEYHbIX COKPaLEHWH) U U3MEHEHUNH

no pesynbratam IKI BO BpeMs fie4eHUs TaKKe He OTMeYe-
Ho. Cny4yaeB OTMeHbl afjanMMyMaba M3-3a HeAoCTaTO4HOro
OTBETa Ha NeyeHne He 6bino.

Y 0fHOr0 NaLueHTa fieyeHne Obl10 NPEKPALLEHO B CBA3U
C NofO3peHneM Ha Tyb6epKynes nerkux. bonbHOro Hanpasu-
M B CneunanuM3vpoBaHHbIA CTauMoHap Ans AanbHenwero
o6cnefoBaHMs U onpeaeneHus cTpaTermm nevenns. uarHos
He NoATBEPAWCS, UBMEHEHMS, OGHAPYKEHHbIE NO pesynbTa-
Tam KOMMbIOTEPHOM TOMOrpadun opraHoB rpyaHON KNETKM,
OblIM pacLieHeHbl Kak NOCTUHOEKLMOHHbIE. Tepanua aganu-
Mymabom 6blnia BO30OHOBNEHA.

Takum 06pa3oM, B [aHHOM WccnefoBaHWW nofy4e-
Hbl pe3ynbTaTbl, CBUAETENbCTBYOUWME 006 3IDDEKTUBHOCTH
n 6eszonacHoctn Tepanun HOUA aganumymabom B chyvyae
NepBUYHOM U BTOPUYHOW HEIPDEKTUBHOCTU APYrMX FEHHO-
WHXEHEepPHbIX 6MOIOrMYECKMX NpPenapaTos.

Llenbio uccnepgoBaHua 6blna oueHKa 3bGGEKTUBHOCTU
n 6e30nacHoOCTU aganumymaba B peasibHOM KIMHUYECKOM
npakTuKe y geten B Bo3pacte 3—18 net ¢ FOMA, pedpakTep-
HbIM K MeTOoTpeKcaTty, IMIIOKOKOPTUKOMAAM U APYrMM FEeHHO-
MHXEHepPHbIM 6UoIOrMyeckum npenapatam [39].

[o Havana neveHusa agannmymaboM BCeE NaLMeHTbl Nony-
Yyanu MeToTpeKcaT, IMIOKOKOPTUKOUALI BHYTPb, BHYTPUBEHHO
WAW BHYTPUCYCTaBHO; BCEM OGOJIbHbIM paHee NPoBOAMSaCh
Tepanua APYrMMU FEHHO-UHXKEHEPHLIMU BGUONOrMYECKUMHU
npenapatamu: 48 getaMm — MHOIMKCMMaboMm, 2 — 3TaHep-
uenTtom, 5 — putykcnumabom, 1 — abatauenTom.

AHanua nevyeHns MHbIMKcMmabom 48 naLuMeHToB MnoKa-
3an, 4yto 30 yenoeK nonyyanu aHtutena kK PHO a B TeveHune
9 (6; 12) mec, BO Bcex cnydasix NpuMMeHeHue npenapara
No3BONSAO AOCTUYb PEMUCCUM 3aboneBaHns. Hepes 6 (7; 12)
MEeC HEaKTMBHOMO TeYeHMs 3a60neBaHUs Y BCEX YHaCTHUKOB
Oblna OTMeYeHa BTOpUYHAA HEIDPPEKTUBHOCTL. Y 18 nauu-
€HTOB, Noly4aBLlWNX UHOANKCUMAO B TedyeHune 2,5 neT, pemuc-
cus peructpmpoBanacb 4vepesd 1,2 (0,9; 2) roga, nocne
yero Tepanuio nHdaMKenmabom npekpalianu. Mocne atoro
y BCeX OO0/bHbIX Obll OTMEYEH peuuarMB apTpuTa. Takum
o6pa3om, 30 nauneHTam ¢ BTOPUYHON HEIDDEKTUBHOCTLIO
MHGNINKcMMaba 1 18 getam ¢ 060CTpeHMEM 3aboneBaHud
nocne OTMEHbl MHPAMKCMMaba Obln Ha3Ha4YeH ajanumy-



Mab; 5 nauMeHToB paHee nony4anu pPUTyKCMMab, ofHaKo
Yy HUX NPOJOMIKaN PeUnanBMpoBaTb apTpuT. bblno NpUHATO
pelleHne He Mpoao/IKaTb Tepanuio puTyKcumMabom, a nepe-
KJIOYUTb 3TUX BONbHBIX Ha aganmymab. Y 3 geten, Kotopble
paHee nonyyanu ataHepuenT uan abatauent, Habnoganacb
nepBuyHas HeahpdEKTUBHOCTb NpenapaTos.

