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Lienb: M3yunTb U CPaBHUTENBHO OLEHUTb KAMHUKO-3KOHOMUYECKYHO 3OGEKTUBHOCTD NPUMEHEHUSA COBPEMEHHbBIX CTPYKTYPHO-MOAUPULMPYIOLLMX
npenapatos (CMI) u npenapaTtos rvanypoHoBoi KucaoTbl (MK) B Tepanum nepsuyHoro octeoapTputa (OA) KoneHHbIx cyctasos (KC) I-Ill ctaguit B
MHTEHCUBHOM PEXMME, OCHOBAHHOM Ha NPUHLMNAX COBPEMEHHO dapMaKoTepaneBTUYECKOM CTpaTerum.

Martepuan u metoabi: y 103 naumeHTtos ¢ nepsuyHbiM OA KC I-1Il cTagmit npoBeAEH CPaBHUTENbHBIN KAMHUKO-PapMaKOIKOHOMUYECKUIA aHanu3 3¢-
(beKTMBHOCTU KypCcOBOro NpumeHeHus (6 mec.) coBpemeHHbIx CMIT (CTpyKTym, apTpa) B coueTaHum ¢ npenapatamu (K MHTpaapTURynsapHO (ocTeHun)
1 NpPenapaToB CUMNTOMATUYECKOTO pAAa (HECTEPOUAHbIE NPOTMBOBOCMANUTENbHbIE MpenapaTbl — HMBIM v rtokokopTukouabl — MK).

Pe3synbTaThbl: B MOMEHT 3aBepLUEHMA UCCIeA0BaHMA (Yepes 6 mec.) y nauueHTos ¢ nepsudHbim OA KC I-1Il ctaguit 6bi10 BepudULUMPOBaHO CTaTUCTMYe-
CKM 3HaUMMOE YNYYLIEHWE BCEX KIMHUKO-1ab0PaTOPHBIX M MHCTPYMEHTa/IbHbIX MAapaMeTPOB, OTPAXKAIOLLMX Kak TAXKECTb, TaK M aKTUBHOCTb 3aboneBa-
HWA, KoTopble Hanbosiee APKO bl NpeacTaBeHbl Y 601bHbIX C paHHUMM cTaguamm OA KC (I-11).

3ak/oueHmne: NnpumeHeHne coBpemeHHbIXx CMI (cTpyKTym, apTpa) v npenapatos MK (OCTEHWA) U NO NOKasaHUAM NpenapaTos CUMMNTOMATUYECKOTO
paaa (HMBM u MK nHTpaapTUKynapHo) y naumeHTos ¢ nepsuyHbim OA KC I-Ill cTaguii 4eMOHCTPUPYET NOMOKUTEIbHOE BANAHMUE Ha BCE KAMHUYECKUE
1 NabopaTopHble CUMNTOMbI (MPEUMYLLECTBEHHO B PAHHUX CTaAaMAX 3a601eBaHNA) 1, YTO HE MEHEE BaXKHO, MAaKCUMasbHO IMMUTUPYET Npuém HIMBIM.
MprvMeHeHWe CTPYKTYMa Y NaLMEHTOB ¢ paHHUM nepsuuHbiM OA KC siBnseTcs Hanbonee onpasaaHHbIM C SKOHOMUYECKON TOUKM 3pEHHUS.

KntoueBble cnosa: nepsuyHeili ocmeoapmpum, KosneHHble Cycmassl, hapMAKOIKOHOMUYECKUL aHAAU3, CMPYKmMyM, apmpd, OCmeHus, UHOEeKC
WOMAC.
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EFFICACY OF MODERN COMBINATION THERAPY IN PATIENTS WITH PRIMARY
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Objective: To study and comparatively evaluate the clinical and cost-effectiveness of modern structure/disease modifying anti- osteoarthritis drugs (S/
DMOADs) and hyaluronic acid (HLA) in modern intensive treatment of the primary knee osteoarthritis (KOA), stages I-Il.

Methods: A comparative clinical and pharmacoeconomic analysis (PEA) of the effectiveness of a 6-month course of modern S/DMOADs (Structum?®,
Artra®) in combination with intra-articular HLA preparations (Ostenil®) and symptom-modifying drugs (SMDs) including non-steroidal anti-inflammatory
drugs (NSAIDs) and glucocorticoids (GCs) was conducted in 103 patients with primary KOA, stages I-lI.

Results: At the end of the study (after 6 months), in patients with primary KOA, stages I-lll, a statistically significant improvement in all clinical,
laboratory and instrumental parameters reflecting the severity and activity of the disease was verified. The gains were most clearly observed in
patients with early stages of KOA (I-11).

Conclusion: Treatment with modern S/DMOADs (Structum®, Artra®) and HLA preparations (Ostenil®) and, symptomatically with (NSAIDs and GCs
intraarticularly) in primary KOA patients, I-lll stages demonstrates positive changes in all clinical and laboratory parameters (mainly in early stages
of the disease). In addition, and no less critical, it considerably limits the use of NSAIDs. Therefore, treatment with Structum® of patients with early
primary KOA is the most cost-effective.
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BBEAQEHMUE

B Hactoswee Bpema OA npeacCTaBNAETCA KaK reTeporeHHas
rpynna 3aboneBaHuit ¢ pasnMYHbIMKU STUONOTMYECKUMU BaKTOpPamMM,
HO CO CXOAHBLIMU KNMHUKO-NabopPaTOPHbLIMU U UHCTPYMEHTAbHbLIMU
npossneHnsMn U ucxogamm [1-5]. CornacHo AaHHbIM, NpeacTas-
NeHHbIM B paboTax akcneptoB EULAR 1 Accoumauum peBmaTosnioros
Poccum (APP) nepeuyHbIii OA, 0COBEHHO C MOpPaXKeHWEM KOMEHHbIX U
Ta306eApeHHbIX CYCTaBOB, 3TO HaMbonee PacNpPOCTPAHEHHOE XPOHU-
yeckoe 3ab0n1eBaHMe CyCTaBOB, C KOTOPbIM, C OAHOM CTOPOHbI, CBA3a-
Hbl 3HaUMTE/IbHbIE CTPAAAHUA, NOTEPS TPYAOCNOCOBHOCTU U yXyaLwe-
HME KayecTBa KU3HW MUIIMOHOB /It0AEN BO BCEM MUPE, A C Apyroi,
— OrpoMHble GMHAHCOBbLIE NOTEPU KaK AN1A BONBHbIX U UX POACTBEHHM-
KOB, TaK U /1 TocyAapcTBa U obLecTsa B Lesom [5, 6-8).

