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I'naBHbI pegakrop:

Tamken6aeBa JaeoHopa HermaToBHa
O00KMOP MEOUYUHCKUX HAYK, npodeccop, 3asedyiowas Kagedpoti enymperHux 6onesnetl u kapouonozuu Ne2 Camapkanockozo
T'ocyoapcmeennoeo meouyunckozo ynusepcumema, npedceoamensv Accoyuayuu mepanesmos Camaprxanockoti obracmu.
https://orcid.org/0000-0001-5705-4972
|

3amecTUTEIb IJIABHOTO peaakropa:

Xaii0yauna 3apuna PycianoBHa
00KMOP MEOUYUHCKUX HAYK, PYKOBOOUMENLb OMOeNd OUOXUMUU € 2PYNNOL MUKPOOUOLO2UU
I'Y «PCHIIMLIX um. axao. B. Baxuoosay https://orcid.org/0000-0002-9942-2910

YNEHDI PESAKLUOHHOM KONMETM:

Aassu Anuc JlroTdyniaeBny Puzaes Kacyp AnumakaHnoBu4
axademuk AH PY3, 0okmop meouyunckux O00KMOPp MeOUYUHCKUX HAVK, npogeccop, Pekmop
nayx, npogeccop, Ilpedcedamensy Accoyuayuu Camapranockozo 20cyo0apcmeenio20 MeouyuHcKo2o
Tepanesmos Y36exucmana, Cogemnux oupekmopa yuugepcumema, https://orcid.org/0000-0001-5468-9403
Pecnybnuxanckozo cneyuaiusuposanHo20 HayuHo-

NpaKmu4ecko2o yenmpa mepanuu u MeOUYyuHCKou 3usayanaes Llyxpar XynoiidepaneBuyu
peabunumayuu (Tawxenm) 00KMOP MEOUYUHCKUX HAYK, Npodeccop, nepablil

https://orcid.org/0000-0002-0933-4993 samecmumens QUpekmopa no akademuueckoii

Oesmenvrocmu Camapkanockozo guauana
Mesicoynapoonoeo Yuusepcumema Kumé 6 Tawkenme

https://orcid.org/0000-0002-9309-3933

Boxepus Jleo AHTOHOBHY

axkademukx PAH, 0okmop meduyunckux

Hayk, npogeccop, Ilpesudenm nayunozo yenmpa
cepoeuno-cocyoucmoii xupypeuu um. A.H. bakynesa

(Mocxea), https:/forcid.org/0000-0002-6180-2619 Hxan Koak

Ipogheccop, npedcedamenv Cosema Egponetickoco

Kyp6anos PapmanGek JaB1eToBH obujecmea Kapouoio208 no UHCYIbMY, PYKOBOOUMeEb

axademuk AH PY3, 0okmop meouyunckux nayx, npogecop, CheyuanusUpoSaHHotl KapoOuono2uil, 3a6e0yioujutl
Cosemnuk oupexmopa Pecnyonuxancko2o cheyuanusupo8anHo2o omoenenuem Kapouono2uu, Kapouo- u mopaKaibHol
HAYYHO-NPAKMUYECKO20 MEOUYUHCKO20 YeHMPa KapOUuoio2uu Xupypeuu, KOHCyibmanm-kapouonoe, 6onvnuya I nenguno,
(Tawxenm), https://orcid.org/0000-0001-7309-2071 Jlecmep (Benuxobpumanus)
lIkasieB Anexceii EBrenbeBuy Cepruo Bepaapauuu
A.M.H, npogeccop, pekrop DesepanbHOro rocyjapeTBeHHOro Tpogheccop knunuyeckol OGUOXUMUU U KIUHUYECKOU
OI0/KETHOTO 00Pa30BaTEIBHOTO YIPEXKACHHUS BBICIIIETO MOLEKYNAPHOI Buono2ul, 21AGHbLTL 6PAY OMOe
o0pasosanus «VbieBckas rocy1apCTBEHHAs MEUIMHCKAs nabopamopuoil meouyunvl, bonvHuya Ynusepcumema Top
akageMus»» MUHHCTepCTBa 34paBooXpaHeHus Poccuiickoit Bepeama (Pum, Hmaius)

Denepanuu

JIusepko Upuna Biragumuposna

O00KMOP MEOUYUHCKUX HAYK, npogeccop,

3amecmumens oupexmopa no nayke Pecnybnuxanckozo
CReyuanu3upo8aHHo20 HayuHO-NPAKMU4ECcKo20

Michal Tendera

npogheccop xagedpuvl kapouonocuu Bepxnecunesckoeo
Kapouonozauueckoeo yenmpa, Cune3cKuii MeouyuHcKul
ynugepcumem ¢ Kamosuye, [lonvwa (Tlonvwa)

https://orcid.org/0000-0002-0812-6113 MEOUYUHCKO20 YeHmMPa hmusuampuu u ny1oMOHOI0UU
Pecnybnuxu Y36exucman (Tawxenm)
IMokymanos Eprenuii AHATOIbEBIY https://orcid.org/0000-0003-0059-9183
O00KMOP MEOUYUHCKUX HAVK, npogeccop,
3amecmument 2eHepaIbHO20 OUPEKMOopa no Ilyplco Bﬂa}lnan BﬂKTOPOBﬂ‘I
HayKe u pazeumuio cemu KiuHuk «L{enmp noewix 00KMOp MeOUYUHCKUX HayK, npogeccop Ilepsozo
Mmeouyunckux mexwonozuity (LHHMT), (Hosocubupck), Mockosckoeo 2ocydapcmeenHo2o MeOUYUHCKO20
https://orcid.org/0000-0002-2560-5167 ynusepcumema um. U.M. Ceuenosa (Mockesa)

https://orcid.org/0000-0001-8040-3704

3ydapos Mup:xamon MupymapoBu4
O00KMOP MEOUYUHCKUX HAVK, NPOdeccop, pyKosooumeb TpurysioBa Panca XycannoBna
omoena I y «PCHIIMLX um. axkao. B. Baxuooea» JIOKMOP MEOUYUHCKUX HAYK, PYKOBOOUMENb
https://orcid.org/0000-0003-4822-3193 1abopamopu npesenmuenoii kapouorout,
8e0VIULl HAYUHBLIL COMPYOHUK 1abopamopuu
UBC u amepockneposa. Pecnybnuxanckuil
cneyuanu3upoSaHHuIl HayYHO-NPaAKMUYecKull
Meouyunckul yenmp kapouonozuu (Tawxenm)
ORCID- 0000-0003-4339-0670

