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OnbIT ANUTENbHOTrO NPUMEHEHHNS
uepronusymaba narona (cum3aug)

K.A. JIpitkuna, I.I1. ApyTionos
I'bY3 «lopodckas kaunuueckas boavrnuya No 4» J13 Mockewt, TBOY BIIO «Poccuiickuii HayuoHanbHblil UccAe008amenbCKull
Mmeduyunckuil ynusepcumem um. H.H. ITupoecosar, Munzdpasa Poccuu, Mockea

Lleav Hacmosweeo uccaedosanus — yCmMaHo8UMb, MOJCEM AU OAUMENbHAS. KOMOUHUPOBAHHAS MePanus UHeUOUMOPOM (aKmopa HeKpo3a onyxonu
(DHO) a 6 couemarnuu ¢ basucuvim npenapamom (memomperxcam — MT) npusecmu k cmotikoti pemuccuu peemamoudnoeo apmpuma (PA) u coxpa-
HeHUIo ee dadice nocae OMMeHbl 2eHHO-UHMICeHePH020 buonozuteckozo npenapama (FMBII).

Mamepuaa u memooot. B I'Kb Ne4 Mockeuvt nabarodanuce 5 60abhbix PA (4 acenwgunst u 1 myxcuuna), noayuasuwiux yepmoauzymaoa naeon (1311,
cumsus) ¢ 2005 . Jlewenue ocyujecmensanoce 6 pamkax uccaedoganus CDP 879-027/28 0o ageycma 2011 2., 6 danvHeliuiem nayuenmot npoooaicunu
noayuams npenapam é omoeaenuu 0o ghespans 2011 2. Cpednuii 6o3pacm nayuenmog — 49,2+8,58 coda, cpednssn onumenvrnocmo PA — 4,4+2,3 eo-
da. I[lpuuunoil HazHavenus npenapama Oviaa HeagpexmugHocms npedvidyujeli CmaHoapmuoi 6asucHol mepanuu (cyrvgacanrasut, 1egpayHomuo, 6
momernm Hasnauyerus 1311 ece nayuenmor noayuasu MT 6 doze 10— 15 me/ned, 2 60abHbIX — 6 COMemanuu ¢ NPeoHU30N0HoM 5—7,5 me/cym). Y écex
NAYUEeHMO8 COXPAHANACH 8bICOKASL AKMUBHOCMb 3ab0neéanust, cpednuil DAS28 — 6,33%0,52. [Iposodunru makce oyenky kavecmea ycusnu (KXK) ¢
nomouyvto obugux onpocnukos HAQ, EQ-5D. Cpeonee 3nauenue KXK no EQ-5D cocmasuno 50+7,9 6aana, no HAQ — 1,825+0,17 6anra.

C okmsbps — dexabps 2005 e. nayuenmot 6 pamkax caenoeo uccaedoganus noayvanu uau 400 me 311, uau 200 me L[311, uau naayebo, ¢ 2006 2. 6 pamkax
omkpoimoeo uccaedoganusn — L3I 400 me 1 paz 6 2 ned nodkocro, ¢ geepansn 2008 e. — 200 me 1 pa3 6 2 Hed hookoxicHO (003a Oblaa CHUICEHA NO
npouedype NpOMoOKO0AA NOCAE MO0, KaK HAKONUAUCH OaHHble 00 3¢hpekmusHocmu 0aHHOI cXeMbl 66edeHUst npenapama,.

Pesyromamot uccaedosanus. K momenmy oxonuanus sevenus L[311 y 3 nayuenmoe docmuenyma ycmoiusas (1 200 u 6onee) pemuccusi 3a601e6aHust
(DAS28<2,6), y 2 — nHuskas cmenens axmuernocmu (DAS28<3,2), umo noomeepicdero nokazamensmu KX no onpochuxam HAQ u EQ-5D.