Mony4yeHHble B NOCAEAHWE oAbl AaHHble CBMAETENbCTBYIOT O
TOM, YTO, HapAAY ¢ 0bLwen3BecTHbIMM daKkTopamm pucka (PP) passu-
Tva nepsuyHoro OA [2, 5, 7, 9], ApyrMMmn HeManoBaKHbIMKM paKTopa-
MM, KOTOPbIE BbICTYMNAOT B POAMN BaXKHEMLIMX NAaTOrEHETUYECKUX Me-
XaHW3MOB KaK B Pa3BUTUM, TaK U B AafibHENLLEM NPOrPeccUpoBaHmm
3ab0s1eBaHKA, BbICTYNAKOT XPOHUYECKOE HU3KOMHTEHCMBHOE BOCNae-
Hue ("low-grade") [10-12] 1 cucTemHble meTaboanyeckmne HapyLueHus
B paMKax meTabonunyeckoro cuHgpoma (MC) [13-16].

Bonee Toro, B NPaKTM4YeCKon peBmaTtonornm nepsuyHblt OA u
Apyr1e XpoHUYecKne MMMyHOBOCNAAUTENbHbIE 3a60/1€BaHNA peBMa-
TUYECKOro Npoduaa 060CHOBAHHO PaccmaTpuBatoTcs Kak ®P passu-
TUA TAXENBIX KOMOPBUAHBIX U/UAN MYNBTUMOPBUAHBIX XPOHUUYECKMX
3abonesanunit [1, 14, 17, 18], npexae BCEro KapAMoBacKyaAapHON na-
Tonormu (KBM) n MC, Hanuume KOTOPbIX C OAHOMN CTOPOHbI, OTPMULLA-
TeNbHO MoanduUmMpyeT TedeHne u ucxogbl OA, a ¢ Apyron, — AUKTyeT
HeobXoAMMOCTb NEPECMOTPA M HEPEAKO MHTEHCUMUKALMM Tepanes-
TUYECKOW CTPATErMu B LLEEIOM, YTO MHOTOKPATHO YBE/IMYMBAET 3aTpa-
Tbl Ha neyeHue [19-23].

Bcé BbllwensnoxeHHoe ewé 6osblue YKPenaseT NoaoKeHWe o
obLemeanUMHCKOM 3HadeHWe nepsnuyHoro OA 1 No3BoOAsAET paccMa-
TPUBaATb €ro B KaYecTBe OAHOTO M3 CaMbIX BbICOKO3ATPATHbIX XPOHM-
YecKkux 3a060/1eBaHMIN He TONbKO B PEBMATONOIMM, HO U B MeLULIMHE
B Uenom [1, 22-24].

M3 OaHHbIX, NPEACTAaBAEHHbIX B AUTEpaType MOCAEeLHUX fieT,
cnegyeT, YTo Haubonee 3HaYMMbIMM YCMEXaMU B CYLLECTBYHOLLMX
CNOXKHbIX U AMCKYTabenbHbIX BONPOCax KacaTenbHO nepsuyHoro OA
ABNAIOTCA: a) pa3paboTKa KpuUTepues, HaNpPaBAEHHbIX Ha PaHHIOD
[AMarHocTuKy 3abonesanua [18, 25-27]; 6) naeHTMdUKaumMa gonon-
HUTENbHbIX GAKTOPOB UK NPEAUKTOPOB HEBAroNpPUATHOIO NPOrHO-
3a [28-31]; B) onTUMM3aLMA TaKTUKM NPUMEHEHWA MHHOBALMOHHbIX
CMMMNTOM- U CTPYKTYPHO-MOAMOUUMPYIOLWMX NPENApaToB B pPamMKax
CoBpeMeHHoI papmaKoTepaneBTUYEeCKol cTpaTerum [32-36).

KpUTHUYEeCKMA aHaNM3 M OLEHKA UTOTOBbIX Pe3y/IbTaToB MHOrO-
NETHEro NPaKTUYECKOro OMbITa, CBA3aHHble C Tepanueln NepBUYHOrO
OA, No3BONNAM COBPEMEHHBIM UCCNEA0BATENAM NPUITU K BbIBOZY O
TOM, YTO TApPreTHoe NPUMEHEHNE CUMNTOM-MOANOULMPYIOLMX Npe-
napatos (HMBM u MK-MHTPaapTUKYAAPHO) U AUTENbHBINA NPUEM (He
MeHee LeCTU MecALEB B rofy Ha NPOTAXKEHWUM NATU N1ET) MHHOBALM-
OHHbIX CMI (apTpa, CTPYKTYM, Tepadiekc, andayTon, analepenH) B
BUIE MOHO- WM KOMOWMHMPOBAHHOM Tepanuu, U Mo NOKasaHWaMm B
KOMBMHaLmMu ¢ npenapaTtamu MK (OCTEHMA, CUHBUCK M 4pP.) B 3HAUM-
TENbHOW CTENEHN IMMUTUPYET PUCK NPOrPECCUPOBAHMA NEPBUYHOTO
OA He3aBMCMMO OT IOKA/IM3aLMM NaToNOrMYeCcKoro npouecca [22, 37-
39].