AxkunnoB XaduoyJia ArayniaeBuq

00KMOPp MeOUYUHCKUX HayK, npogheccop, Jupexmop
Llenmpa pazeumus npogeccuonanvhoil kearugurayuu
Meouyunckux pabomuuxos (Tawxenm)

Hacuposa 3apuna Ax6apoBHa

DSc, ooyenm rkagpedpor nympennux 6oaezneil u Kapouorouu TypaeB ®epy3 Parxy1aeBu4
Ne2 Camapranockozo I'ocyoapcmeennoz2o Meouyunckozo 00KMOP MEOUYUHCKUX HAYK,
ynusepcumema (omeemcmeennviii cekpemaps) ORCID: 0000- Jlupexmop Pecnybnukanckozo cneyuanusuposaHHo2o
0002-8722-0393 (omeemcmeennulii cekpemaps) HAYuHO-NPAKMU4eckKo20 MeOUYUHcKo20 yenmpa

andokpunonozuu umenu axademuxa FO.I'. Typakynosa
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Bosh muharrir:

Tashkenbayeva Eleonora Negmatovna
tibbiyot fanlari doktori,professor, Samargand davlat tibbiyot universiteti 2-sonli ichki kasalliklar va kardiologiya
kafedrasi mudiri, Samargand viloyati vrachlar uyushmasi raisi
https://orsid.org/0000-0001-5705-4972
__________________________________________________________________________________________________________________________________________________|
Bosh muharrir o'rinbosari:

Xaibulina Zarina Ruslanovna
tibbiyot fanlari doktori, “akad V. Vohidov nomidagi RIJM davlat institutining mikrobiologiya guruhi
bilan biokimyo kafedrasi mudiri’” https://orcid.org/0000-0002-9942-2910

TAHRIRIYAT AZOLARI:

Alyavi Anis Lyutfullayevich Rizayev Jasur Alimjanovich
O'zbekiston Respublikasi Fanlar akademiyasining tibbiyot fanlari doktori, professor,
akademigi, tibbiyot fanlari doktori, professor, Samargand davlat tibbiyot universiteti rektori
O"zbekiston Terapevtlar uyushmasi raisi, Respublika https://orcid.org/0000-0001-5468-9403
ixtisoslashtirilgan ilmiy va amaliy tibbiy terapiya markazi

va tibbiy reabilitatsiya direktori maslahatchisi Ziyadullayev Shuxrat Xudoyberdiyevich

(Toshkent), https://orcid.org/0000-0002-0933-4993 tibbiyot fanlari doktori, professor, Toshkent shahridagi Kimyo

xalgaro universitetining Samargand filiali direktorining

Bockeria Leo Antonovich akademik faoliyat bo‘yicha birinchi o‘rinbosari (Toshkent)

Rossiya fanlar akademiyasining akademigi,

tibbiyot fanlari doktori, professor, A.N. Bakuleva https://orcid.org/0000-0002-9309-3933
nomidagi yurak-gon tomir jarrohligi ilmiy markazi
prezidenti (Moskva) Jan Kovak
https://orcid.org/0000-0002-6180-2619 Yevropa kardiologiya jamiyati insult kengashi raisi,
2017 yildan buyon ixtisoslashtirilgan kardiologiya
Kurbanov Ravshanbek Davlatovich kafedrasi rahbari, kardiologiya, yurak va torakal jarrohlik
O'zbekiston Respublikasi Fanlar akademiyasining kafedrasi mudiri, maslahatchi kardiolog Glenfild
akademigi, tibbiyot fanlari doktori, professor, kasalxonasi, Lester (Buyuk Britaniya)

Respublika ixtisoslashtirilgan kardiologiya
ilmiy-amaliy tibbiyot markazining direktor

maslahatchisi (Toshkent) Sergio Bernardini

https://orcid.org/0000-0001-7309-2071 Klinik biokimyo va I_(IiniI§ m_olekylyar bjologiya po'yicha
professor - Laboratoriya tibbiyoti bo'limi bosh shifokori —
Shklyaev Aleksey Evgenievich Tor Vergata universiteti kasalxonasi (Rim-Italiya)
Tibbiyot fanlari doktori, professor, Rossiya
Federatsiyasi Sog'ligni saglash vazirligining Liverko Irina Vladimirovna
"Izhevsk davlat tibbiyot akademiyasi" Federal tibbiyot fanlari doktori, professor,
davlat byudjeti oliy ta'lim muassasasi rektori Respublika ixtisoslashtirilgan ftiziologiya
. va pulmonologiya ilmiy-amaliy tibbiyot
Mixal Tendera markazining ilmiy ishlar bo'yicha

