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Abstract

This study aims to assess the cost-effectiveness of treatment with biological drugs—
specifically infliximab, adalimumab, and rituximab—Dboth as monotherapy and in combination
therapy for patients with rheumatoid arthritis. Additionally, we will identify the factors that

influence this process.

Material and methods: 60 patients (all woman) with moderate to severe rheumatoid arthritis
(DAS28>3.2), age of disease more than 5 years, and unsatisfactory response to methotrexate

were selected for the study. Patients were divided into 3 groups:

Group | - consisted of patients (n=30), who were on standard rheumatoid arthritis therapy
(patients get 10-25 mg of methotrexate per week. If the disease gets worthier we add non-
steroidal anti-inflammatory drugs to reduce pain, in some conditions, we also add

corticosteroids) and were considered as a control group.

Group Il - was composed of patients who did not have an adequate response to standard
therapy and TNF-a inhibitors were added to the treatment, this group was divided into 2

subgroups:

Subgroup Il a -included 10 participants, These individuals received a treatment regimen of

infliximab combined with methotrexate.

Subgroup I1b - composed of patients (n=10), who were refractory to infliximab, and only

receiving adalimumab.

Group 111 - consisted of patients (n=10), patients who were refractory to TNF-a inhibitors and
received medical treatment along with methotrexate plus immune-biological drug - monoclonal

antibodies - Rituximab.

The study was conducted for 12 months. Patients who had already been diagnosed with
rheumatoid arthritis (the diagnosis was confirmed by the classification criteria of the American
College of Rheumatology 2010 (ACR) and the European League of Rheumatology (EULAR))
during the study period, the following clinical laboratory tests were performed: radiological

examination of the joints, complete blood analysis, CRP, RF in the blood. Health status was



assessed with baseline questionnaires (HAQ). Cost-effectiveness assessment of the five-
dimensional health status classification methodology using EQ-5D and multiple regression
related HAQ score system and disease activity. Patients were also assessed with the general
SF-36 health status questionnaire. Determining cost-effectiveness using ACR and DAS28.

Results: This study provides important clinical insights as it is a study that directly compares
three different biological treatment options for patients with rheumatoid arthritis who have
failed standard therapy. All treatment options had a good safety profile. A cost-effectiveness
analysis of QALYs found that rituximab was the most effective treatment in patients with
severe rheumatoid arthritis who had failed TNF-a inhibitor treatment. In our analysis, drug-

related costs depended on drug price, dose, route of administration, and dosing frequency.

Conclusions: According to the results of this study, infliximab was more cost-effective than
adalimumab. Therefore, based on the results of the sensitivity analysis, as long as the study
parameters do not change significantly, it is suggested that infliximab should be the priority for
the treatment of patients with rheumatoid arthritis. And rituximab is the most effective
treatment option for patients who have failed TNF-a treatment. This advantage is primarily due
to differences in drug costs; because efficacy and safety are the same, drug costs may drive
decisions about biological treatment.
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353096¢0oLb  HAQ  dmol  gowgodgligds, ®memmbo gl 8563969090  GHmwo  oym
0530530039000 359X MOgLgdoLs, 35309639005 90bsePBMbgL 55350900l MM bgwro
3MMaML0MYds (8,MmEI0Mmgdo, OGrmymemz HAQ 33womgds OM®MS 363s3e0mdsT0).
dombgezs0 0dobs, ®md TNF-a s6Esamboli¢gdom 9379MHbscrmdol bsdogg 33wg35d0
Lo3MBGHOMEM  ¥aMRoL 353096300 0090©bI6 IgBAMEGMJBHOAL, ACR50-Bg ©mby
033W90MEs 98 X3B9ddo (05y.,  32%-36  9B9bgmEg3GOoLm3zol o
0693¢00dl035d0LMZ0L, beaenm 46%-09 9908w dodolMZ0L). SM930MEI30MO T9gIMYdS

19



396bMM 3095 98 B3O BOLMZ0L 39 EH0MGdOL Fgmm®OL A5dmYgbgdom, HMIgEo3
259myqbgdmwo ogm ffobs 933eg356M900L dJoge M9305EMOEIEO SOHMOOGOL botrxm

9BIIOOO@BOL 33939080 [25,95].