OpHaKo, HECMOTPSA Ha CYLLECTBEHHbIM MPOrpecc B BOMpPOCax
Tepanuu nepsuyHoro OA 1 NosB/AEHWEe B apCeHasle Bpayeli-peBmaro-
NIOTOB MHHOBALMOHHBIX M BeCbMa 3QPEKTUBHDBIX, HO LOPOroCTOALLMX

INTRODUCTION

Currently, OA is presented as a heterogeneous group of dis-
eases with different etiological factors but with similar clinical,
laboratory and instrumental manifestations and outcomes [1-5].
According to the data presented by the experts from the Euro-
pean League Against Rheumatism (EULAR) and the Association
of Rheumatologists of Russia (ARR), primary OA, especially with
damage to the knee and hip joints, is the most common chronic
joint disease, which, on the one hand, is associated with signifi-
cant suffering, disability and deterioration in the quality of life of
millions of people globally, and on the other hand, substantial
financial losses both for patients and their relatives and for the
state and society as a whole [5, 6-8].

The recent data indicate that, along with the well-known
risk factors (RFs) for primary OA [2, 5, 7, 9], other important fac-
tors involved in essential pathogenetic mechanisms of the dis-
ease development and further progression are chronic low-in-
tensity (low-grade) inflammation [10-12] and different systemic
metabolic disorders [13-16].

Moreover, in practical rheumatology, primary OA and oth-
er chronic rheumatic diseases are considered to be risk factors
for developing severe comorbid chronic diseases [1, 14, 17, 18],
primarily cardiovascular diseases (CVD) and metabolic syndrome
(MS). On the one hand, they adversely affect the course and out-
comes of OA. On the other hand, it dictates the need to revise
and often intensify the treatment, dramatically increasing the
treatment costs [19-23].

The above highlights the clinical significance of primary OA
and allows us to consider it one of the costliest chronic diseases
in rheumatology and medicine in general [1, 22-24].

Recent literature data suggest that the most significant
progress in the existing complex and controversial issues regard-
ing primary OA achieved in the following areas: a) the devel-
opment of criteria aimed at early diagnosis of the disease [18,
25-27]; b) determination of additional risk factors or predictors
of poor outcomes [28-31]; c) optimization of therapy with inno-
vative structure/disease modifying anti- osteoarthritis drugs (S/
DMOADs) as a part of novel pharmacotherapeutic strategies for
OA [32-36].

Evaluation of the long-lasting, practical experience of pri-
mary OA treatment showed that the targeted use of SMDs
(NSAIDs and intraarticular GCs) and long-term mono- or combi-
nation-therapy (at least 6 months a year for over 5 years) with
S/DMOADs (Artra®, Structum®, Teraflex®, Alflutop®, Diacerein®),
and, if indicated, in combination with HLA preparations (Ostenil®,
Synvisc-One®) considerably limits the primary OA progression.
Furthermore, the progression reduction occurs regardless of the
anatomical location of the pathological process [22, 37-39].

However, despite significant progress in primary OA treat-
ment and the emergence of novel effective but expensive
rheumatologic medications, both symptomatic and combined
and parenteral SMDs, as well as highly effective intra-articular
HLA preparations, the treatment of patients, continues almost
throughout their life, with considerable economic costs involved
[19-22, 40].

In this respect, many researchers point out that remaining
difficulties in early diagnosis and evaluation of the effectiveness
of ongoing therapy for primary OA and the high costs of innova-
tive SMDs and HLA preparations pose serious challenges. More-
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NnpenapaToB Kak CUMNTOMATUYECKOTO PAAa, Tak U KOMBUMHUPOBAHHBIX
U NapeHTepasbHbIX eKkapcTBeHHbIX dopm CMI, a TaKKe BbICOKO3d-
¢deKTnBHbIX Npenapatos MK (MHTPaapTUKYNAPHO), NeveHne 6ONbHbIX
NPOJO/MKAETCA NPAKTUYECKM HA MPOTAXKEHWUM BCEW UX KU3HM, YTO Tpe-
6yeT 60MbLUKX IKOHOMMYECKMX pecypcoB [19-22, 40].

B 3Tom acnekTe mHorue uccnefoBateny BecbMa 060CHOBaHHO
OTMEYaIOT, YTO, C OAHON CTOPOHBI, CYLLECTBYHOLLME ELLE COKHOCTU B
paHHel AMArHOCTUKE M OBBEKTUBHOM oueHKe 3ddEKTMBHOCTU Npo-
BOZAMMOM Tepanum y 60bHbIX nepsuyHbiM OA, a ¢ Apyroii, — Bbico-
Kas CTOMMOCTb MHHOBauUMoHHbIXx CMI 1 npenapatos 1K, Asnatotca
BOMPOCaMM, KOTOPble CepbE3HbIM 0OPa3oM 3aTPyAHAOT LUMPOKYHO
MMNIEMEHTALMIO OCHOBHbIX MPUHLMNOB COBPEMEHHOM TepanesTuye-
CKOW CTpaTernmn B PeanbHOM KAMHUYECKOM NPaKTUKE U AUKTYIOT Heob-
XOAMMOCTb AalbHeWLIero UccaefoBaHus.

LLENb UCCNEAOBAHMUA

M3yunTb U CPaBHUTENbHO OLEHUTb KAMHWKO-IKOHOMWYECKYHO
adpdekTnBHOCTL NpumeHeHna CMI n npenapatos MK MHTpaapTuKy-
NAPHO B Tepanuu nepsuyHoro OA KoneHHbIx cycTaBos |-l ctagui B
MHTEHCMBHOM peXMME, OCHOBAHHOM Ha MPUHLMMNAX COBPEMEHHOM
bapmakoTepaneBTUYECKON CTpaTernu.

MATEPUAN U METOADI

Wccneayemyto rpynny coctasunm 103 60/bHbIX C NePBUYHBIM
OA KC (77 seHwWwyH — 74,7% v 26 my»kunH — 25,3%), cpeaHuii Bo3pact
—56,815,4 ropga, meamnaHa AMTeNbHOCTU 3abonesaHma — 9 (2-12) ner.
Y 3HauMTeNbHOM YacTu (62,5%) 0b6cneaoBaHHbIX 60bHBIX C NEPBUY-
HbiMm OA KC 6b1710 BEpMOULMPOBAHO HaNuMe KOMOPBUAHBIX U/uam
MYNETUMOPOUAHBIX 3a60N1EBAHMM.