Katovitsadagi Sileziya Tibbiyot Universiteti,
Yuqori Sileziya Kardiologiya Markazi
kardiologiya kafedrasi professori (Polsha)
https://orcid.org/0000-0002-0812-6113

direktor o'rinbosari (Toshkent)
https://orcid.org/0000-0003-0059-9183

Surko Vladimir Viktorovich

Pokushalov Evgeniy Anatolevich tibbiyot fanlar doktori, professori
tibbiyot fanlari doktori, professor, "Yangi I.M. Sechenov nomidagi Birinchi Moskva
tibbiy texnologiyalar markazi" (YTTM) Davlat tibbiyot universiteti (Moskva)
klinik tarmog'ining ilmiy ishlar va rivojlanish https://orcid.org/0000-0001-8040-3704
bo'yicha bosh direktorining o'rinbosari

(Novosibirsk) https://orcid.org/0000-0002-2560-5167 Trigulova Raisa Xusainovna

Tibbiyot fanlari doktori, Profilaktik
kardiologiya laboratoriyasi mudiri,
YulK va ateroskleroz laboratoriyasining
yetakchi ilmiy xodimi. Respublika

Zufarov Mirjamol Mirumarovich
tibbiyot fanlari doktori, professor,
"akad V. Vohidov nomidagi RIJM
davlat muassasasi" bo'limi boshlig'i"

https://orcid.org/0000-0003-4822-3193 __ ixtisoslashtirilgan kardiologiya
ilmiy-amaliy tibbiyot markazi (Toshkent)
Akilov Xabibulla Ataullayevich ORCID- 0000-0003-4339-0670
tibbiyot fanlari doktori, professor, Tibbyot
xodimlarining kasbiy malakasini oshirish Turayev Feruz Fatxullayevich
markazi direktori (Toshkent) tibbiyot fanlari doktori, akademik
) ) Y.X.To‘raqulov nomidagi Respublika
Nasirova Zarina Akbarovna o , ixtisoslashtirilgan endokrinologiya ilmiy
Samargand davlat tibbiyot universiteti 2-sonli ichki kasalliklar

A - ; - amaliy tibbiyot markazi direktori
va kardiologiya kafedrasi dotsenti, DSc (mas'ul kotib) ORCID: . ; i _ _
0000-0002-8722-0393 (mas"ul Kotib) https://orcid.org/0000-0002-1321-4732
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of Physicians of Uzbekistan, Advisor to the Director
of the Republican Specialized Scientific - Practical Ziyadullaev Shuhrat Khudoyberdievich
Center of Therapy and Medical Rehabilitation (Tashkent) Doctor of Medical Sciences, Professor, Deputy Director for Scientific
https://orcid.org/0000-0002-0933-4993 Doctor of Medical Sciences, Professor, First Deputy Director for
Academic Affairs of the Samarkand branch of Kimyo International
Bockeria Leo Antonovich University in Tashkent https://orcid.org/0000-0002-9309-3933
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AiumoB lounép AnBapoBuY
OOKIMOP MeOUYUHCKUX HAYK, OUPEKMOp
Pecnybnuxanckozo HayuHo2o yeHmpa
9KCMPEHHOU MEOUYUHCKOU NOMOWU

AdnynnaeB Akbap XataMoBuY
OOKIMOP MeOUYUHCKUX HAYK, 2NABHbL
HayuHwlll compyoHuk Pecnybonuxanckozo
CReYUAnU3UPOBAHHOZ0 HAYUHO-
NPAKMULECcKo20 YeHmpa MeOUYUHCKou
mepanuu u peaburumayui
https://orcid.org/0000-0002-1766-4458

Ara6aosin Upuna PyGenoBHa
KaHOuoam MeOuyuUHCKUX Hayk, OOYeHm,
3asedyiowas kageopoti mepanuu IO,
Camapranockozo I ocydapcmeentozo
MEOUYUHCKO20 UHCIUMYMA

Anunesa Huropa PycramoBna

OOKIMOP MeOUYUHCKUX HAVK, 3a6e0Vioudsl
kagedpoii I'ocnumansroti neduampuu Nel
€ OCHO8AMU HEMPAOUYUOHHOU MEOUYUHbL
TawlIMU

HcmaunnoBa Anosat AGa1ypaxuMoBHA
O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyrowas 1abopamopueit
@yHnoamenmansHol UMMYHOIO2UU
HHemumyma uMmMyHON02UU 2EHOMUKU
uenogexa AH PY3

Kamanos 3aiinutaun CaiipyranHoBua
O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyrowutl 1abopamopuetl
ummyHopezynayuu Hnemumyma
UMMYHONO2UU U 2EHOMUKU

yenosexa AH PY3

KaiomoB Yayroexk KapumoBuu

O00KMOP MEOUYUHCKUX HAYK, npogeccop,
3a6edyiowuil Kageopoil 6HympeHHuUx
bonesHell u menemeouyunsl Llenmpa
paseumusi npopeccuoHanbHoll
Keanuurayuu MeOUYUHCKUX pabomHuKos

Xycunona Llloupa AxbapoBHa
Kanoudam Gunocoghckux Hayk, ooyenm,
3aeedyiowas kagedpoil obuetl npakmuxu,
cemetinoil meouyunwvt OI70
Camapranockozo I ocydapcmeentozo
MEOUYUHCKO20 UHCIMUMYMaA

Mloauxynosa I'ysanaom 3ukpusieBHa
0.M.H., npogheccop, 3a6edyrouas
Kagedpoil enympennux 6onesnei No 3
Camapranockozo I ocydapcmeentozo
Meouyuncxoeo Uncmumyma
(Camaprano)
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Doniyorova Farangisbonu Alisher qizi
Toshkent Davlat tibbiyot universiteti
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dotsenti, DSc.
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tibbiyot fanlari doktori, Respublika
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reabilitatsiya ilmiy-amaliy
tibbiyot markazi" davlat
muassasasi bosh ilmiy xodimi
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Agababyan Irina Rubenovna
tibbiyot fanlari nomzodi, dotsent,
DKTF, terapiya kafedrasi mudiri,