353096390l 39630005600 9350 gdoL Loddodol AsBbLb3s390mo boMolbo,
OMIgog  3oboboBzMgds  dsmo  3sbbgdom  sb30dI3O I 1Ms309dDg o
39939600 M95d30900L bobyMdwozmdom. Mmomgmgno 353096E0LmM30L MgM300l
39093939, 393039905 56 Lb3s 9393Dg 39sl3ws BoLOYdIMES 6 130560 06EHGMZ5Egd0m.
ym3z9gem  93Hs3vyg, MLz 353096Gd> 99Hy30dd 09Mms305, ACR 3sbvbo 9mdpg3bm
0965305D7 2960L5D3MIOM©s HAQ Jmegdol 999amdo (3300w 9d9gd0m. 89350 JO0L
boddodol MREOM Josero boGolbo, M™Igwog Imywomgdmwos HAQ dJmwgdom,
5353006989900 0ym 033O06MBOL MBOM OE MOLZMD S KIBIONYEMBLSD
053530069090  3BM3MgO0L B BIMOLLMD. ymzguo 6-:3056 0bEHgM35¢To
3530963 9d0lm30L 36OmabmBomgdmo HAQ Jmwol  dobgzom  godmgerobs
RIOEMO0MO MHoLZO, OMIgwois 259dmygqbgdeo ogm Sbs3MdMm030 b yzgws Jobgbom
1033000 056MdOL 3MYJEH0MYIOOLMZOU.

bseOLbbYBY IGO0 Logmabewolb fagdo (QALY) 596305670 35:3096¢)gd0L
Lomaberol 8993519090L, MMAgdoE Sbobsgl 4oblbgeg909dL bmgMgdol bsMolbbdo o
©53930060900s  bbgoolbgs  xsbdMmMgmdol  Iamdsmgmdsliosh.  Ms9qbody
3309350 ovx30dboMs 3930000 HAQ dJmagdbs o LoboMagdwrm  Jwegdl  dmMob
930530 SOHMMOGOL ©OML [24,25,26]. HAQ Jmargdo ygmgzggeo 6 omzosbo
06@96M35ol  96853wmdsdo  godmoyggbgdms  LoboMgdwm  8603369wmdgd0l
290mbomgEgws© 0-ob 1-0g (Lo3zoro - LEOYEYMBO X S6IOMHEMO53])
©93609L00L 356EGHMEGOOL 35TMYgbgdom, GMIgEog domgdweros Health Utility Index Mark
3 (HUI-3) ULosbotpagderm  Jmemgdosh.  33wg390do, Mmdgedog 1990  3s309b@o
dmbsforgmds, HAQ dJmwgdo dgeyqgmds 0-sb 3-000g 9@o¢08m3sdol xaido
[39,56,49106]. 59 250mygbgdeo GgaMglorero s6seobBo guwmdbgds asbogo dmgel;
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933M6M03d ©95R0bgL, MM 49bFgmEmgdomo Dmdgdols dgemgmerds dmgerds dbyogLo

99092900  259m0M. 3530963900l LoloMYgdWwMm  JMwgdo  FMmEIE0MGdI0s, GMJ
3993069l 0.28-000 HAQ gm0l ymgzggaro 1 900g29ewo Beoliomaol.

fodeol botxgdo 6-03056 063 M350 odmomzegdmes  AnalySource®-ol
aodmygbgdoo  (Analysource, East Syracuse, NY, DMD America). 3dgLsds30Loc,
063¢0dl0dsdol bstxgoo 953dbgdm©s ©HI39d5L, G 3 Fws3zmbo 2sdmoygbgdmes
93990bsmdol 30639 6 3930 s 4 BWs3Mbo sdmYygbgdmeo ogym 937MbsermdOl
99903 3gMHomegddo [3,43,78,96,104].