Bce oTobpaHHble NauyeHTbl 06¢c1e[0BaNNUCh NPOCMNEKTUBHO Ha
6a3e pPeBMATONOTMYECKOTO OTAeNeHWs [OPOACKOr0 MeAMLMHCKOTO
ueHTpa Ne 2 um. akagemuka K.T. Tagxuesa r. [lywaHbe (no ctaHaap-
Tam, pekomeHgoBaHHbIM APP), B nepuog, ¢ 2018 no 2021 .

Kputepuamm srkatoveHus 6onbHbIX ¢ nepsuyHbim OA KC B mc-
CNnefoBaHMe ABNANNCDH: @) MYKUMHbI U SKEHLMHbI B Bo3pacTe 36-67
net; 6) gocToBepHbIi AMarHo3 — nepsuuHblit OA KC (no Kputepuam
AmepuKaHcKoi Konneruu peasmartonoros — ACR, 1991 r.) I, Il u Il cTa-
aunii (no KennrpeHy-SloypeHcy); 8) 60nb Npu xoabbe («mexaHU4ecKo-
ro putma») B KC MHTEHCMBHOCTBIO >40 MM MO BM3YyasibHOM aHanoro-
BOM WKane (BALL); r) notpebHoCTb B perynsapHom (He meHee 3-4 pas
B Hegento) npuéme HMNBM; r) nposeaeHne Kypca CMM (>3 mec. ana
nepopanbHOro Npenaparta) Ha NPOTAMKEHUM NocNeaHUX 6 Mec.; 4) 4o-
6p0B0/IbHOE NMCbMEHHOE MHPOPMMPOBAHHOE COornacue 6OAbHOIO Ha
y4acTue B UCCNea0BaHUMN.

CornacHoO NPOTOKONY HACTOALLEro WCCNeAO0BaHWA, B 3aBUCKU-
MOCTU OT 3BO/IIOLUMOHHBIX 3TanoB nporpeccupoBarus OA KC, bbiiu
cdopmmpoBaHbl 3 rpynnbl 6onbHbIX. B | rpynny Boway 26 naumeHToB
C paHHMM focToBepHbIM nepBuyHbIM OA KC (cornacHo Kputepuam
ACR, 1991 r. ¥ MeXAyHapOAHOro NMPOEKTa NO KNAacCMPUKALMOHHBIM
Kputepuam paHHero OA KC) [27], so Il 1 Il rpynnbl 6b1AM BKAKOYEHDI
77 NauMEHTOB C AOCTOBEPHbIM Pa3BEpHYTbIM nepsuyHbiM OA KC (no
Kputepuam ACR, 1991 r.) — co Il (n=40) u lll (n=37) cTaguamu 3abone-
BaHMA no KennrpeHy-/loypeHcy.

B OCHOBY METOAMKM «CTaHAAPTHOM KOMMIEKCHOW Tepanum»
Hamu 6Oblia MNONOKEeHa CoBpemMeHHas dapmaKoTepaneBTMYecKan
ctpaterva nepsuyHoro OA [23, 24, 31, 34]. B 3ToM acnekTe, BCemM
60bHbIM |, 11 1 1l rpynn, ¢ uenblo MMHMMM3aLMK 6ONEBOTO CUH-
APOMA W NMKBUAALMWM KNMHUKO-MHCTPYMEHTANbHbIX MNPOABAEHUM
peaKkTMBHOro cuHoBMTa KC, BbIIM HasHauYeHbl NpenapaTbl M3 rpynnbl
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over, it complicates the broad implementation of modern thera-
peutic principles in current clinical practice and dictates the need
for further research.

PURPOSE OF THE STUDY

To study and comparatively evaluate the clinical and cost-ef-
fectiveness of using SMDs and intra-articular HLA preparations in
novel intensive treatment of primary KOA, stages I-lll based on
modern pharmacotherapeutic principles.

METHODS

A total of 103 primary KOA patients were studied, mean age
— 56.8+5.4 years, median disease duration 9 years (range, 2-12).
The majorly of the patients were females (n=77, 74.7%) com-
pared to males (n=26, 25.3%). In a significant proportion (62.5%)
of the examined primary KOA patients, the presence of comorbid
or multimorbid diseases was confirmed.

All selected patients were prospectively examined at the
rheumatology department of the City Medical Center Ne 2,
named after Academician Tadjiev K.T., Dushanbe, Tajikistan
(according to the ARR recommendations), between 2018 and
2021.

The inclusion criteria for patients with primary KOA in the
study were: a) men and women aged 36-67 years; b) an estab-
lished diagnosis of primary KOA (according to the American
College of Rheumatology 1991 Clinical Classification Criteria for
Osteoarthritis), stages |, Il and Ill (according to the Kellgren-Law-
rence classification system); c) pain when walking (mechanical
pain) in the knee joint with an intensity of >40 mm assessed by a
visual analogue scale (VAS); d) the need for regular (at least 3-4
times a week) intake of NSAIDs; d) treatment course of SMDs (>3
months for an oral administration) during the last 6 months; e)
written voluntary informed consent of the patient to participate
in the study.

According to the research protocol, three patient groups
were formed depending on the progression stage of knee OA.
Group | included 26 patients with early established primary KOA
(according to the ACR 1991 criteria and the International Project
on Classification Criteria for Early OA of the Knee) [27]. Group I
and Il included 77 patients with established advanced primary
OA of the knee (according to the ACR criteria, 1991) with stage
Il (n=40) and stage Il (n=37) of the disease according to Kell-
gren-Lawrence classification.