Samargand davlat tibbiyot instituti

Alieva Nigora Rustamovna
tibbiyot fanlari doktori, 1-sonli
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Ismoilova Adolat Abduraximovna
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laboratoriyasining mudiri
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tibbiyot fanlari doktori, professor,
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Jouusipopa @apanrucoony Anuuiep
KH3bI
doyenm Kagheopwl HeeposocuU u
Hapoowotl meduyurvl Tawkenmckozo
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AHHOTAIUSL

JlanHOe HaOmIOJAaTEeIbHOE KOTOPTHOE HCCIEJOBaHHE OLEHMBAIO H(G(OEKTHBHOCTE M 0E301acCHOCTh KOMOMHMPOBAHHOH Tepamnuu

PHUTYKCHMaOOM U METOTPEKCATOM Y MALMEHTOB C PeBMaTOUIHBIM apTpuToM (PA), y KOTOPBIX OTMEYaJICsl HEIOCTATOYHBIN OTBET Ha MOHOTEPAITHIO
MeTtoTpekcaToM. [TaiueHTs! ObLIN pa3/esieHbl Ha TPU IPYIIIIBL.

[epBuuHO# KOHEYHON TOYKOW OBLIO W3MEHEHHe WHIeKca akTHBHOCTH 3abomeBanus DAS28 (Disease Activity Score mo 28 cycraBam) oT
HCXOIHOrO YPOBHS 10 6 MecsueB. BTopuyHbIC KOHEYHBIC TOYKH BKJIIOYAIH JOCTH)KCHHE KPUTEPHEB OTBETa AMEPHKAHCKOH KOJUIETHU
pesmaronoroB (ACR) 20, 50 u 70, usmeHenus mokasaresneil nHaexca nuBanmuauzannn HAQ-DI (Health Assessment Questionnaire-Disability
Index), a Tak:ke PEHTICHOJIOIHYECKOE MPOrPECCUPOBAHKE, OIIEHEHHOE C MCIOIb30BaHHeM moauduipoBanHoro uuaekca Sharp/van der Heijde
(mTSS).

PesynpraThl mMoka3ajd, 4TO KOMOMHALMS PUTYKCMMaba M METOTpeKcaTa 3HA4MTEeNIbHO IMPEBOCXOJMIIA MOHOTEPANMI0 METOTPEKCATOM B
JIOCTHO)KEHUH KImHI4YecKu 3HaunMbIX 0TBeToB (ACR20, ACR50 1 ACR70) B TeueHue neBatu mecsnes yedenus. ['pymma IB, nomyuasmas 6osee
BBICOKYIO /103y METOTPEKCaTa, IPOJIEMOHCTPHUPOBAJIa HECKOJIBKO 00Jee BEICOKHE MOKA3aTeNN KIMHUYECKOTO YIIYUIICHUS 110 CPABHEHHIO C IPYIIIOit
IA, omHako paznudus He ObLTH CTAaTUCTHYECKH 3HAUMMBIMU. Yepe3 aeBsTh MecsueB 88,9% mamuentos B rpymme IB nocrurnu orBera ACR20 mo
cpaBHeHmo ¢ 74,2% B rpymme 1A u 46% B Tpynme cpaBHeHWS. AHaJOTMYHBIE TeHACHIMH HaOmomamuch Mt orBeToB ACRS50 nm ACR70.
HccnenoBanue MoKasbIBaeT, YTO KOMOMHAIMS PUTYKCMMada M METOTpPEKCaTa KIMHHYECKH IHPEBOCXOAUT MOHOTEPAIIMI0 METOTPEKCaTOM IpU
JICYCHUH PEBMATOUTHOIO apTPUTA, P 3TOM OoJiee BHICOKAs 1032 METOTPEKCaTa MOYKET OBITh CBS3aHa C JIy4YLINMU HCXOAMH.

KuroueBble ci10Ba: peBMaTOUIHBIN apTPUT, pUTyKCHMa0, METOTpeKcaT, HabIroIaTenbHOE UCCIeIOBaHNe, aKTUBHOCTH 3a0oseBanus, ACR20,
ACR50, ACRY70.
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CLINICAL EFFECTIVENESS OF BIOLOGIC AND SYNTHETIC DMARDS COMBINATION THERAPY IN RHEUMATOID
ARTHRITIS

ANNOTATION

This observational cohort study assessed the efficacy and safety of rituximab and methotrexate combination therapy in patients with rheumatoid
arthritis (RA) who had an inadequate response to methotrexate monotherapy. Patients were divided into three groups. The primary outcome was
the change in the Disease Activity Score based on 28 joints (DAS28) from baseline to 6 months. Secondary outcomes included the American
College of Rheumatology (ACR) 20, 50, and 70 responses, changes in the Health Assessment Questionnaire-Disability Index (HAQ-DI) scores,
and radiographic progression assessed using the modified Sharp/van der Heijde score (mTSS). Results showed that the combination of rituximab
and methotrexate was significantly superior to methotrexate monotherapy in achieving clinically significant responses (ACR20, ACR50, and
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ACR70) over nine months of treatment. Group IB, receiving a higher dose of methotrexate, exhibited slightly better clinical improvement rates than
Group IA, although the difference was not statistically significant. By nine months, 88.9% of patients in Group IB achieved an ACR20 response,
compared to 74.2% in Group IA and 46% in the comparison group. Similar trends were observed for ACR50 and ACR70 responses. The study
suggests that the combination of rituximab and methotrexate is clinically superior to methotrexate monotherapy in the treatment of RA, with a
higher methotrexate dose potentially leading to better outcomes.