dmgeds s1939 3oBLEBOZMS Fodeol IMboGMMObAOLs s 5EToboliEMmOMIdOL
bs6x 930 5 IMboMm©bgero sGsbOLM39wo Im3wgbgdol LodMsErm boGxgdo ymggen 6-
03056 06@96m35¢0Bg 08 ffodewol Jobgz0m, MMIWomsg 3530963900 83Mbsemdbyb
99030l LogslyEOL AobMOYOLS s OIRBMBMID 35300090 KAWROL 3MPYdOL
Lo93md3zgeDy. IMboEBHMMObyols s 9ET0bOLEHMOMIOOL HBIOXRJOO IMIELPOEO 0Ym
306030l 3096 BsdgOE0bM 306393 gdol Fglsdsdolbo LobdoMol s 3329MbsEMdILMSD
53530069090  ©0sabMBE03MM0  BHgbBYdoL Fgz3sligdol  LygdzgwdY. 439MHOMO
0m3w96gd0L  Lobdotg 9x3mdbgdmes Geborek, et al ©9305¢moMEO  SOHOOOEOL
bsbaMA030 931MbsMdOL 331935 [41]. Ub3s 30053060 LsTgE0E0bM botxgdo (Toy.
9J08056 300900, 3mb30Esw0bs305) 4oblbzsgzgds s93509d0L Loddodol dobgwzom
5 937960b65¢0mdol 53 9539dEHOL IMPYI0OHGdOLMZ0L Yodmygbgdero oym HAQ Jmwgdols
bo3xydzgbg Mgacmglool gobGmergds [112]; HAQ dJwmwol 1 gMomgmeoo bMs
5393006900  0ym  xobs330oL  MHgbOLOL  sTsGHJdom 2,313 5T EMEIOMD
Powofiocdo. HMmgbsg 3OHMIEBH0MEMdOL bstxgdo BsGINMo ogm sbsgrobgddo,
obobo 9guxdbgdm©s MM  BsdMowm Feom®o Fgdmbogwol  3GMM3MOEOSU,
HMI9go3 93539009005 HAQ J29engdols 259560919855056.
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TNF-a  56¢ogmboliggdom  9399Obsermdom  doergzg odbs domfgmeo  3sbybo
09653059 s J9bsMBMBgdmo 0dbs BsbamAdwogo 3gMmom©ol gobdogermdsdo,  Mo3
399m3wo0bs Bogzowmgdols 360d369wm3s60 899300900 ©s 0b35¢oEMdOL MGM™ byero
36MHMyMgLoMdom, 3000609 IbMEm© DMARD-0m 93290bs¢nmdol omml. gl 13065@qLmds
293039y AMIGE3500056 39OL3JEH03500, MY doMomso 99 xymxgddo HAQ
36OHMB0E0 93909L0 0Ym, MHOL F94OIRWIE MBOM 0O 0ogm QALY ds6396909cos.

5503993500l 25dmyqbgdsd Hocmdmddbs QALY-ol y39wsBg oo Mom©gbmds
©553500900L  309@0bIMGMdOLLL, gl 0469dm©s  BMAMOE  ghmogdmo  TNF-a
3b6GogmboliGo, vy dgmemg TNF-a 563 sgmboliGo 9379Mbscnmdol Bggdsdo. sow0dwdsdo-
3b-MTX-0b  ©s)ggdmeds bsdzwmebowm U1dgdsd godmofzos QALY-ol ogbo
05096mds (3.24), 39M9d00m 9BHobgME3G0L Lggdolbs (3.00), 0bxgwoduodsd  Jenwml-
393™GHM9dBoG0 bggdsdo QALY oym 2.9 @s DMARD-ob bs83m60bsgom bdgdsdo - dbmermo

2.00. 5b939 OIMZOOS POMMIMO  IMPI0OHJOMEo UBggdol dogh  shgmero
do0sbo  306HEs306MH0  bobrxgdo, 0lgzg MMMz dmwosbo bstxgdo, OHMLLE

539500 3OMEMIGH0NWMOoL 9539dB0 935@JOs BIOX MIVOOEDZL. ©TGHJIODO
bo6rx-9839dGMOMBS  2odmobsGgds  OHmymeE  omdMwgds  QALY-Bg,  MOHm@gbss
893500560900 ym3z9ew0 Bggdol 89909 Y39woHg 93bMm0mE 056300 Y3OMBSL.