The combination treatment modalities were based on the
modern pharmacotherapeutic approach to the therapy of pri-
mary OA [23, 24, 31, 34]. In this respect, all patients of groups
I, Il and 1ll, to reduce pain intensity and eliminate clinical and
laboratory manifestations of reactive synovitis of the knee joint,
symptomatic drugs including NSAIDs (most often diclofenac,
meloxicam, nimesulide) and GC administered as single or repeat-
ed intra-articular injection of 1.0 ml of Kenalog-40 or 1.0 ml of
Betamethasone (Diprospan) were prescribed. In addition, in com-
bination with symptomatic drugs, all patients of group | were pre-
scribed chondroprotector chondroitin sulfate (CS) known under
a tradename as Structum® (Pierre Fabre Medicament Production
France) from the SMD group, 500 mg twice daily for 6 months.
At the same time, all patients of groups Il and Il were prescribed
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HMBM (4awe Bcero AMKNopeHaK, MenoKcukam, Humecyama) u K B
BUAE OAHO- UM ABYKPATHOM MHTPAAPTUKYNAPHOM MHBeKLMKM 1,0 mn
keHanora-40 nan 1,0 mn gunpocnaHa. Bcem nauveHTam | rpynnol B
KOMM/IEKCE C MpenapaTami CUMMNTOMATUYeCcKoro paga bbln HasHaueH
CTPYKTYM (XOHApOoUTMHa cynbdat — XC) 3 rpynnsl CMM no 500 mr 2
pasa B CyTKM B TeueHMe 6 mec. B To e Bpema Bcem 60/1bHbIM [ 1 11
rpynn 6bin1 Ha3Ha4YeH KOMBUHWPOBAHHDINM Npenapat w3 rpynnbl CMM -
apTpa (500 mr XC+500 mr rmtoKo3amuHa cynbdaT): B TeYeHWe NepBbIxX
Tpéx Heaenb no 1 Tabnetke 3 pasa B 4eHb, a B nocieaytowem — no 1
TabneTke 2 pa3a B AeHb B TeYeHWe 6 mecALeB.

Cpeay naupenTos |, I u Il rpynn Hamu 6biAK MAEHTUGUUMPO-
BaHbl 60/1bHble (cooTBETCTBEHHO — 23,04%, 35% 1 43,2%), y KOTOPbIX
umenn mecto GakTopbl HebnaronpuATHOrO MPOrHO3a, AMKTYHOLLME
HeobxoaumocTb nepesoga Tepanun OA B 6o/ee WHTEHCUBHBIN pe-
KMM — LONONHUTENIBHOE UHTPAAPTUKYNAPHOE BBEAEHWE NpenapaTos
MK (ocTeHnn) no 3 exxeHenesbHble UHBEKLMW B KA Al KONEHHBbIV
cyctaB u CMI napeHTepanbHO B BUAE BHYTPUMBILIEYHBIX MHbBEK-
umnid (andnyTon, UCKNHOUUTENBHO ONPEAENEHHOMY YUCY MALMEHTOB
(27,7%) 1l rpynnbl).

MpofoNKUTENBHOCTD HACTOALLETO UCCNEOBAHMA B LIESIOM CO-
cTaBuia 9 mec.: a) 6 mec. Tepanuu; 6) 3 mec. HabaOAEHNA C LENbIO
OLLEHKM AANTENbHOCTM 3dEKTUBHOCTV NPOBOAVMOMN Tepanuu.

Y Bcex 06cnefoBaHHbIX 6ONbHBIX MCXOAHO M B MOMEHT 3aBep-
LeHMs nccneoBaHKA (Yepes 9 mec.) bbino nposeseHo Heobxoanmoe
nabopatopHoe obcnesoBaHMe: 06LLMIA aHANN3 KPOBM U MOYM, BUOXM-
MWYECKMIA aHaIU3 KPOBU C onpeaeneHnem obLLero XonecTepuHa, mo-
YeBMHbI, BUANPYOUHA, TIHOKO3bI, @ TaKXKe YPOBHA CKOPOCTU OCeAaHMA
sputpoumTos (CO3), C-peakTnsHoro 6eska (CPB).

B KauecTBe OCHOBHbIX MHCTPYMEHTOB C LieNIbl0 BCECTOPOHHETO
MOHWUTOPWHTA, aHan3a U OLEHKM 3PPEKTUBHOCTM NPOBOAVMMOMN Te-
panuu y obcnegoBaHHbIX OObHBIX MPUMEHANNUCH: @) AUHAMMKA WH-
TEHCMBHOCTM H6onesoro cuHgpoma no BALL; 6) nHaekc WOMAC-cym-
MapHbI (MMm); B) notpebHocTb B npuéme HMBM (3a Bech nepuog,
nccnenosanus). Mpy 3Tom ynyyleHUeM cYUTaNach NONOKUTEIbHASA
[AVMHAMMKa YKa3aHHbIX NapameTpoB Ha doHe Tepanuu 6onee, Yem Ha
20% OT UCXOAHbIX 3HAYEHWIA.

B xoze BbINOHEHHOTO hapmakosKoHommyeckoro (P3K) nccne-
[0BaHWA 3ddeKTUBHOCTU coBpemeHHbIx CMI B Tepanuu nepsuyHoro
OA KC Hamu 6binm oTobpaHbl Hambonee MHGOPMATUBHbIE U JOCTYN-
Hble KpuTepumn oueHkn 3ddekTBHOCTU Tepanum nepsuyHoro OA,
Heobxoaumble ana ®IK-aHanm3a: a) Konnyectso 6obHbIX ¢ OA KC,
He umeBLUMX NoTpebHocTM B npuéme HIMBM; 6) MakcMmanbHas nono-
KUTENbHAA AMHAMUKA (%) 3HaueHui nHaekca WOMAC-cymMapHbIid.
C uenbio cpaBHuTenbHOro ®3K-aHanusza u oueHKM 3pdEeKTUBHOCTM
coBpemeHHbIx CMI B Tepanuu nepsnyHoro OA Hamu 6bl1 NPUMEHEH
aHanu3 apdekTMBHOCTM 3aTpaT (cost-effectiveness analysis — CEA) ¢
pacuétom KoadduumeHTa 3aTpar (cost-effectiveness ratio — CER) no
cnepyowein dopmyne: CER=C/Ef, rae CER — cooTHOLWeEHMe «3aTpaTbl
— apdeKTMBHOCTLY, C — NpsAMble 3aTpaTbl Ha AeyeHne (comoHu), Ef —
adpdekTMBHOCTL Nevenus [20, 40].