Y 3 nauuenmos pewrerno ne 60306n06153ms mepanuio I'MBII. Onu npodoaxcunu noayuams 6 kauecmee 6asuctoit mepanuu MT 12,5— 15 me/ned. Odun
nayuenm ¢ makcumanvhoim s3navenuem DAS28 (3,16) na momenm okowuanus npomokoaa npodoaxcun newenue L3I (200 me 1 pas 6
2 Hed nodkodcHo). Ewe oona nayuenmka c ymepennoil cmenenvto akmusHocmu PA na momenm okoHuaHnus mepanuu camocmosmensHo 3a6epuuna
neuenue uneudbumopom ®HOco.
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Yepes 1 200 y 2 nauuenmos coxpansemcs cmoiikas pemuccus PA, neooxodumocmu 6 nasnauenuu THBT nem. Y nayuenmiu, npekpamusueil neve-
Hue, akmugrHocmb PA 6o3pocaa, eii 0bi10 pekomeH008aHo 60300H06eHue mepanuu uneubumopom PHOa. Ewe y 00noll nayuenmku KoHcmamupoea-
Ha Huskas akmusHocms PA, nabaiodenue 3a Heil npodoaiceHo.

Sakatouenue. [lonyuennvie dannvie noomeepicoarom, 4mo OAUmMeNbHas KoMounupogannas mepanus uneuoumopom ®HO«a é couemanuu ¢ MT
Modcem npugecmu He moavko K cmoiikoti pemuccuu PA, no u k coxpanenuio ee daxce nocae ommenvt I'UBI1. Haznauenue 11311 6 meuenue 6,5
Aem UHOYUUPOBANO PEMUCCUIO U CROCOOCMB08AN0 NOODEPICAHUI) CMADUALHO20 COCMOAHUA Y Yacmu nayueHmos 6 meyenue I eoda nocie omme-
Hbl npenapama.

Karouegvte caosa: peemamoudHsiii apmpum, 2eHHO-UHICEHepHble OUoAoUMecKUe nPenapamol, 6a3UCHble NPENnapamol, Yepmoau3ymada naeoa.
Konmaxmut: Kapuns Apnoavoosna Jleimiuna lytkina.k @mail.ru

Jaa ccotaru: Jloimxuna KA, Apymionos I'll. Onvim daumenvhoco npumenenus yepmoausymada nzeona (cumsus). Cospemennas peemamonoeus.
2013;(3):50-3.
[Lytkina KA, Arutyunov GP. Experience with long-term use of certolizumab pegol (Cimzia). Modern Rheumatology. 2013;(3):50—3.]

Experience with long-term use of certolizumab pegol (Cimzia)
K.A. Lytkina, G.P. Arutyunov
City Clinical Hospital Four, Moscow Healthcare Department; N.I. Pirogov Russian National Research Medical University, Ministry of Health of
Russia, Moscow

Objective: to establish whether long-term combination therapy with a tumor necrosis factor (TNF) « inhibitor and a disease-modifying antirheumatic
drug (DMARD) (methotrexate — MTX) may lead to sustained rheumatoid arthritis (RA) remission and its maintenance even after discontinuation of
genetically engineered biological agents (GEBA).

Subjects and methods. Moscow City Clinical Hospital Four had been following up 5 patients (4 women and 1 man) receiving certolizumab pegol (CZP,
Cimzia) since 2005. Their treatment was performed in the CDP 8§79-027/28 study until August 2011; thereafter the patients continued to receive the
drug at the department until February 2011. The patients’ mean age was 49.2+8.58 years; the average duration of RA was 4.4%2.3 years. The reason
Jfor using the medicament was ineffective previous standard DMARD therapy (sulfasalazine, leflunomide; when using CZP, all the patients took MTX
in a dose of 10-15 mg/week; 2 patients had it in combination with prednisolone 5-7.5 mg/day). In all the patients, the disease activity remained high
(mean DAS2S, 6.33+0.52). Quality of life (QL) was also assessed using overall HAQ, EQ-5 questionnaires. The mean EQ-5D and HAQ QL scores were
50+7.9 and 1.825£0.17, respectively. The patients received either CZP 400 or 200 mg, or placebo in a blind study in October to December 2005; in an
open-label study they took 400 mg CZP subcutaneously once two weeks since 2006 and 200 mg of this agent subcutaneously once two weeks (the dose
was reduced according to the protocol after data on the efficiency of this dosage regimen were accumulated) since February 2008.

Results. By the end of CZP treatment, 3 patients achieved sustained (1-year or more) remission (DAS28<2.6); 2 patients had low disease activity
(DAS28<3.2), as confirmed by QL indicators according to the HAQ and EQ-5D questionnaires.

