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EXPERIENCE WITH ABATACEPT USED IN THE TREATMENT OF PATIENTS WITH RHEUMATOID ARTHRITIS
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The efficiency and safety of therapy with abatacept in combination with methotrexate were studied in patients with rheumatoid arthritis.
The performed therapy was shown to reduce the activity of an immune inflammatory process and the magnitude of articular syndrome and

to improve the patients’ functional status.
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Beepenne

AXTYaJIbHOCTb U MEIUKO-COIMATbHAST 3HAYUMOCTh PEB-
marouaHoro aptputa (PA) oOycioBieHbl TEM, YTO MPU BBICO-
KOl aKTUBHOCTM OOJIE3HW TMOpakeHWe Pa3JIMYHBIX OPTaHOB
W CHCTEM BeleT K OBICTPpON MHBAJIMAW3ALNKM W COKPAIICHUIO
MPOIOJIKUTEIbHOCTU XXKU3HU OOMbHBIX [1].

B ocHoBe koMmIuiekcHoro jeuyeHust PA nexurt nogasie-
HME UMMYHOBOCHATUTEIBHOTO Mpoliecca ¢ MOMOIbIo Oa3uc-
HBIX TPOTUBOBOCTIATUTENbHBIX TTpenapaToB (BITBIT) u rmoko-
KOpTUKOUIOB [2, 3]. OmHaKo y MHOTUX OOJIbHBIX TaHHBIE CXe-
MBI JICUCHUST HEMOCTATOYHO 3(P(PEKTUBHBI Y HEPEIKO BbI3bIBA-
10T cepbe3HbIe MTO00YHBIC peakuuu [4]. B ¢Ba3u ¢ aTUM Mpo-
JTOJIKAETCST TIOUCK JIGKAPCTBEHHBIX CPEIICTB, C TIOMOIIIBIO KOTO-
PBIX MOXHO OYIET CYIIeCTBEHHO YAYYIIUTEH PE3YIBTAThI ede-
HUsI OOJILHBIX, CTpaJalOIIMX JaHHOM (popmoit 3a0oeBaHus [3].

B nocnenHue ronbl BechbMa MepCIeKTUBHBIMU B Tepariuy
PA okazaiuch reHHO-MHXEHEPHbIe OMOJOTHUYECKUE Tperapa-
1ol (U BIT), siBasitonmecs: aHTarOHMCTaMU LIMTOKUHOB U JIpY-
ruX OMOJOrMYEeCKU aKTHBHbBIX MOJIEKYJI [5].

OpxHo u3 Hanbosee 3(PPEKTUBHBIX CPEACTB IS JICUSHUST
0osbHBIX PA — abatauent (OpeHcusi). DTo MpeacTaBUTeNb M0~
KOJIEHUSI OMOJIOTMYECKUX TPEINapaToB ¢ MPUHIMITAAIBLHO HO-
BBIM MEXaHU3MOM ACHCTBUS — OJ0Kamoil KocTuMyasiuu T-
kietok. O6mamas BeicokuM cpeacrBom K CD80/CD86, skc-
MPECCUPOBAHHBIM Ha ITOBEPXHOCTH AHTUTCH-TIPE3CHTUPYIO-
el KJIeTKU, abaTallenT MTOJTHOCTHIO CBSI3BIBACT TH MOJIEKY-
JIbl, OJIOKUpPYST MX B3aUMOJeHCcTBUE ¢ rumkornpoternHoMm CD28
Ha MemOpaHax T-1uMdouUTOB, YTO MpeaoTBpalllaeT Moayde-
Hue T-TMMGOIMTOM KOCTUMYJISITOPHOTO CUTHAIA M, COOTBET-
CTBEHHO, €T0 MOJIHYIO aKTUBaLUIO [6].