Pesynbtathl 6blAM cTaTUCTUYecKM 06paboTaHbl C MOMOLLbLO
nporpammbl «Statiatica 10» (StatSoft Inc., USA, 1984-2012). Bbina
NnpoBeAeHa MPoBEPKa Ha HOPMA/IbHOCTb pacnpefeneHns MeToLom
LWanupo-Ynnka, KOTOpbIiA BbIABUA OTCYTCTBUME HOPMAJIbHOMO pacnpe-
[JeneHva AaHHbIX, BCNEACTBME Yero BCe PacyéTbl NPOM3BOAMAMCH
HernapameTpuyeckuMn MmeTogamu. ABCONIOTHbIE 3Ha4YeHuA Oblin
npeacTasneHbl B BUAE MeAMaHbl C HUKHUM M BEPXHUM KBapTUASA-
mu (Me [25q; 75q]), oTHOCUTENIbHbIE BENWYMHBI — B BUAE Aonent (%).
CpaBHeHWe HEe3aBUCMMbIX aDCOMOTHBIX BEIMYMH NPOBOAWAYM C MOMO-
wbto U-kputepma MaHHa-YUTHWM, @ 3aBUCUMbIX BEIMYWH — C NOMOLLbIO
T-kpuTepua BunkokcoHa. MHOXeCTBEHHble CpPaBHEHUA 3aBUCUMBbIX

a combined drug from the SMD group — Artra® (500 mg glucos-
amine hydrochloride + 500 mg chondroitin sulphate) during the
first three weeks, 1 tablet 3 times a day, and subsequently — 1
tablet 2 times a day for 6 months.

We identified groups I, Il and llI patients (23.04%, 35%, and
43.2%), respectively, who had unfavourable prognostic factors
necessitating a more intensive therapeutic approach. Therefore,
it included additional intra-articular HLA preparations (Ostenil®)
administration as 3 weekly injections into each knee joint. In ad-
dition, parenteral SMD as intramuscular injections (Alflutop®), ex-
clusively for a certain number of group Ill patients (27.7%), was
administered.

The total duration of the study was 9 months, including 6
months of therapy and 3 months of observation to assess the
long-term effectiveness of the treatment.

All patients initially and at the time of completion of the
9-months study underwent the necessary laboratory examina-
tion: complete blood count and urinalysis, a clinical biochemistry
analysis with the determination of total cholesterol, urea, bili-
rubin, glucose, as well as erythrocyte sedimentation rate (ESR),
C-reactive protein (CRP) values.

The following were used as the main tools for comprehen-
sive monitoring, analysis, and evaluation of the effectiveness of
the therapy in the examined patients: a) changes in pain intensity
according to the Visual Analog Scale (VAS) for pain evaluation; b)
Western Ontario McMaster Osteoarthritis Index (WOMAC) — total
score (mm); c) the need to take NSAIDs (for the entire study peri-
od). At the same time, positive changes of indicated parameters
during therapy by more than 20% of the initial values was consid-
ered an improvement.

In the pharmacoeconomic evaluation (PE) of the effec-
tiveness of modern SMDs in the treatment of primary KOA, we
selected the most informative and accessible criteria necessary
for PE. These include a) the number of patients with knee OA
in whom NSAIDs use was not required; b) maximum positive
dynamics (%) of WOMAC-total score values. For comparative
pharmacoeconomic analysis (PEA) and evaluation of the effec-
tiveness of modern SMDs in the treatment of primary OA, we
applied cost-effectiveness analysis (CEA) with the calculation of
the cost-effectiveness ratio according to the following formula:
CER=C/Ef, where CER — cost-effectiveness ratio; C is the cost for
treatment, (USD and an equivalent amount in Tajikistani somoni
(TJS); Ef — effectiveness of treatment [20, 40].

The results were statistically processed using STATISTI-
CA software (Version 10.0, StatSoft Inc., Tulsa, USA). The Shap-
iro-Wilk test was used to detect deviation from a normal distri-
bution, revealing no normally distributed data; therefore, all
calculations were made by non-parametric methods. For quali-
tative parameters — shares (%), and for quantitative parameters
— median, lower and upper quartiles (Me [25q; 75q]) were calcu-
lated. Comparison of independent groups in pairs was performed
using the Mann-Whitney U-test and dependent variables — using
the Wilcoxon T-test. Multiple comparisons of related samples
were performed using the Friedman test. Finally, a comparison
between independent variables was carried out according to
Pearson's chi-square test and dependent ones, according to Mc-
Nemar chi-square test. P values less than 0.05 were considered
statistically significant differences.
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BbIGOPOK Mposoanau no Kputepuio OpuamaHa. CpasHeHue oT-
HOCUTE/IbHbIX HE3aBUCUMBIX BEJIMYUH MPOBOAMAN NO KPUTEPULO X2
M1pcoHa, a 3aBUCUMbIX — MO KpuTepuio X2 MakHemapa. Pasnunumna
CYATANINCL CTATUCTMYECKM 3HAUMMbIMuK npu p<0,05.

PE3YNIbTATbI U UX OBCYXXAEHUE

Ha nepBom 3Tane HaCTOALLEro MCCNEA0BaAHMA, TaK XKe Kak B
paboTtax apyrux uccnegosateneit [9, 16, 24, 28, 32], ¢ uenbto mo-
HUTOPUHIA U OLEHKM cTeneHn 3GpdeKTUBHOCTU NPOBOAVMOMN KOM-
N/JIEKCHOW Tepanuu, OCHOBAHHOM Ha COBPEMEHHbIX MPUHLMMAX
dapmaKoTepaneBTNYECKOW cTpaTernm nepsuyHoro OA [23, 24, 31,
34] y 6onbHbix |, [ v Il rpynn 6blan npoaHanu3MpoBaHbl U OLEHe-
Hbl AMHAMMKA OBLLENPUHATBIX KAMHUYECKUX (MHTEHCUMBHOCTb 60-
NeBoro cuHapoma no BALL) v nabopatopHbix napameTpos (CO3,
CPB), oTpasKkatoLmx TaxecTb OA U aKTUBHOCTb HU3KOMHTEHCUBHOTO
BOCMa/MTENbHOTO npouecca. YKa3aHHble KAMHWYEecKue napame-
TPbl M OBLIENPUHATbIE NAPAMETPbI KOCTPONM Pasbl BOCMANEHUAN
(CO3, CPB) M3y4anucb M OLEHMBANUCL Nepes HavyaloM KOMM/IEKC-
How Tepanuu nepsuyHoro OA KC (HyneBas TOUKa, B nocaesytoLem
Ha doHe NPoBOAMMOW Tepanun Kaxable 3 mec. —yepe3 3,61 9
mec. (Tabn. 1).