1t was decided that 3 patients would not resume GEBA therapy. They continued to take MTX 12.5-15 mg/week as DMARD therapy. One patient with
a maximum DAS28 score of 3. 16 by the end of the protocol continued to be treated with CZP (200 mg subcutaneously once two weekly). Another female
patient with moderate RA activity at the end of therapy herself completed the treatment with a TNF-a inhibitor.

Following a year, 2 patients remained in sustained RA remission and did not need a GEBA. RA activity increased in a female patient who had stopped
treatment; she was recommended to resume therapy with the TNF-a inhibitor. Another female patient was stated to have a low RA activity and her fol-
low-up was continued

Conclusion. The findings are evidence in favor of the fact that long-term combination therapy with a TNF-a inhibitor in combination with MTX may
lead to not only sustained RA remission, but also its maintenance even after a GEBA was discontinued. The use of CZP for 6.5 years induced remission
and promoted stability in some patients during a year after drug discontinuation.

Key words: rheumatoid arthritis, genetically engineered biological agents, disease-modifying antirheumatic drugs, certolizumab pegol.
Contact: Karine Arnoldovna Lytkina lytkina.k@mail.ru

Pesmarounnsiii aprpur (PA) — ayroummyHHOe 3aboJieBa- npenapatoB (I'BIT). Cerognsa 'MBII 3ansau mpoyHoe MecTo B
HHUE HEU3BECTHOI 3THOJIOTUH, XapaKTePU3YIOILEecs] XpOHUIe- JIEYEeHUU TaKuX OOJIbHBIX.
CKUM 3PO3UBHBIM apTPUTOM (CUHOBUTOM) U CUCTEMHBIM IOpa- Hokazano, yto komb6uHauus MBIl ¢ meTtorpekcatom
KeHueM BHyTpeHHux opraHoB [1]. [Ipu PA ormeuaercs mpo- (MT) nnu nedmonomunom (JIE®) mpeBocXoanT MOHOTEpaTnio
Tpeccupyolee TeUeHUe, TTPUBOMASIIIEe TTPU OTCYTCTBUU aneK- CUHTETUYECKUMU 0a3WCHBIMU TIperaparaMu 1o 3hQeKTUBHO-
BATHOI Tepanuy K UHBATUAN3ALNUN OOTbHBIX. CTU B OTHOLIEHWUU OTBETAa Ha TEPanuio, aKTUBHOCTU 0OJIE3HU,

Jleyenue TpaaMIIMOHHBIMU 06A3MCHBIMU TIpenapaTaMu 4acTo (byHKIIMOHABHBIX HAPYLIEHU, Ka4eCTBa XU3HU U CHUXEHUS
MO3BOJISIET OOJIETYUTh CUMOTOMBI PA, yimy4inte hbyHKIMOHATb- TEMITOB PEHTTEHOJOTMYECKOT0 IPOrPecCCUPOBAHNS MTPU YAOBIIE-
HOE COCTOSIHUE, IPU 3TOM TOJIHbIN perpecc akTUBHOCTH 3a00J1e- TBOpUTEJILHOM Tpoduie 6ezonacHocTU [2]. OCOOEHHO IMPOKO
BaHMS HaOJItoaaeTcst peako. Pemuccust, onpesessiemas 1o Kpure- HCITOJTb3YIOTCS MTHTMOUTOPBI (pakTopa Hekpo3sa omyxomn (PHO) a.
pusim EULAR, nocruraercst y 7—22% malMeHTOB, MOJyYarox Pannee naznauenue narubutopoB ®HOw BeneT K 3HAYUTEIb-
MOHOTEPAIUIO TPAAUIIMOHHBIMU 0A3UCHBIMU TIpenaparamu [2]. HOMY YMEHbBILIEHUIO KIIMHUYECKOW aKTUBHOCTU U PEHTTEHOJIO-

Hawnbosnee 3HaunMbIM 11aroM B Tepanuu PA B mocienHue TMYECKOro nmporpeccupoBaHust PA o cpaBHEHUIO ¢ MOHOTEpa-
JECSITUIIETUSI CTajla BO3MOXKHOCTb KOHTPOJIMPOBATh TEUEHUE 3a- MHUell CHHTeTUYECKUMU 0a3UCHBIMU NIpernapaTaMy UJIn UX KOM-
0oJieBaHUsI C MOMOIIbBIO TEHHO-UHXEHEPHBIX OUMOJIOTMYECKUX OUHAIIMel ¢ TIIIOKOKOPTUKOUIaMU |5, 6].
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Tabnauna 1. HNunamuxka unoekca DAS28