D¢pdexTuBHOCTH abaralienrta u3ydajlach B HECKOJIbKUX
PaHIOMHU3UPOBAHHBIX IBOMHBIX CAETIBIX KOHTPOJIMPYEMbIX UC-
CJIeIOBaHUSIX C yYacTUEM MallMeHTOB B Bo3pacTe crapiie 18 geT
¢ aktuBHbIM PA. Bbruta mokaszaHa BbIcOKas 3((hEKTUBHOCTh
abaTarienTa Kak Ha paHHeU cTtaanu O0JIe3HM, TaK U TP UTH-
TEJbHO TEKYIIeM TsKesloM PA, pe3aMCTeHTHOM K Tepanuu Me-

TOTPEKCATOM U/WIM MHTHOUTOpamMu (pakropa HEKPO3a OITyXO-
mm o (PHO o) [7—10].

Matepuan u metonn

B uccienoBanue BkitoueHo 19 6onbHbIXx PA (Bce keH-
LIMHBI, cpeaHuit Bo3pact 40,7+4,9 rona). lnarHos ycTaHaB -
BaJIM COTJIACHO KPUTEpUsIM AMEPUKAHCKOM KOJJIErMy peBMa-
TosnoroB (ACR). CrenieHb, cTaguio U GyHKIIMOHATbHBIN Kj1acc
ONpeIesyIi B COOTBETCTBUM ¢ Kjaccudukainmein Oo6iiepoc-
CHUIICKOI OOIIIECTBEHHOM opraHu3aiuu Accounalus peBMaTo-
noroB Poccum (APP) 2007 r. JnautenbHocTh PA cocTaBuia
5,941,6 roma, mpu 3TOM BCe OOJIbHBIE ObLIN CEPOITO3UTHUBHBI-
MM 110 peBMaTougHoMy (paktopy (PD) 1 ¢ BBICOKOI CTETICHBIO
akTuBHOCTU (MHIEKC DAS 28 >5,1 6amia), GyHKUUOHAIBHBIM
kiaccom I1-I11. U3 cucteMHbix nposBieHuit PA y aByx 00Jib-
HBIX HaOJTIONATNCh PEBMATOMIHBIE Y3€JIKU, a Y OJHOTO IMallk-
eHTa — cuHapoM lllerpeHa.

Onpenensyiv couepxxaHue odlero 0ejika, OMIMpyouHa,
anaHMHaMuHOTpaHcdhepasbl (AJIT), acmapraTamuHoTpaHche-
passl (ACT), kpeatmHuHa, uMMyHorioOynuHoB (IgA, IgM,
1gG), P®, uupkynupyronmx uMMyHHbBIX KomiutekcoB (LINK),
C-peakTtuBHoro 6eska (CPB), BBIMOTHSIM KITMHUYECKUI aHa-
JI3 KPOBU, TIPOBOJMIIN OLIEHKY MHTEHCUBHOCTHU OOJIM 10 BU3Y-
anbHOU aHanmoroBoit mKaje (BALLL), a crenedb (hyHKIIMOHAIb-
HBIX HapYyIICHUI OTIPEIEIISUIN ¢ IIOMOIIBI0 MHIEKCca (DYHKIIUO-
HalbHON HemoctatrouHoct HAQ (Health Assessment
Questionnaire). AKTUBHOCTb PA paccuMThIBaIv C UCMOJIb30Ba-
HUeM uHTerpajlbHoro unHaekca DAS 28 (Disease Activity
Score).

BoabHbie monyyanu merorpekcaT B 1o3e 10—15 mr B He-
Jeno U TnpenHusooH 5—10 mr/cyT. AbaTallenT HasHavyalu
B kauectBe nepporo 'MBII B no3e 750 Mr BHyTpUMBEHHO Ka-
MeJbHO: UCXOIHO, uepe3 2, 4 He U Jajiee yepes3 Kaxkabie 4 Hel.
Ilepuon HaGMOnEHUST COCTaBUA 24 HeJl.