dobgogs0 0dols, OHMI 9BbgMEI3GOL Lsd3wMEMbsm dgdsl od3b QALY-ol
©06M9dgds 25,856 589 MEs®0, 0bgwodlodsd 3el 39EHMGHMIIGIGO Bsd3MObowrm
1J9gFoLsb FgsMgd0m, 0bxzwodlodsdol QALY-0l womgdmwgds DMARD-ol d0dsG0)
5oL 53,607 598 M@WM0. 5sw0dw)dsdo 3l IgAMEG®M9JBOGH0 L33 MOMbsem Liggds
MBOHWB39ymRs QALY-0l 9©oal ©osm©gbmdsl QALY-%g 47,157 533 Mmool
00O JIOm. OHMOILSE 3OMOIEGH0MXMIOL bstrxgdo 9do@Jds 30MH30M botrxgdl,
0683¢0dl0dsd 3l AgBHMGHOIIBHGH0 96300 Y3OMBSL  FoMIMBL  9BebgMEg3EHol
0568000093005, M»MI3s MmMH039L  5F9MIJOL  9@IE0TMDd0 3¢l FgEMGHMIIBHOGHO
5630000936005, HMIol OMLSE badx-9339dEwIOMdOL BHOL 3mgn03090E0 g3
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©o5bEMmgdom $23,377 9569MH3E93GHOL 096300 93OMBLML T9EsMId0m. T5EJBOMTS
56oeoBds  5Bg9bs, MM Igmeg Gogaol TNF-a  s6@sgmbolEom (50 F9dmbgggsdo,
9396960393GH0m) 939065 MdOL LEMoEIR00d 300390 Mool 5Q5¢0ddsdol d9d®ay
3900905 25dMmoEMmb sds@gdomo QALY.

Kobelt, et al-ob dogé EuroQOL EQ-5D 3md«bsgom®mo mgaMglool 00mygbgdsd
20DoMEs 5w 0dM3sdol  QALY-0L  ©0oMgdwamgds  ssbermgdom  $65000  [26].
5OMYMIBOME0  3OMPMGLoMGOOL  I330(39099d900  396M0EMdIb, ®md TNF-a
3b6Gogmboli3gdds  9godegds  gobgmmb 53500900l  3MMaMgloMgds  08gbsc,
5d9bs0s3 HAQ Jmems HBgds LdsdowmMo 33wg30L 3gmomedo [17,20,42,56,68,91]. 0
dmgeds  [ommoaobs 5o 0dMTsd0oL VWO  TBHJO0MO  baGrxgdol
95393GO™I0L 3m91303096GH0 IsbErMgdoo 36,000 533 MEs®O. dMAbMdgEXMdOL bgs
9b5e0Bgdds  HoMdmoaobgl  QALY-olb  0069gdmmgds 5003w dsdolomgols
9396960393H0L F9sM9d0m $42,000-¢56 54,000 533 MEroM3©Y.

y39ws bdgadsl Losg Bosdmmwo ogm TNF-a s6@ogmboli¢gdo 93mbmdowm®e
918399AHMO0 2500bs (WTP) bgdoldogho 0o®mgdvemgdom QALY-bg s0figzws omomddol
50,000 588 @MEos®l, bowem DMARD-ob bsd3m6mbosrm 1dgdsl 543l Y39y ©oo
5Ed5mMdS 0oLy, HMI 0g4mb 93mbmdonMo. U sRIH00s LsdsBoLbMm Tgdmbgzgzols

565 0Bom. 59 33093580 503 Fd 3l GEAMG®YIGHoG0 15d3MMbsEM Iidgdols 55J3L
930b6m30mEMe© 9539dBHIO0 ddsbs WTP g439esBHg @odoswo, §o6dmgdbol QALY-U

MEOEIL  MoMmEIbMdl s  93mbmIomEs  9BgdGHMGm0s b3y  3vw3gmer  TNF-a
3635gmboli 9000 9379Mb5enMdLmb 969000,

306390 Mool TNF-a  s6@&sgmboldgool  9459mygbgdol  dm@gero®gdwero
8329606530 LEME R0 sLobgL 3MI3gduve FoMASL SO0 H9305EH MO0
SOMMHOGHOL  FJmbg  353096@9d0lL  FoMM3z580, GMIWIdoE  LsFOMHMIGOGD  saMgLomen

0965305,  dMWMEOOHMobEgwo 9330390 gdgd0ol  gmbby,  M93d5EHMOEIEO
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SODMMH0GHOL J0doMm» 96308 I3MME0 MYM309wo BoYMIgd0 T90(33MY, Y39wsDY
918393AHWMO0 MGM530900 58Mm0Ygbgds ©s9350Jd0L LYol 9EHs3DY, 30O QOO0 MUL
063500@Md0L boeolbols BOHEOL @s LOA3EHMTJIOL 4515MG058Y. A9 580LS, draenm
30bozm®mds 330939035 563965, @I TNF-a 563s3mboli@ol 2s8mygbgdsd dgodergds
MBOHWB39Ygml MBOHM OO 9B3IIGHIOMDS, OMEIBsE 0LOBO JodM0Ygbgds GHEMOO(30E
DMARD-056, g56bs3momegdom  99@m@E®Mgddodosb gohmo, 300609 dmbmmg®msdool
Loboo [17,56,63,67,68,106].