DAS28 ITanuenTsI
1 2 3

OkTs0pb—aekabpb 2005 1. 6,26 6,02 7,20

SAnsapb—denpanb 2010 . 2,17 2,21 2,86

®eppanb 2011 & 2,19 2,17 3,16

Anpens 2012 & 1,99 2,71 2,98

Ta6mmua 2. HNunamuka undexkca HAQ

HAQ TManmenTnt
1 2 3

OkTs16pb—aekadbpb 2005 T. 1,75 1,75 1,625

®Depanb 2011 & 1,25 1,25 1,375

Amnpenp 2012 T 1,25 1,5 1,25

MCCNEANOBAHMKA

JUTATETbHOCTh PA Ha MOMEHT BKITIOUEHUSI
B uccieaoBaHue cocraBuia 4,412,3 rona.
[TpuuuHoIT Ha3HaYeHMSs TIpernapaTa Oblia

. . Hea(h(PEKTUBHOCTh CTaHOAPTHOI Oas3uc-

6,35 5,84 HOI Tepanmuu (B KauecTBe MpPeAbILyIIei
0a3uCcHOW TepanuMu KCHOJb30BAIUCH

2,56 2,16 cynbbacanasu, JIED, B MOMeHT Ha3Ha-
2.9 214 yenwus LI3IT Bce maumeHThI noayvyanu MT
B 1o3e 10—15 mr/Hen, 2 GOIBHBIX — B CO-

4,85 2,31 YyeTaHUU C TIPpeAHU30J0HOM 5-7.5

Mmr/cyt). HecMoTpst Ha mpoBoguMyto Te-
parnuio, y BCeX MallMeHTOB COXPaHsUIACh
BbICOKAsi aKTMBHOCTB 3a00JIeBaHUsI, Cpell-
Huit nHaeke DAS28 cocraBu 6,33+0,52.
Kpome olleHKu akTMBHOCTH 3a0ojieBa-

4 3 HUSsI, TPOBOIMIIN TAKXKE OIIEHKY KayecTBa

2,0 2,0 xkum3HK (KOK) manueHToB ¢ TOMOIIbBIO 00-
wux onpocHrukoB HAQ, EQ-5D. Ha mo-

1,25 0 MEHT BKJIIOUEHUSI B MCCIIEIOBAHUE CPell-
1.5 0,75 Hee 3HaYeHUE COCTOSIHUSI MAIMEHTOB 110

«tepmomeTtpy» EQ-5D cocraBuiio 50+7,9
6amna, mo HAQ — 1,825+0,17 6anna.

Ta6muua 3. Hunamuka pezysomamoé onpocnuxa EQ-5D C okrs6ps — nexadpst 2005 r. matm-
€HTBI B paMKax CJETOro MCCIeT0BaHus

EQ-5D TanuenTsi nosydanu niu 400 mr L3IT, vt 200 mr
1 2 3 4 5 L3I, wim mmame6o, ¢ 2006 B pamkax

OKTs16pb—1eKabps 2005 & 45 40 50 55 60 OTKpBITOTO Mccnenosanus — L3I
400 mr 1 pa3 B 2 HeJ MOIKOXHO, C ¢e-

®eppainb 2011 85 70 75 75 75 Bpasa 2008 ©. — 200 mr 1 pas B 2 Hex
Mapr 2012 1 g5 20 75 20 77 MOAKOXHO (I03a Oblla CHUXKEHa M0