DD hEeKTUBHOCTh MTPOBOAUMOM Teparuu OLEHUBAIM T10
kpurepusiMm ACR (1993).
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[TonyyeHHble AaHHbIE OOpabaTbIBaJM B IporpaMme
Statistica 8.0 ¢ MOMOIIbIO HEMapaMEeTPUUECKUX CTATUCTHUE-
CKUX METOIOB aHanmm3a. KpurepreMm 1OCTOBEpPHOCTH CUUTAIN
BesmuunHy p<0,05. Pe3ynsraThl IpeacTaBieHbl B BUIE MEIUaHbI
[25-r0; 75-r0 nepueHTuUIeH].

Pesynbtatel W 06CyxpeHune

Ha ¢doHe npoBoaumoii Tepanuu adbatalernTtoM y 00JIbHbIX
PA HabGnmonanoch 3HaYUTEIbHOE CHIKEHUE aKTUBHOCTH 3200~
neBaHus (Taba. 1). Tak, cHukeHue yncia 6oie3HeHHbIX (UBC)
u npunyxiux (YITC) cyctaBoB oTMeUanoch yxke yepe3 Mecsil
nevyeHus. K 3-my mecsiry Habao1a10Cch YMEHbIIIEHNE TTPOIOJI-
JKUATEJIIBHOCTH yTpeHHe# ckoBaHHOCTH ¢ 60 [40; 120] mo 20 [15;
30] MuH, a TaKKe yJaydilIeHue OOIIeil OIleHKM aKTUBHOCTH 3a-
OosieBaHUS.

Kpome Toro, mennana nnmekca DAS 28, ucxoaHo co-
craBiasiBmas 5,4 [5,0; 5,9], ye K KOoHIly 3-TO Mecslia Jieue-
Hust cHusuiack no 3,1 [1,9; 3,8]. B nanbHeiiiem Habona-
JIOCh TIOCTENIEHHOE YMEHbIIeHNEe KITMHUKO-UMMYHOJIOTHYE-
cKoil akTMBHOCTU PA, 1 K 6-My Mecsiily Tepaluu MeadaHa
DAS 28 B manHo# rpymnme 00JabHBIX cocTaBuia 2,4 [2,0; 3,6]
(p<0,05).

Ha ¢one neuenust abatanentoM y 00JbHbIX PA oTMe-
4yaJ0Ch 3HAYUTEJIbHOE YIydllleHue QYHKIIMOHATBHOTO CTaTy-
ca o unaekcy HAQ. Tak, ucxongHo menuana HAQ cocrtaBu-
nay "Hux 2,3 [2,1; 2,9], yepe3 3 mec Tepanuu OHa CHU3UJIACH
mo 1,8 [1,1; 2,6], a uepe3 moaroma — mo 1,5 [1,1; 2,0]
(p<0,05).

Ta6snuua 1

JHAunamuka KAUHUYEeCKUX NPUBHAKO8 aKkmueHocmu PA

IToka3arennb Hcxonno
YBC u3 28 10 [4; 14]
YIIC u3 28 510; 4]
YTpeHHSsIsI CKOBaHHOCTh, MUH 60 [40; 120]
MHreHcuBHOCTH 60y 1o BAILL, MM 70 [55; 88]
OO6111as1 OLIEHKA COCTOSIHUS 30POBbS MALIMEHTOM, MM 70 [50; 80]
O06111as1 OLIEHKA aKTUBHOCTH 00JIE3HU BpauoM, MM 65 [50; 70]

Knunuyeckoe ymydiieHre COMpPOBOXAATOCH CHUXKEHU-
eM ocTpoda3oBbIX TIOKA3aTeNIell 1 YMEHBIIEHNeM UMMYHOJIO-
TUYEeCKO aKTUBHOCTHU (TabJI. 2).