9305G™0MWo  SOMMOGOL  337Obsermdsdo  dom™myoMo 52963900l
3990g9gbgd0ol qLobgd LogmmsTMEHOLM 3:mbLgblLol obEbowgds, GMmIgeros odmd3gybs
2006 Hgeob, dbo®l mFgems TNF-a 56¢3ogmboli@gdols semgmer Mmel 0s6dodwgzcwem
096530500 [38]. TNF-a 56&oamboligdo H93md9boMgdmwo ogm dmbmmgMsdools Lsboom
56 3m300606M9dME0 03953000 Lobom 9539dGHME BHMOE0I DMARD-056, HMmymO0359
B9G™OOIIHG0 (390m339969dwo  8G30390 N IdIdOL LsgrIdzgwby). °8 dmwyewdo,
TNF-a  96@o3mbolidgdo  o0m0ygbgdms, Gmamez 30603900 Mool  09M5305
9305G™0MW0 sSOMOOGHOL Lofyol @3By Ls3MMbsem, bsa3woE 3MbIEIMdS
©509YgdmMwo  ogml  Fbmemn  GHMsogonwo DMARD-om  (89@™@GH©gdEodoom
8mbmmg5305), ®MIoE bdoGs 0gm sMBg30L bod3Mbscm 3M93565@0.

306500056 3300939080, MHMIWIOo3  BHIMEIdS  09305FMOEMEO  SMEGHOOGHOM
55350 35309639080, bdoMos 9OmTBImL 5©MdID 3530963 9OL, HMIwgdos
0y3696  393™GH®™9dBHoGBg 96 Ubgs GHMowogonw DMARD-bg, 999093 96000390056
3393530 Q5 353096390, G®MIgdTs3 SHSE 253M3wGHOO 553500 9d0L I3 MbIETMDS
0530005639 ©50(ggb TNF-a s6@s53mbobGgdom, sdoGmd sds ow 00 99¢03596F0L
X3IBbY LOYWYOBowo bsOXMIBIIAOMOS s 3X0bozOo  Latrgdgwo  dbgero
©5LOYIH0S. MB35, 33063900l 330370V Gd9d0 Fg0dgds IROMIPIL, MY
9305G™M0MW0o  SODMOOGHOL LEHYol 9BHe3Bg TNF-a 56¢ogmboliEgdom 83Mmboswrmds

MO FoMMM3N0; 9B 3330390 MEgds F90degds 0gmls s1939 LEHOIEHIR0L gg3eligds.
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Sbgo 9993b39390d0 TNF-a 563ogmboliGgdoom 939MHbsermdol Br3zmwo LyMaqdgwo
MROM 5Q305© 3006 ds, bmwm dg@m@®Mgd@odba 3sLvybgdo MaGM bs3wgdo 0dbgds.
530b  B0vbgo35®, 300390 Mool F3MMBOEMBIT 50T TdO  3EL
39A™GHM9IBHoBH0  podmofjgos  QALY-Bg 47,157 580  Q©m@sMm0ol  0o6mgdIEgds;
29003bgd0 533-80 2o60boEsggb $50,000 QALY-bg ool 80b0dscm®o botxgdol

915399 BO™dOL Bgzs®o [33], 590l dobg30m 90T MTd0 3¢l FYBHMGHMIIBHGHO
09653056 593 70% 5¢d5mMd5 0dobs, M 0gml boGx-9539dGHw6o.