B Hacrosiee BpeMsi Hanbosiee 00cyKaaeMbIM BOIIPOCOM B
Tepanuu MBI siBasiercs BO3MOXKHOCTH OTMEHBI IperapaTa
MPY TOCTVKEHUUN CTOMKOW peMuccun. EBporeiickue ucciaeno-
BaHus BeST u OPTIMA y nainueHtoB ¢ paHHuM PA, a takxke
HccienoBaHue SMoHCKKUX peBMaTojioroB HONOR y nmanneHTOB
¢ IUTMTENIbHO TeKymuM PA mokaszamu, 4To mocyie JOCTHKEHUS
KJIMHUYECKOI pEMUCCUM WJIM HU3KOI aKTUBHOCTH 3a00JI€BaHUST
y MaIMeHTOB, MOJyYaBIINX Tepamnuio nHhaukcumadom (MH®D)
wiu ananumymadom (AJA) B komOuHauuu ¢ MT, nocie otme-
bl narHONTOpOoB MHOO CcoxpaHstach pemuccust 6e3 peHTre-
HOJIOTUYECKOTO TTPOTPECCUPOBAHUS U YCYTYOJICeHUST (DyHKIIO-
HaJIbHOM HelocTaTouyHOCTH [3].

IMonbiTka otMeHbI HHTHOUTOPOB @HOO MOXKET OBITH ITPEI-
MPUHSITA MPU TOCTUKEHUHU T1ybokoi pemuccuu (DAS28<2,6)
[4] Ha poTsKeHMU TI0 KpaiiHeit Mepe 6 Mec.

OnHaKo B HACTOSIIIINIT MOMEHT OITyOJIMKOBAHO HE TaK MHO-
ro TaHHBIX 00 oTMeHe MHT6uTopoB @HOO. mociie JOCTIKEeHUS
CTOiKOMI peMuccuu [6].

Ilenp HacTOSIIETO MCCIENOBaHUS — YCTAHOBUTD, MOXET JIU
IUTUTENIbHAsi KOMOMHUpOBaHHas Tepanus nHruontopom @HOo
B couetanuu ¢ MT IIpuBecTH He TOJBKO K CTOMKOMN peMUCCUU
PA, Ho 1 Kk coxpaHeHuto ee gaxe nocie otmeHsl [ BII.

Marepuan u metonpl. B 'KBb Ne4 . MockBbl Habmonanvch
5 o6onpHBIX ¢ PA, momywaBmmx uepromm3ymada marom (LI3I1,
cumsust) ¢ 2005 . JleueHMe OCYIIECTBISAIOCH B paMKaX MCCIIEI0-
BaHust CDP 879-027/28 no aBrycta 2011 r., B qajibHelileM namm-
€HTBI TIPOIIOJIKMIIM TTOJTyJaTh IIPErapaT B OTIeIeHUH 0 heBpast
2011 . CpenHuit Bo3pacTt malueHToB cocTaBua 49,2+8,58 rona.
Cpeay MmanyveHToB ObUTO 4 XKeHIMUMHBI 1 1 MyxXuuHa. CpemHsist

Mpolieaype MpoToKoJa Mocjie Toro, Kak
HaKOTMWJIUCh JaHHble 00 3(hdeKTUBHO-
CTU JIaHHOU CXeMBbI BBEIEHUs TIperapata). B 3amauu maHHOI
CTaThW HE BXOAUT OlieHKa 2((EeKTUBHOCTU Tperapara, Mmod-
TOMY aHaJu3 COCTOSIHUS TIallMeHTOB 3a BpeMsl MPOBEACHUS
nporokoja CDP 870 He npuBoautcs. JlanHbie 00 3¢ heKTUB-
Hoctu u 6e3onacHoctu L3I ony6GaMKoBaHblI paHee Mo MaTe-
puanam npotokojoB RAPID 1 u RAPID 2 [7, 8]. [locnennee
BBegeHue LI3T BeimomHeHo B peBpane 2011 T

Pesynbratel ucciaenoBanus. JJanHbie 00 aKTUBHOCTU 3a00s1€e-
BaHUSI B HaYaJIe MCCIeIOBaHMS, HA MOMEHT OKOHYaHMUSI Teparuu
U B XOJI€ JaJbHENIIEero HaOM0IeHUS TPeACTaBIeHbI B Ta0I. 1.

B Tabn. 2 npuBeneHnl AaHHble ompocHuka HAQ mepen
BKJTIOYEHHMEM ITallMeHTOB B MCCIIEIOBaHUE, B MOMEHT OKOHYa-
HUA uccenoBaHus U B amnpesie 2012 .

B 1a6s1. 3 mpencraBieHa OlleHKa COCTOSTHUS TTALIMEHTOB T10
«TepMOMeTpy» onpocHuKka EQ-5D.