Keywords: Rheumatoid arthritis, rituximab, methotrexate, observational study, disease activity, ACR20, ACR50, ACR70.
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REVMATOID ARTRITDA BIOLOGIK VA SINTETIK DMARD’LAR KOMBINATSIYALI TERAPIYASINING KLINIK
SAMARADORLIGI

ANNOTATSIYA
Ushbu kuzatuvli kohorta tadgiqoti revmatoid artrit (RA) bilan og‘rigan, metotreksat monoterapiyasiga yetarlicha javob bermagan bemorlarda
rituksimab va metotreksat kombinatsiyali terapiyasining samaradorligi va xavfsizligini baholadi. Bemorlar uch guruhga bo‘lingan. Birinchi darajali
yakuniy ko‘rsatkich 6 oy davomida 28 bo‘g‘im bo‘yicha kasallik faoliyati indeksi (DAS28 — Disease Activity Score) o‘zgarishi bo‘ldi. Ikkinchi
darajali yakuniy ko‘rsatkichlar gatoriga Amerika revmatologlar kollegiyasi (ACR) 20, 50 va 70 javob darajalari, sog‘ligni baholash so‘rovi bo‘yicha
nogironlik indeksi (HAQ-DI — Health Assessment Questionnaire-Disability Index) o‘zgarishlari, shuningdek, modifikatsiyalangan Sharp/van der
Heijde indeksi (mTSS) yordamida rentgenologik progressiya kiradi. Natijalar shuni ko‘rsatdiki, rituksimab va metotreksat kombinatsiyasi
metotreksat monoterapiyasiga nisbatan klinik jihatdan sezilarli javoblarni (ACR20, ACR50 va ACR70) olishda sezilarli darajada ustun bo‘ldi. IB
guruhi, yugori dozalangan metotreksat olgan bemorlar, 1A guruhi bilan solishtirganda biroz yaxshirog klinik yaxshilanish ko‘rsatkichlarini
namoyish etdi, ammo farq statistik jihatdan sezilarli emas edi. 9 oy davomida IB guruhining 88,9% bemorlari ACR20 javobini oldi, IA guruhida
bu ko‘rsatkich 74,2% va tagqqoslash guruhida 46% edi. ACR50 va ACR70 javoblarida shunga o‘xshash tendensiyalar kuzatildi. Tadgiqot shuni
ko‘rsatadiki, rituksimab va metotreksat kombinatsiyasi revmatoid artritni davolashda metotreksat monoterapiyasiga nisbatan klinik jihatdan ustun
bo‘lib, metotreksatning yuqori dozalari yaxshiroq natijalarga olib kelishi mumkin.
Kalit so‘zlar: revmatoid artrit, rituksimab, metotreksat, kuzatuvli tadgigot, kasallik faoliyati, ACR20, ACR50, ACR70.

Introduction strategies for patients with RA. The results section of this article

Rheumatoid arthritis (RA) is a chronic, systemic autoimmune  presents the findings of this investigation, including the demographic
disease characterized by inflammation of the synovial joints, leading to  and baseline clinical characteristics of the patients, the impact of the
progressive joint destruction, pain, and disability. The etiology of RA is  treatment regimens on disease activity, and the safety profile of the
complex and multifactorial, involving genetic, environmental, and  combinations.

immunological factors that contribute to the pathogenesis of the disease. Materials and methods

The clinical manifestations of RA are diverse, ranging from mild joint This observational cohort study was conducted to compare the
stiffness to severe joint damage and systemic complications, impacting  efficacy and safety of different combinations of rituximab and
the quality of life of affected individuals [1-4,16]. methotrexate in patients with RA who had an inadequate response to

The management of RA has evolved significantly over the past few  methotrexate monotherapy. Adult patients (aged >18 years) diagnosed
decades, with the advent of disease-modifying antirheumatic drugs with RA according to the 2010 American College of
(DMARD:s) and biologic agents that target specific components of the  Rheumatology/European League Against Rheumatism criteria, with a
immune system. Methotrexate is a conventional DMARD that has been  disease duration of at least 6 months, were included in the study.
a cornerstone in the treatment of RA due to its efficacy in controlling  Eligible participants had active disease, defined as having at least 6
disease activity and slowing disease progression. However, not all  swollen joints and 6 tender joints, along with either an ESR >28
patients respond adequately to methotrexate monotherapy, necessitating ~ mm/hour or a CRP level >1.0 mg/dL.

the use of combination therapy or alternative agents [1,4,6,9]. Participants were categorized into three exposure groups based on
Biologic agents, such as monoclonal antibodies, have their treatment regimen:

revolutionized the treatment landscape of RA. Rituximab, a fully human Group IA: Rituximab 1000 mg IV at day 1 and 15 + methotrexate
monoclonal antibody that inhibits CD20 on Blymphocytes, has 7.5 mg orally once weekly

demonstrated significant efficacy in reducing the signs and symptoms Group IB: Rituximab 1000 mg 1V at day 1 and 15 + methotrexate
of RA, inhibiting the progression of joint damage, and improving 15 mg orally once weekly

physical function when used alone or in combination with methotrexate Comparison Group: Methotrexate 15 mg orally once weekly

[5,6]. The primary outcome was the change in the DAS28 from baseline

Despite the availability of effective therapies, the optimal treatment  to 6 months. Secondary outcomes included the ACR20, ACR50, and
strategy for individual patients remains a challenge. The heterogeneity ~ ACR70 responses, changes in the HAQ-DI scores, and radiographic
of the disease and the variability in patient response to treatment  progression assessed using the modified Sharp/van der Heijde score
underscore the need for personalized approaches and the exploration of ~ (mTSS).
different treatment regimens. In this context, the present study aims to Data on demographic characteristics, clinical parameters, treatment
compare the efficacy and safety of different combinations of rituximab  regimens, and outcomes were collected from medical records and
and methotrexate in patients with RA who have an inadequate response  patient interviews. Descriptive statistics were used to summarize
to methotrexate monotherapy [7,8, 12-15]. baseline characteristics. Comparative analyses between the exposure

This study is designed to provide insights into the comparative  groups were performed using chi-square tests for categorical variables
effectiveness of these treatment regimens, which may inform clinical and ANOVA or Kruskal-Wallis tests for continuous variables, as
decision-making and contribute to the optimization of therapeutic  appropriate. Multivariable regression analyses were conducted to adjust
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for potential confounders and to estimate the adjusted effect of the
treatment regimens on the outcomes.