M3 paHHbIX, NpeacTaBneHHbIX B Tabn. 1, cnepyet, uto Hau-
6onee cyLecTBeHHbIE UCXOAHbIE NATONOMMYECKUE CABUTU U3yYae-
MbIX NapPaMeTPOB (KaK KNMHUYECKKX, TaK U TabopaTopHbIx) Bbian
BepuduLmposaHbl y nauuneHTos Il u Il rpynn.

B uenom wtorosble pesynbTaTbl, KOTOPblE OblAM NOAYYEHbI
HamK B npouecce TWATeNbHOr0 MOHUTOPUHIA XapaKkTepa AMHa-
MUYECKUX U3MEHEHUI KAMHWUKO-1abopaTopHbIX MapameTpos,
OTPAKAIOLLMX TAXKECTb U aKTUBHOCTL NepBuyHoro OA KC Ha doHe
KOMMIEKCHOW Tepanuu, KoTopas BKAlOYana npuMém Kak npenapa-
TOB CMMNTOMATUYECKOTO pAga, Tak n CMI, cornacytoTca ¢ AaHHbI-
MU Apyrux uccneposateneit [14, 16, 28, 32, 35] v AeMoHCTpUpytoT
CTaTUCTMYECKM 3HaumMmoe (p<0,05-0,001) cHUKeHME BCEX M3ydae-
MbIX KIMHUKO-NabopaTopHbIX NapameTpoB 60/IbHbIX NEPBUYHbBIM
OAKCI, I v Il crapguin.

B 7O e BpemA cnepyeT OTMETUTb, YTO NONYYEHHbIE Pe3y/ib-
TaTbl NPY CPABHUTENbHOM aHaNM3Ee U OLEHKE U3y4aemblX KAWUHU-
Ko-nabopaTopHbIX MapaMeTpoB TAMECTU U aKTUBHOCTU NepBUY-
Horo OA KC y 6onbHbix |, [l u Il rpynn cBMAETENBCTBYIOT O TOM,
4TO Hanbonee 3HaUMMan NONOKUTENbHAA AMHAMMKA U3yYaeMblX
NapaMeTpoB MMeeT MECTO y nauueHTos | rpynnbl (Ha doHe npué-

Tabauya 1 MoHumopuHz uameHeHul KAUHUKO-1a60pamopHbIX
nokasamenell maxecmu u akmusHocmu nepsuyHozo OA KC 'y
6osbHbIx |, Il u Il 2pynn 8 pasHeie cpoku HabawdeHus (Yepes 3, 6 u
9 mecaues) (Me [25q; 75q])

lpynna MNokasatenb UcxopgHO
Group Variable Initial level

BALL, mm / VAS, mm 60[45;80]
I (n=26) CPB, mr/n / CRP, mg/L 14.5[10;18]
CO3, mm/u / ESR, mm/h 24.5[16;28]

BALL, mm / VAS, mm 65[40;85]
1l (n=40) CPB, mr/n / CRP, mg/L 16.4[14;20]
€03, Mm/u / ESR, mm/h 26.2[18;30]

BALL, mm / VAS, mm 75[55;90]

Il (n=37) CPB, mr/n / CRP, mg/L 20[12;25]
CO3, mm/u / ESR, mm/h 28.6[20;32]

Yepes 3 mec.

RESULTS AND DISCUSSION

To evaluate the effectiveness of the modern combination
therapy for primary OA [23, 24, 31, 34] in clinical groups |, Il, and
I, changes in widely accepted clinical and laboratory parameters
were analysed and evaluated at the first stage of this study. These
include pain intensity assessment according to VAS and determi-
nation of ESR and CRP values reflecting the OA severity and the
activity of a low-intensity inflammatory process. The same ap-
proach was presented in the work of other researchers [9, 16, 24,
28, 32]. Furthermore, these clinical parameters and acute phase
of inflammation markers (ESR, CRP) were studied and evaluated
at different periods of the combination therapy for primary KOA
(before the start, in the beginning, subsequently, every 3 months
after the treatment was administered — after 3, 6 and 9 months
(Table 1).

From the data presented in Table 1, it follows that the most
significant initial pathological changes in the studied parameters
(both clinical and laboratory) were observed in patients of groups
Il'and I11.

The final results obtained by carefully monitoring dynam-
ic changes in clinical and laboratory parameters, reflecting the
severity and activity of primary KOA against the background of
combination therapy, including symptomatic drugs and SMDs, are
consistent with other researchers' data [14, 16, 28, 32, 35] and
demonstrate a statistically significant (p<0.05-0.001) decrease
in all studied clinical and laboratory parameters in patients with
stage |, Il, and lll primary OA of the knees.

Comparative analysis results and assessment of the clinical
and laboratory parameters of the severity and activity of primary
KOA in groups |, Il and Ill indicate that the most dramatic positive
changes occur in patients of the | group treated with symptom-
atic drugs and Structum®. In contrast, the subtlest differences
were observed in patients of group Ill, despite the more intensive
therapy including symptomatic drugs, combined SMD (Artra®)
and additional intraarticular injections of HLA drugs (Ostenil®) in
a significant proportion (43.2%) of patients). Other researchers
previously reported similar results [30, 32, 37-39].

In the evaluation of the effectiveness of mono- and combi-
nation therapy with SMDs for primary OA patients, an essential
factor to be considered is the maintenance of positive treatment

Table 1 Dynamic changes in clinical and laboratory parameters of
primary KOA severity and activity in patients' groups I, Il and Ill at
various intervals during follow-up (after 3, 6 and 9 months) (Me [25q;
75q])

Yepes 6 mec. Yepes 9 mec.