Kaxk BugHO U3 maHHBIX TabJa. 1—3, K MOMEHTY OKOHYaHUSI
neuenus LI3I1y 3 nauueHTOB nocTUTHYTA ycToiumBas (1 rom u
6onee) pemuccust 3ab6oaeBanust (DAS28<2,6), y 2 — HU3Kasl CTe-
neHb akTuBHOCTH (DAS28<3,2), 4TO TakKe OBLIO TTOATBEPXKIE-
Ho nokazatensamu K2K o onmpocankam HAQ u EQ-5D.

C yueToMm ycToitunBoit pemuccuu PA ObLIO TPUHSITO pelie-
Hue He Bo300HOBIATH Tepanuto MBIy 3 mauunenTos (1, 2 u 5).
OHU NMPOAOJIKUIIM MOJIydaTh B KayecTBe Oa3ucHoi Tepanuu MT
12,5—15 mr/nen. [ManueHT 3, UMEBITUIT HA MOMEHT OKOHYAHUST
IIPOTOKOJIa MakcuMayibHoe 3HaueHue DAS28 (3,16), mpomon-
xu tedenue L1311 200 mr 1 pa3 B 2 Hen moakoxkHo. [larmeHTka
4 ¢ yMEpeHHOI CcTereHblo0 aKTUBHOCTH PA Ha MOMEHT OKOHYa-
HUs Tepanmuu 3aBepiuwia yedeHue mHruouropom ®HOo mo
JIMYHBIM MPUYUHAM.
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Crnenytoniast OLleHKa COCTOSIHUSI TIALIMEHTOB MPOBE/IEHA Ye-
pe3 1 ron. Kak BUAHO U3 AaHHBIX Tabu. 1—3, y mauueHToB 1 u 5
coxpaHsieTcs croiikas pemuccusi PA, HEOOXOAMMOCTU B Ha3Haue-
Huu 'MBT Het. Y maumeHTKN 4 cOCTOSTHUE YXYAIIMIOCh, aKTUB-
HocTb PA Bospocia, eif ObUIO peKOMEHIOBAaHO BO30OHOBJICHUE
tepanuu nHrnoutTopoM @HO. Y manneHTKN 2 KOHCTaTHPOBaHA
HU3Kasl aKTUBHOCTb PA, HaboieH e 3a Hell TPOIOJIKEHO.
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Pain is a major component of quality of life in patients with ankylosing spondylitis and the possibilities of its relief
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The paper gives the results of an investigation of quality of life (QL) in patients with ankylosing spondylitis. It shows the implication of chronic pain syndrome in low-
ering QL and considers the issues of combination therapy with nimesulide (nise) and tizanidine (sirdalud) for pain syndrome.
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XpoHuyeckas 6osib (Xb), cBsI3aHHAas ¢ aToJIOTUel cycTa-
BOB 1 TO3BOHOYHMKA, — OCHOBHOE MTPOSIBJIEHUE PEBMATUUYECKUX
3abomeBanumii (P3) [1]. PeBmarudeckas 60Jb paHee paccMaTpu-
BaJlach KaK HOIMIENTUBHASI, TTOCKOJIbKY OHA TECHO CBsI3aHa C
BOCIAJIEHUEM U CTPYKTYPHBIM MOBpEXIeHUEeM TKaHel. B mpo-
TUBOIOJIOXHOCTh €if 060Jib, MHIYLUMPOBAHHASI W3MEHEHUSIMU

HEPBHBIX 00pa30BaHMIA, KIacCU(PULIMPOBaIach KaK HelipornaTH-
yeckast. Ha cerogHsIIHmiA 1eHb MPOBECTH YETKYIO TPAHUILY Me-
Ky HOIMLIEITUBHOM U HEMPOITaTUIECKOM OOJIBIO Y3Ke He TIpeI-
CTaBIISIETCSI BO3MOXHBIM, IIOCKOJIBKY Pe3YJIBTaThl MCCIIEeI0Ba-
HMIi IO3BOJISIIOT TOBOPUTH 00 AKTUBHOM Y4aCTUU HEMPOTeHHBIX
MeXaHU3MOB B (h)OPMUPOBAHUU peBMaTUUECKOI 00Ju [2].
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