9ol yz9ws 353096330  MAGXEIOMOS  ©9350JO0L  3OMYMgLOGMYDY,
090Ls 30vbgo35 93MMbIECMBIDY 0ym vy 56, Fbmwm 0d dsblbgsggdom, H™I
8379Mbsemdol  99dmbgg3980 535900 MBOM  bgwo  GHgddom  3MMAMILOMIOS.
35309639030 93053 M0N0 SODMOGHOL LSHYol 9gBHo3Bg TNF-a 56@s3mbobEgdom
93996065 Mmd0L s§ygdsd 990degds 2sdmoff30ml MHOO0MAMIR0Io F99agd0l 833960
399X ™d9Lgds, 300069 53 3609356530l H5350gOOL FmMULFolvwo FmEOIoL O™
3990yggbgdsd. 595l Jgodegds Im3gzgl MHOOMAMIGOIO (3300090900l MM LO S
39900f30mb 25dMYs63MIMNYEgds. SgMO M30MSEJLMOGOOL 250MYqbgds AS5mTXMdGLGOL
TNF-a 56¢0gmboliGmmo mg®s300l botxgdol 9939J@ e mdst [108].

50 9m@9ds M9 MoMs TNF-a s6@Esgmboliggdobmgol 3sbmbol Lobdomy,
35000 990050905 3e05(390mb 3oLwgbol Lbgssbbgs LobdoMglmsb, Choi, et al-ob doge
BoGoMadmeo  33¢09300 30 0omMmgeo  TNF-a 56@oambolidol dgsdgds dmbs
39G™AH®IIHoBHOL  3sbbol  LogPom  LobJoMgbmsb  [24]. 5o 0TMTVL 3¢l
39¢™GHM9IBHoGH0 3mFd0boMGOM MgMs305L5 @S 9BIBIM3I3BHOL FMbM™MGM305L 593
M990 dsb396909cwo ACR20 35Lvbols bLobdoMobmzol ssbarmgdom 73%; a3,
50503 B580-3¢ -39 B MEMIJEOGH0 0905305 3Jmbs m©bsg MRO™ dwogho ACR50
@5 ACR70 3sbvbols 85B39690angd0. g goblibgs390900 blbol 5@oe0ddsdol »MRd® 393
9BIIONOMBL 9HI5IOEI3HOL foboswdwgp,.

25



59 3309356 3dmbs 3 doMomso d9brm©3zs. 306390, ERA-L Lsgwgwo
dmbs3999%0 39900949bgdmes 9396960393@0b 9mbmmgM5305Hg 3sLgbgdol
306 gd0olm30l, ®oysd 3mdd0BoMGIMWOo MYMH305 FGBAMEHMIJBHOGH0D 56 oym
d9LHogerowo s0bodbmer 33¢g35d0 s, TgLodsdols, 396 Tgxnslicos B39bL dmegerdo.
TEMPO 33arg3s [57] ULHogenmds 3m3d0606Hgdme mgModosl 93ebgdgddol  3erml
393™GHM9IBHGH0  390mygbgdom FomEHM 9BsbgmEgdBHol §obssmdgy, oaMsd TEMPO
B30l 300E 9003900 sMLgdoms oblbgszwgdmes PREMIER-ols s ASPIRE-ob
33939930 BsGIN30L 300G gM09d900L56. TEMPO-I 33¢09358 56 998m603bs 3530953900
bs6MA030 ©193853HM0EIWO SOMNMOEGEH00, s BIOMWO 0gm 3530963930, OMAGOLSS
©553500900L boby®mdewogmds 20 fiersdg 3dmbos (TEMPO 3530963900l 593500900l
Lodnoem boba®mderogmds ogm 6.8 ffgaro). sbggg, TEMPO 33¢93580 353096(3)90L o6
dmgmbmzgdmom, Mmd 0y3bgb IgAHMEGH™IBHOGHDBY 90M) > olLobo, MMIWIdLSE3
390™GH9dBHoGBY 3JMbsm 5655009335GIO0  35Lvbo, Fgodegds godmemoibmeoyzbab
330930056. gl 360G JM0TGO0 56 Fgglodsdgds MROM I3536M BIOMZ0L 3M0EHIM0MIGOL,
I gdog 39dmoygbgds PREMIER, ASPIRE s ERA 330939030, ®mdgemoi dmoEegos
dbmmnE  39AHMGHM9JAHOGH0  93MMbsEMdL  ©9305GHMOEMWO  SOMMOEGHOL  Lafiyols
9393%D9. TNF-a s6@&s3mbol¢ol 0s6d0dg3deo 25dmyqbgdobmgzol, 3woboioldgdds
990d9ds 9339398 ©o994gbmb dgmeg TNF-a 565@sambolBol LsgsMomm 9x39d@EHwemds
35309639080, HMAgddsi 6 396 ©3sLmbgl 306039 s9bBL, 96 GMIgEms 3slybo
©OM®Ms  ob3ogwmdsdo 0350, B3gb  q9b3obowgm 5o 0ddsd 3l
39GGM9dBHoGH0m  339MbsmdOl 96300 g3OMds, Msbdg dm3yzs 9BHobgMEg3GO (50
9b65¢eoBdo 89090  Loy3gmalm  39M056¢0, Gmam®3 QALY-om, sbggg bobrx-
989JAHMOMIO® 35BMT0E0); 19939, 59 MobJ0II3O™IOL botrx-95399EIMMds Fg0dEgds
©59m30009dMwo  0ogml  9BIBYMHE393GDY  3LbDBg  5@O0dMBsdom  b593MMbEg]3
353096 90d0. dmgwdo, B396 3035M09Mgm, MM 9BHIbIOEI3BHOL  9BIIGHIOMBS
5Q50dMBsd0m 65939Mbseng3 353096@9dd0 0dbgdm©s 9@9BIOEI3EGHOL 9B39dGIOMdOL
993035 9b@MMm0 (56w, Gmam®E 6583969000 ERA  33¢093530). 0wyd3s, 36od@03edo,
93969039330, 0L9g39  MMPMOE 90T MdO s 0bxEodlodsdo,  0bodbgds
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39GMGHM9IBHOGHMB  9hHDo©. MmMTsa0 sbd0dEI3M™dOL TJIRJO0 356M9MEOMAL, H™I
d9mMg 0oL 9B969mH393GOL 09cms300L bs3egdo 9n9d@OMdOL d9dmbggzsdoa 30, U
056808936005 F90dgds MBIl 93MmbMmBoM 350056 d.