[o Havyana Tepanuu aganMmymabom, KOTOpylo MpoBOauU-
M Ha 6a3e peBMartonornyeckoro otaenenus HU34 PAMH,
y BCex MaumeHToB 6bln avarHoctnpoBaH HOWA ¢ dyHKumMo-
Ha/IbHOW HeAOCTaTOYHOCTbIO M MOBbIWEHHbIMKW TaGOPATOPHbI-
MU MoKasaTenssMM aKTMBHOCTM MaToNIOrM4ecKoro npotiecca
(CO3 1 cbIBOpPOTOYHAS KOHLUEHTPaLns C-peakTMBHOro 6enKa).

Y Bcex 60/bHbIX Habnwgann o4eHb GbICTPOE pa3BUTUE
TepaneBTuyeckoro apdexkta ajanumymaba. Yepes 4 Hep
NIe4EeHUsT OTMEYEHO Y/ydlleHWEe BCEX MOKal3aTesnen aKTuB-
HOCTM 60NE3HU (4MCNO CYCTAaBOB C aKTUBHbIM apTPUTOM,
C OrpaHuW4yeHHbIM 06bEMOM ABWMMEHWW, noKazaTenu CO3
WU KOHUeHTpauun C-peakTnBHOro 6enka, nHaekc CHAQ),
K 12-1 Hep HabnaeHnsa AMHaAMWKa BCEX 3TUX MapaMeTpoB
Oblfa CTaTUCTUYECKM 3HAYMMOW.

AHanu3 addeKTMBHOCTM afanumMymaba B npenctaBieH-
HOM uccnegoBaHun (cpean 30 nauueHToB C BTOPUYHOM
PE3UCTEHTHOCTBLIO K UHPIMKCHMaby 1 18 60/bHbIX ¢ 060CTpe-
HHeM 3aboneBaHuns nocne OTMeHbI NpenapaTta) NoKasar, YTo
aganMmymab BO BCeX Ciydasx No3Bonsa JOOMTbCS yCTpaHe-
HUSE aKTMBHOCTW M AOCTUYb CTaAUKN PEMUCCHM apTpUTa.

MonyyeHHble AaHHbIE COrNACYOTCA C pe3ynbTaTamMu CXoa-
HbIX UCCnefoBaHUM y B3pocibix nauneHTos ¢ PA [40, 41].
TaK, y B3pocC/bIx nauneHToB ¢ PA, y KOTopbIX MHOAUKCUMaO
6bln HeabdeKTUBEH, Npu nocreaylwen Tepanuu aganu-
MymMabom 6blI OTMEYEHbl XOopolne pel3ynbTaTbl. Tepanus
aganMmymabom Oblia 6e30nacHon Jaxe Afa Tex 60/bHbIX,
Yy KOTOpbIX MHPNNKCKHMaOb Gbln OTMEHEH M3-3a M0X0W nepe-
HocumocTu. UccnepoBaHue, NpoBedeHHOe B rpynne LeTen
¢ IOMA B HU3A PAMH, npoaeMOHCTPUPOBaNO BbICOKYO
3bPEKTUBHOCTb Nepexoaa Ha BTOpon MHrnéutop PHO « npu
BTOPMYHOM HEADDEKTUBHOCTU MHDIMKCUMaba [41, 42].

Y 60MbHbIX C NEPBUYHON HEIPDEKTUBHOCTLIO 3TaHEp-
uenta W abatauenTta Takke Habnogann O4YeHb XOPOLLMHM
abdeKT Tepanuun aganumymabom.
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