Menuana COD ucxomHo coctapisuia 23 [13; 40] mm/4, ge-
pe3 MecsILI Tepaliy oHa CHU3MIach 1o 15 [10; 24] MM/4, a yepe3
6 Mec — 1o 14 [7; 19] mm/u (p<0,05). Hapsimy ¢ 2TuM B taHHOI
rpyIre GOJBHBIX K KOHITy 6-Tro Mecsilia Tepaliiy HabIioaaaoch
3HauYMMoe cHIKeHue ypoBHeil P® u CPB. [IocToBepHBIX pasiiu-
YUl ypOBHEN UIMMYHOIJIOOYIMHOB Ha MPOTSKEHNH BCETO MepU-
ona HaOMIOAEHWS He TIOyYeHO, OTMevanach TeHACHLIMS K CHU-
xenuio ynciaa LHIMK x koHity 3-ro mecsiua aedenust (p=0,061).

Hnsa oueHkn 3¢G@MEKTUBHOCTU Tepanuu abdaralenToMm
B COUYETAHUU C METOTPEKCATOM OBUIH UCTIOJIb30BAHBI KPUTEPUU
ACR. K xomn1ty 6-ro Mecsiia tedeHust 50% yaydieHust JOCTHUT -
nm 16, a 70% — 7 naLmeHToB.

B npoBereHHOM MccienoBaHUM ObUIA BBITTOTHEHA OIIEHKA
0e30MacHOCTU Tepanuu abaratentoM y 6osbHbIX PA. 3a Bech me-
PO HAOJTIOIEHUST Y IBYX MAIIMEHTOB ObLiIa BbIsSIBIIEHA MHOEKIIVS
MOUEBBIX ITyTei, a TAKKE 3apeTUCTPUPOBAHBI IBa CJTydasi OCTPOI
pecnupaTtopHoii BUpycHOI nHbeKunyu. OTHAKO JTaHHBIE CITydyau
He TpeOOoBaJIM OTMEHbI TePaIuy U FOCIUTAIM3ALMK.

Takum 00pa3oM, Ha OCHOBAaHMM TMOJYYEHHBIX NAHHBIX
MOXKHO I0JIarath, YTO Ha3HaYeHUe abaTaliernTa B COYeTAaHUU C Me-
TOTpeKkcaToM 00JIbHBIM PA, TIoyyaBIIMM paHee 6e3 J0CTaTOYHO-
ro a¢dexra BIIBII, sBisgercs: BBICOKO3(M®dOEKTUBHBIM METOIOM,
TIPY TOM TOJIOXKUTETbHAS TUHAMUKA OTMEYaeTCsT yKe K KOHILY
1-ro Mecs1a JeueHusl, OHAKO OlleHUBaTh 3(hdeKTUBHOCTL aba-
TareriTa cjeayeT He paHee 4eM depe3 3 Mec OT Havayia Teparum.

Yepes 1 mec Yepes 3 mec Yepes 6 mec
5 [4; 13]* 4 [3; 5]* 3[1; 5]*
0* 0* 0*

60 [30; 90] 20 [15; 30] * 24 [19; 28]*
58 [50; 65] 50 [47; 55]* 42 [25; 62]*
58 [48; 65] 50 [36; 55]* 32 [25; 40]*
40 [30; 50]* 32 [20; 50]* 33 [15; 43]*

Ilpumenanue. 3nech U B Ta0J1. 2: 3HAUCHMSI NTPEACTaBIeHbI B BUIe Me [25-ii; 75-it nepuenTunu|; *p<0,05 — 10CTOBEpHOCTh pa3InyMii Mo cpaBHe-

HUIO C UICXOOHBIMU 3HAYCHUAMMU.