The study protocol was approved by the institutional review board
or ethics committee at each participating center, and the study was
conducted in accordance with the principles of the Declaration of
Helsinki and Good Clinical Practice guidelines. Written informed
consent was obtained from all participants before enrollment in the
study.

Results

Demographic and baseline clinical characteristics of the patients
reflected a population with RA and were comparable among the 3
treatment groups. We divided patients into three groups. Group - IA
consisted of patients who received a combinations of rituximab 1000mg
at days 1 and 15 + methotrexate 7.5mg weekly, IB- those who received
a combinations of rituximab 1000mg + methotrexate 15mg and the
comparison group received only methotrexate 15mg once weekly. The
mean age of patients were 43.4+15.7 years in group |A, 41.8+14.7 years
in group IB and 42.946.2 years of the patients following MTX
monotherapy in comparison group. We found no statistically significant
difference between the comparison groups in terms of mean age of

Table 1. Characteristics of patients according to treatment group

participants (p>0.05). Majority of the patients were females in all three
groups with no difference in the female male ratio between the groups
(67.7%, 66.7% and 69.0% respectively). In each treatment group, the
mean duration of RA at baseline was 6.7, 7.2 and 6.9 years respectively.
Majority of patients had disease duration of between 3-7 years. Of notes,
12 (38.7%) patients in 1A group, 11 (40.7%) patients in IB group and 44
(44.0%) patients taking methotrexate monotherapy had disease duration
of between 3 to 7 years. Moreover, over 60% of the study patients in all
groups had RA for over 5 years. We found no statistically significant
difference between the comparison groups in the disease duration
(p>0.05). Similar percentages of patients in each treatment group had
previously received treatment with a DMARD (other than MTX).
Among all patients who previously received DMARDs, 41% had
received leflunomide and 39% had received sulfasalazine.
Approximately one-third of patients in each treatment group were
taking corticosteroids at baseline (38.7%, 37.0% and 37.0%
respectively). The mean corticosteroid dosage (prednisone equivalent)
was 12.7 mg/day in the IA treatment arm, 13.1 mg/day in the IB
treatment arm, and 14.8 mg/day in the comparison group (table 1).

Group 1A Group 1B Comparison group|
(n=31) (n=27) (n =100)
Age, years (m=sd) 43.4+15.7 41.8+14.7 42.946.2
Male n(%) 10(32.3%) 9 (33.3%) 31 (31.0%)
Female n(%) 21 (67.7%) 18 (66.7%) 69 (69.0%)
Disease duration (years) 6.7+1.9 7.2+¢1.2 6.9+2.1
Disease duration<1 years 9 (29.0%) 7 (25.9%) 30 (30.0%)
Disease duration 1-3 years 12 (38.7%) 11 (40.7%) 44 (44.0%)
Disease duration >3 years 10 (32.3%) 9 (33.3%) 28 (28.0%)
Taking corticosteroids n (%) 12 (38.7) 10 (37.0%) 37 (37.0%)
Tender joint count (0-68) 35.8+14.8 36.2+15.6 37.3+1.1
Swollen joint count (0-66) 27.2+13.6 29.2413.1 30.5+11.4
C-reactive protein (mg/dl) 3.944.2 4.143.9 4.0+4.0
ESR (mm/h) 29.5+ 8.2 28.5+ 8.9 27.2+54
Anti-CCP positive n (%) 30 (96.7%) 27 (100%) 100 (100.0%)
RF positive n (%) 28 (90.3%) 24 (88.9%) 81 (81.0%)
Note: ESR- Erythrocyte Sedimentation Rate; MTX-methotrexate. RF-rheumatoid factor. CCP- cyclic citrullinated peptide, statistical
significance *-p<0.05

In terms of joint involvement, both tender and swollen joint counts
exhibited similar values across Group IA (35.8+14.8 and 27.2+13.6,
respectively), Group IB (36.2+15.6 and 29.2+13.1, respectively), and
the comparison group (37.3+1.1 and 30.5+11.4, respectively). These
figures imply a consistency in the severity of joint tenderness and
swelling at the baseline within this patient cohorts. Similarly, the levels
of inflammatory markers, CRP (Group 1A: 3.9+4.2, Group IB: 4.143.9,
Comparison group: 4.0+4.0) and ESR (Group IA: 29.5+8.2, Group IB:
28.5+8.9, Comparison group: 27.2+5.4), did not display significant
variations, indicating uniform disease activity among the groups at the
baseline.

Furthermore, the prevalence of anti-CCP positivity was notably
high in all groups, with percentages of 96.7% in Group IA, 100% in
Group 1B, and 100.0% in the Comparison group. Similarly, RF

positivity was prevalent, with percentages of 90.3% in Group IA, 88.9%
in Group IB, and 81.0% in the Comparison group. These numbers
underscore a consistent immunological profile among patients with RA
at the commencement of the study. The lack of significant differences
in the percentages of positive patients emphasizes the uniformity of
autoimmune characteristics in the studied populations.

The presented baseline characteristics elucidate a remarkable
homogeneity among patients with rheumatoid arthritis in terms of joint
involvement, inflammatory markers, and autoimmune markers. These
actual numerical findings provide a concrete understanding of the initial
disease presentation and lay the groundwork for further exploration of
treatment responses and disease progression in these distinct patient
groups (table 2).