3969, 58 dmEgds 56 350m35cobfobs ©M9305EMOEMEO SMMMOEOL Lsfyob
9393Bg  93MbsEMdOL 305690000  ©)Ygool  2o3egbs.  Bogowomo, TNF-a
3b6GoMbolBgdol  93Mbowmdol  2oaMdgegds  FgBHMGHMIIBHIGH0M  ©30560LMdOL
5650503538594mx30e9gdg 8990l 9999, S0boLbMWO 53560908 TNF-a s6@&s3mbolEol
Lo6RgOIEL.  33MbserMdOL  Fgx39gMbgds  s19g39 FOBO@OL 0oL SEBS DML,  “MT
353096900 9339 29005300696 MBROM O 0635¢0EMBdIY (96w MRG™ oo HAQ
Jmws) TNF-a 56@ogmbob@ndo  mgemadool ©sfiggdedg. 99M0ys©, 59 35:3096¢9oL
Bogargdo  3Jmbom  M963A9bmaMmenomwo  0b30d06Mmgdol  dowfgzs.  MMmEILLE
9533960300800 3OMyMglool 9339dGH0 MBOM Mom©rbmdMozo bgds 3arobozmmo
3990330939000, 25099x MdIJOS 3MbICMBOL oy3056900L 3mb3MYEHMEo bszombol
990930l 1bsMo.

©0Meml, B3960 33¢0935 296030 833039090930l LOTFOMYL BHMSOEFOIWO
DMARD-0l 9339d@«6mdols 99Lsbgd. B39gbds sb5¢n0Bds 0356M9ms, md ygzgwws DMARD
390d9ds  bolosmMIOdMPIL  Fo0  9BIJAHVIOMO0M  AMIGEZ50560  9BIJBHVIOMOOL
Loggrydzgmbg Mmamdi Geborek, et al-ob 3393590 oMol dmblgbgdwyero [41]. s®LgdMOL
5996039 933039099905, MHMIgEoa FbsML MFgOL dMsz35¢0 GHMosoiov)cwo DMARD
09653008 933035¢9bGHMOSL. MM, Y39ws DMARD-%bBg 959mygbgdmemo 6953060900l
MMM oo  35B39690¢qd0  Jgodegds  oMymzoms©  0dmddgomlb  TNF-a
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