Ta6nuia 2
Hunamuxka nabopamopHblXx nokazamednelil

IToka3areip Hcxonno
CODB, Mmm/u 23 [13; 40]
IgA, r/n 2,7(2,2; 3,4]
IgM, r/n 1,9[1,2; 2,2]
1gG, r/n 12,6 [11,1; 13,5]
LUK, en. 110 [86; 133]
P®, en/mn 80 [24; 115]
CPB, mr/n 27 [22; 34]

Yepes 1 mec Yepe3s 3 mec Yepe3s 6 mec
15 [10; 24]* 17 [10; 20]* 14 [7; 19]*

2,912,1;4,1] 1,9 [1,4; 2,5] 2,1 [1,6; 2,6]
1,8 [1,1; 2,1] 1,9 [1,8; 2,3] 1,7 [1,5; 2,0]

13,4[10,5; 15,5] 12,0 [11,6;14,0]  11,9[10,9; 12,5]

123 [86; 156] 81[53; 149] 93 [64; 121]
49,5 [18,5; 88]* 46 [27; 96]* 12 [6; 38]*
16 [11; 20]* 8 [3; 12]* 510; 6]*
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OMETA-3-MONNHEHACHIWEHHBIE XXUPHLIE KWCIOTBI MPU PAHHEM
HEAUOOEPEHLUPOBAHHOM NEPUOEPUYECKOM APTPUTE

Konmaxmut: /imumpuii Eeeenvecuy Kapamees dekar @inbox.ru

Leav — usyuenue eauanus npenapama ome2a-3-noOAUHEHACIUECHHBIX HcupHblx Kuciom (omeea-3-ITHXKK) y boavhbix pannum neduggepenyupo-
sanHbiM nepugepuueckum apmpumom (HIIA) na pazeumue pesmamoudnozo apmpuma (PA), unoykuuio pemuccuu, HazHaueHue 6a3UCHbIX NPomu-
sosocnaaumenvuvix npenapamog (BbIIBII), ummynonocuueckue nposieaenus 6ose3nu 6 mevenue 12-nedeabHoeo HabAOeHUs.

Mamepuaa u memoovt. B uccredosarue exniouerno 40 6oavrvix HIIA ¢ daumensrnocmoio cumnmomamuiu menee 12 mec, Komopwie noay4anu

6 meuerue 12 ned Hecmepouduvie npomugogocnanumenstuie npenapamot (HIIBII) u omeea-3-ITHXKK (Bumpym Kapouo Omeea-3) no 1 kancyse
2 pasa 6 denv. Konmpoawvuyio epynny cocmaguau 20 6oavhbix HIIA, noayuaswux mepanuro HIIBII ¢ meuenue 3 mec. Ipynnol ve pazauuanuce 0o-
cmosepro (p>0,05) no éozpacmy (42,98+10,81 u 48,25+13,92 20da), drumenvhocmu cumnmomamuku (6,73+2,81 u 5,95+2,54 mec), uucay no-
3UmueHbIX no peemamoudnomy gaxmopy [14 (35%) u 7 (35%)] u anmumenam k yukauuecKomy yumpyiiuuposantomy nenmudy [9 (22,5%) u 7
(35%)] b60avhbix, dnumensHocmu ympenneii ckosannocmu (35,6+25,82 u 37,0+ 19, 15 mun), uucay npunyxuwux (3,08+1,39 u 3,30+1,21) u 6o-
nesnenHblx (3,63x11,63 u 3,85+ 1,69) cycmasos, DAS 28 (4,21£0,65 u 4,35+0,63).