Table 2. Characteristics of disease activity and disability indexes in patients with RA

Group 1A Group 1B Comparison group
(n=31) (n=27) (n =100)

HAQ - disability index 1.1+0.42 1.0+0.35 1.1+0.52

VAS score — physician (100-mm) 39.1+9.6 41.2+10.2 42.1+7.3

VAS score — patient (100-mm) 36.2+10.1 37.8+11.3 38.0+8.0

Patient’s assessment of pain 32.5+10.3 34.6+11.6 29.6+10.3

DAS28 6.3+0.9 6.4+0.9 6.310.9

Note: HAQ = Health Assessment Questionnaire; VAS = visual analog scale; DAS28 = 28-joint Disease Activity Score; Statistical

significance *-p<0.05
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The mean HAQ disability index was 1.1+0.42 in group IA, 1.0+0.35
in group IB and 1.1+0.52 in the comparison group among those who
received only methotrexate. There were not any statistically significant
baseline differences among treatment groups in the HAQ disability
score (p>0.05). The mean VAS score assessed by physician’s global
assessment of disease activity did not show statistically significant
baseline differences among the comparing groups with VVAS score of
39.1+9.6, 41.2+10.2 and 42.1+7.3 respectively (p>0.05). Similarly, the
analysis of mean VAS score assessed by patient’s global assessment of
disease activity did not show significant baseline differences among the
comparing groups (p>0.05).

Table 3.3 delineates the baseline radiographic findings in patients
with rheumatoid arthritis (RA) across three distinct groups. In terms of
the TSS score, the numeric values indicate that group 1A has a mean
score of 2.2+0.8, group IB has 2.3+0.8, and the comparison group has
2.4+0.7. The associated p-values (p1>0.05, p2>0.05) suggest that there

were low to moderate level of joint damages across groups and are no
statistically significant differences in the overall joint damage, as
measured by the TSS scale between the groups.

Further examination of the erosion score reveals similar trends.
Group IA demonstrates an erosion score of 1.1+0.7, group IB has
1.0+0.5, and the comparison group has 1.2+0.7. The p-values indicate
no significant distinctions in bone damage among the groups.

Similarly, the joint space narrowing score demonstrates comparable
values across the groups. Group IA has a score of 1.2+0.8, group IB has
1.3+0.8, and the comparison group has 1.2+0.6, with p-values denoting
no statistically significant differences in cartilage loss levels.

The baseline radiographic findings, elucidated by actual numerical
values and supported by p-values, portray a consistency in joint damage,
bone erosion, and cartilage loss among patients with RA in the studied
groups (table 3).

Table 3. Baseline radiographic findings in patients with rheumatoid arthritis

Group 1A Group 1B Comparison group
(n=31) (n=27) (n =100)

mTSS score 2.2+0.8 2.3+0.8 2.4+0.7

Erosion score 1.1+0.7 1.0£0.5 1.240.7

Joint space narrowing score 1.2+0.8 1.3+0.8 1.2+0.6

Note: TSS = total Sharp score; Statistical significance *-p<0.05

The table 4 represents the rate of clinically significant response to
treatment defined as ACR20, ACR50 and ACR70 based on criteria
given by American College of Rheumatology among three different
treatment groups. The data shows that the combination of rituximab and

methotrexate was significantly superior to the methotrexate
monotherapy over the period of 9 months of treatment in clinically
significant response rate defined as 20%, 50% and 70% improvement
from baseline.

Table 4. Baseline characteristics of immunological indexes in patients with rheumatoid arthritis

Group 1A Group 1B Comparison group
(n=31) (n=27) (n =100)
ACR20 23(74.2%)* 24(88.9%)* 46(46.0%)
ACR50 19 (61.3%)* 21(77.8%)* 39(39.0%)
ACR70 17(54.8%)* 18(66.7%)* 33(33.0%)
Note: *-p<0.05

The improvement rates in group IA was slightly lower than the rates
among the IB group patients which suggests that combinations of
rituximab with 15mg of methotrexate may lead to better clinical
improvement compared to the combination with 7.5mg of methotrexate,
however, this trend was not statistically significant (p>0.05). By 9
months of treatment 88.9% of patients in IB group reached clinically
significant 20% improvement compared to 74.2% patients in 1A and
only 46% in comparison group (p1<0.05, p2<0.05). Similar response
rates trend was observed when assessed for clinically important 50%
and 70% improvements in patients from baseline. As per results, by

month 9, 66.7% of patients in group IB reached 70% improvement
clinical, functional and laboratory findings compared to 54.8% patients
in 1A groups and only 33.0% of those receiving methotrexate
monotherapy. The obtained results suggests that, rituximab and
methotrexate combinations is clinically significantly superior compared
to methotrexate monotherapy in treatment of rheumatoid arthritis. The
combination of rituximab with 15 mg methotrexate tends to be superior
to the combination with 7.5mg of methotrexate, however, statistically
significant difference between combinations groups was not observed.

Picture 1. The longitudinal comparison of response rate by ACR20 criteria across all treatment groups.
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The graph 1 presents a longitudinal comparison of the percentage of
patients achieving a 20% improvement in symptoms, as defined by
ACR20 criteria, over a period of nine months. From baseline to the 9-
month mark, there is a notable increase in the percentage of patients
achieving ACR20 across all groups. Group IA shows a consistent
upward trajectory, starting at 22.0% at the first month and reaching
74.2% by the ninth month. Group IB, which received a higher dose of
methotrexate in combination with rituximab, starts at a similar level of
improvement in the first month (26.0%) but shows a faster rate of
increase, achieving the highest percentage of improvement across all
groups by the end of the study period (88.9% at month 9). This suggests

a dose-response effect, with higher doses of methotrexate potentially
leading to better outcomes when combined with rituximab (p<0.05).
The comparison group, treated with methotrexate monotherapy,
demonstrates a more gradual and less pronounced improvement ending
at 46.0%. While there is improvement, it is considerably less than that
seen in the combination therapy groups. Statistically, the graph indicates
that both combination therapy groups (1A and IB) are significantly
superior to the methotrexate monotherapy group, as evidenced by the
final percentages and the apparent gaps between the curves.
Specifically, Group IB's final ACR20 improvement rate is nearly twice
that of the comparison group, which is clinically significant.
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Picture 2. The longitudinal comparison of response rate by ACR70 criteria across all treatment groups