Pesyaomamut. Haznauenue omeea-3-1THXKK ne nosausino docmosepro na wacmomy paseumus PA, a makoce nasnauenus BITBII. Knunuyeckas pemuccus
u HusKas akmuerocms no DAS 28 nabaodanuce 3nauumensHo uauje y 604bHbIX OCHOBHOLL SPYNNbl, HO CIAMUCIUMECKOL 3HauUmMocmu He docmuerymo. Y 22
(55%) nayuenmos 6 ocrosnoti epynne u 4 (20%) — 6 KonmpoawvHoii 6bina chudcera doza HITBII, exarouas npuem no mpebosaruro (p=0,013). K 12-ii Hede-
/e 8 OCHOBHOLL 2pynne 00CMOBEPHO CHUSUAUCH YUCAO O0NC3HEHHbIX CYCMAB08, OnumeabHocms ympentell ckosannocmu, COD, DAS 28, yposenv unmepneiiku-
Ha 6 (p<0,05), 6 KOHMPONLHOIL 2pynne 0OCMOBEPHBIX UBMEHEHULL He 8bIA8AEHO. JI0CMOBEPHbIX PAZNUHMULL NO YACOME HEeXCEAAMEbHbIX AGACHULL He ObLIO.
Sararouenue. Omeea-3-ITHXKK cnocobecmeyiom KoHmpoaio Had akmuHOCHbIO0 80CHAAUMENbHO20 NPOUECCA, NPOABASIOM ONpedeeHHble UMMYHO-
MoOdyaupyroujue ceoticmea u no3eonsrom onmumusuposams npuem HIIBII y 6oavnbix pannum HIIA.

Karouesvie caosa: pesmamoudnsiii apmpum, HedughghepeHyuposanblii nepugeputeckuil apmpum, ome2a-3-noAUHEHACHIUEHHbIE JICUPHbLE KUCAOMbL

OMEGA-3 POLYUNSATURATED FATTY ACIDS IN EARLY UNDIFFERENTIATED PERIPHERAL ARTHRITIS
D.E. Karateev, E.L. Luchikhina, A.A. Novikov, E.N. Aleksandrova, L.N. Denisov, E.L. Nasonov
Research Institute of Rheumatology, Russian Academy of Medical Sciences, Moscow

Contact: Dmitry Evgeniyevich Karateev dekar@inbox.ru

Objective: to study the effect of a drug of omega-3 polyunsaturated fatty acids (omega-3 PUFA) in patients with early undifferentiated peripheral
arthritis (UPA) on the development of rheumatoid arthritis (RA), the induction of remission, the use of disease-modifying antirheumatic drugs
(DMARDs), the immunological manifestations of the disease during a 12-week follow-up.

Subjects and methods. The study enrolled 40 patients with UPA and a symptom duration of less than 12 months, who took nonsteroidal anti-inflamma-
tory drugs (NSAIDs) and omega-3 PUFA (Vitrum Cardio Omega-3) as one capsule twice daily for 12 weeks. A control group comprised 20 patients
with UPA receiving therapy with NSAIDs for 3 months. The groups did not differ significantly (p > 0.05) in age (42.95+10.81 and 48.25+13.92
years), the duration of symptoms (6.73£2.81 and 5.95+2.54 months), the number of patients positive for rheumatoid factor [ 14 (35%) and 7 (35%)]
and antibodies to cyclic citrullinated peptide [9 (22.5%) and 7 (35%)] patients, the duration of morning stiffness (35.6£25.82 and 37.0x19.15 min),
the number of swollen (3.08+1.39 and 3.30+1.21) and tender (3.63x1.63 and 3.85+1.69) joints, and DAS 28 (4.21%+0.65 and 4.35+0.63).

Results. The use of omega-3 PUFA did not affect significantly the incidence of RA and the use of DMARD:s. Clinical remission and low DAS2S were
considerably observed in the study group patients, but no statistical significance was achieved. The dose of NSAIDs, including on-demand drugs, was
decreased in 22 (55%) and 4 (20%) patients in the study and control groups, respectively (p = 0.013). At 12 weeks, the study group showed signifi-
cant reductions in the number of tender joints, the duration of morning stiffness, erythrocyte sedimentation rate, DAS 28, and interleukin 6 levels (p <
0.05); no significant changes were found in the control group. There were no significant differences in the frequency of undesirable events.
Conclusion. Omega-3 PUFAs contribute to the control of the activity of an inflammatory process, show some immunomodulatory properties, and
can optimize the use of NSAIDs in patients with early UPA.

Key words: rheumatoid arthritis, undifferentiated peripheral arthritis, omge-3 polyunsaturated fatty acids
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