The graph 2 illustrates the progression of the percentage of patients
achieving a 70% improvement in rheumatoid arthritis symptoms over a
nine-month treatment period, as defined by ACR7O criteria. This higher
threshold of improvement is indicative of a more substantial
amelioration of symptoms. Over the nine months, group 1A experiences
a gradual increase in patient response, starting from 13.0% and reaching
54.8% by the ninth month. The upward trend is consistent, with
occasional plateaus, reflecting a continuous yet variable response to the
treatment. Group IB, on the other hand, demonstrates a more rapid

initial increase, which suggests an early onset of significant
improvement with the higher dose of methotrexate. After the initial
surge, the increase continues at a steadier pace, eventually reaching
66.7% by month nine. This group consistently outperforms Group IA,
indicating a dose-related response, where a higher methotrexate dose
with rituximab may be more effective. The comparison group, which
received only methotrexate monotherapy, exhibits the most modest
improvement throughout the study period with a final ACR70 response
rate of 33.0% at nine months.
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Picture 3. The dynamics of tender joints count in patients with rheumatoid arthritis across all treatment groups.

The graph 3 provides a detailed depiction of the changes in the
number of tender joints among patients with rheumatoid arthritis over a
nine-month period, segmented by combinations treatment groups IA,

IB, and the comparison group. Over the course of the treatment, group
IA showed a gradual decline in the mean number of tender joints,
reaching 9.2 by the end of the ninth month. In comparision, group 1B,
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treated with rituximab in combination with a higher dose of
methotrexate, exhibits a more pronounced decline in the number of
tender joints. Starting from a similar baseline, the count drops sharply

within the first month and continues to decline, ending at 4.2 tender
joints by the ninth month.
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Picture 4. The dynamics of swollen joints count in patients with rheumatoid arthritis across all treatment groups.

This trend not only demonstrates the effectiveness of the treatment
but also suggests that a higher dose of methotrexate may have a more
potent effect on reducing joint tenderness when used alongside
rituximab. The comparison group, also showed a reduction in tender
joints from the baseline. However, the decline is less steep compared to
the combination therapy groups. By the ninth month, the comparison
group's mean number of tender joints stands at 16.7, which, while
indicative of improvement, highlights a less robust response to
monotherapy versus combination therapy.

The data suggests that while all treatments result in improvements
in tender joints, the combination of rituximab with methotrexate is more
effective, and the efficacy increases with the methotrexate dosage. The
graph effectively visualizes the superiority of combination therapy over
monotherapy in the management of tender joints in rheumatoid arthritis
patients. It underscores the importance of considering both the type and
dosage of medication when treating this disease to achieve optimal
patient outcomes.

The graph 4.4 depicts the change in the number of swollen joints in
patients with rheumatoid arthritis over a nine-month treatment period,
segmented by treatment groups IA, IB, and the comparison group.
Group IA, receiving a combination of rituximab 40mg and methotrexate
7.5mg, demonstrates a steady decrease in swollen joint count from 27.9
to 8.6. This reduction suggests that the treatment is effective in reducing
joint swelling, a key symptom and marker of inflammation in
rheumatoid arthritis. Group 1B, which was administered rituximab
40mg in combination with a higher dose of methotrexate at 15mg,
shows a more accelerated reduction in swollen joint count, starting at
29.2 and reaching 4.3 by the end of the nine months. The sharper decline
relative to Group IA suggests that the increased dose of methotrexate
may enhance the efficacy of the treatment in reducing swelling in the
joints. The comparison group also exhibited a decline in the number of
swollen joints, but it was less pronounced, ending at 14.8. Although
there is an improvement, the graph highlights that the combination
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therapy groups, particularly Group IB, are more effective in reducing
the swollen joint count compared to monotherapy.

The data presented convey the overall effectiveness of the
treatments in managing swollen joints, with the steepest decline in
Group IB indicating the highest efficacy. This visual representation
underscores the benefit of combination therapies, especially with higher
methotrexate dosages, in treating the inflammatory symptoms of
rheumatoid arthritis.

Conclusions

This observational cohort study demonstrated the superior efficacy
of combination therapy with rituximab and methotrexate compared to
methotrexate monotherapy in patients with rheumatoid arthritis (RA)
who had an inadequate response to methotrexate alone. Over nine
months of treatment, patients receiving combination therapy showed
significantly higher rates of clinically meaningful improvements in
disease activity, as measured by ACR20, ACR50, and ACR70 criteria.
Specifically, the combination of rituximab with a higher dose of
methotrexate (15 mg weekly) appeared to provide slightly better
outcomes than the combination with a lower dose (7.5 mg weekly),
although the difference was not statistically significant.

The study also highlighted the importance of considering both the
type and dosage of medications in the management of RA to achieve
optimal patient outcomes. The consistent reduction in tender and
swollen joint counts further supports the effectiveness of combination
therapy in controlling disease symptoms and reducing inflammation.

In summary, the findings of this study contribute to the growing
body of evidence supporting the use of combination therapy with
biologic agents and methotrexate in the treatment of RA. They
underscore the need for personalized treatment strategies that consider
the individual patient's response to therapy and disease severity. Future
research should focus on long-term outcomes and the identification of
predictors of response to optimize the management of RA and improve
the quality of life for patients living with this chronic condition.
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