3 months 6 months 9 months P
45[30;55] 25[15;35] 10[5;20] <0.001
8.4[5;14] 5.5[5;10] 5.0[4;10] <0.01
16.4[14;22] 14.6[12;18] 12.8[10;15] <0.01
45[35;60] 25[15;35] 30[20;35] <0.001
12.5[10;14] 10.2[5;12] 11.4[6;12] <0.01
18.2[14;22] 14.8[12;20] 16.2[14;22] <0.01
50[30;60] 30[20;45] 35[25;50] <0.001
14[10;18] 10.5[5;15] 12[8;16] <0.01
20[18;26] 18[16;22] 18[16;24] <0.01

NpumeyaHue: p — CTaTUCTUYECKANA 3HAUMMOCTb PA3NINYMIA MOKa3aTenei Mexay Bcemu Toukamu (fatamu obcnegosaHus); ANOVA dpuamaHa
Note: p — statistically significant difference between variables at different follow-up times (survey dates); Friedman's ANOVA
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Ma NpenapaToB CMMNTOMATUYECKOTO PAAa U CTPYKTYMa), a Hanbonee
Mano3ameTHasA AMHaMUKa — y 6onbHbix |l rpynnbl, HecmoTps Ha 60-
Nlee MHTEHCUBHbIV XapaKTep NpoBoaMmoit Tepanuu (Ha ¢poHe npuéma
npenapaTos CUMMTOMATUYECKOrO pAaa, KOMbUHMpPoBaHHOro CMMN —
apTpa M AOMNONHUTENbHbIX UTPAAPTMKYAAPHLIX MHBEKLMI NpenapaTa
[JIK — ocTeHUNa y 3HaunTenbHOM YacTu (43,2%) naumeHTos). AHano-
TMYHble pe3y/bTaTbl paHee bblav NoyYeHbl B paboTax Apyrx coBpe-
MeHHbIX uccneaosareneii [30, 32, 37-39].

B aHanuse 1 oueHke 3GPEKTUBHOCTU NPUMEHEHWUSA COBPEMEH-
HbIx CMIM y 60/1bHbIX NepBuYHbIM OA, Kak B BUAE MOHO-, TaK U B BUAE
KOMBMHMPOBaHHOW Tepanuu HeManoBaXKHbIM GaKTOPOM CYMTaeTcA
NPOAOMKUTENBHOCTb COXPAHEHMA MONOKUTENBHOTO 3ddeKTa Tepa-
nuu B nepsble 3 mec. nocne otmeHbl CMIM (adpdekT nocneactsms)
[16, 22, 29, 33, 35]. B 3TOM acnekTte Noay4YeHHble HAMK Pe3yNLTaTbl
COOTBETCTBYHOT aHHbIM, NPEACTaBAEHHbIM B IMTEPATYPE NOCNEAHMX
net [31, 34], n cBMAETENbCTBYIOT 06 OTCYTCTBMM OTPULATENbHOW Au-
HaMKKM y naumeHTos |, Il rpynn, 4To He 6bINO 3apPerucTPUPOBAHO Y
3HAYUTENbHOM YacTh 60/1bHbIX Il rpynnbI.

B HactoAawee Bpema mHgekc WOMAC cuutaetcd OCHOBHbIM
MeXAYHaPOAHbIM MHCTPYMEHTOM A/19 OLLEHKM KaK TAXKECTH, TaK U cTe-
neHu 3ddEKTUBHOCTY NPOBOAMMON TEPANMK Y NALLMEHTOB C NEPBUY-
Hbim OA [5, 14, 22, 23, 28]. C y4ETOM YKa3aHHOTO, B KaUeCTBe OCHOBHO-
ro NoKasaTens C Leablo MOHUTOPUHIa 3G HEKTUBHOCTM NPOBOAMMOM
KOMNAeKcHo Tepanum y naupenTos |, Il, Il rpynn Hamu 6bin BbiIGpaH
nHaekc WOMAC-cyMMapHbIi, KOTOPbIV BbIYMCAAETCA U3 CYMMbI CTe-
NMeHW BbIPa)KeHHOCTM W 3HAYeHW BONEeBOro CMHAPOMA, YTPEHHeM
CKOBAHHOCTM U GYHKLMOHANbHOM HEAOCTaTOYHOCTH CYCTABOB.

Pe3ynbtatbl MOHMTOpWHrA nokasatenein WOMAC-cyMMapHblii
Ha poHe NPOBOAMMOI KOMMAEKCHOW Tepanuu y naumeHTos |, Il v |l
rpynn yepes 3, 6 M 9 mecsALeB nNpeacTasaeHbl B Taba. 2.

Mony4yeHHble HaMK pesynbTaTbl (Taba. 2) AEeMOHCTPUPYIOT Ha-
INYME He TONbKO MPOTPECCMBHOTO, HO M CTaTUCTMYECKM 3HAYMMOrO
(p<0,05-0,01) cHuKeHMA ypoBHA MHAeKkca WOMAC-cymmapHbIiA, Ha
¢$oHe nNpoBoaMMOI Tepanuu, Hanbonee 3HAYMMOro y NaLMEHTOB | U
Il rpynn, n HeckonbKo xyxe y nauueHTos Il rpynnbl 33 BeCb Nneprog,
HabntogeHWa 60bHbIX (Yepe3 3, 6 M 9 mec.). CxofHble pe3ynbTaThl
paHee 6blaM NPOLEMOHCTPUPOBAHBI B paboTax ApYr1x COBPEMEHHbIX
nccnegosareneii [22, 23, 33, 35].

OpHaKo cnesyet OTMETUTb, YTO Pe3y/bTaTbl, NONYYEHHbIE B Ha-
LWeit paboTe, 1 AaHHble ApyruX uccnegosatenen [22, 29, 32, 38] oa-
HO3HAYHO CBMAETENLCTBYIOT O TOM, YTO NpumeHeHrne CMI npevmy-
LLECTBEHHO B BMAE MOHOTEepanuu (CTpYKTym) y 60onbHbIX C | cTagumeit
OA vy naumeHToB co Il u lll ctagnamu 3a601€BaHNUSA UCKNOYNTENBHO
B KOMBMHVMPOBAHHOM BapuaHTe (apTpa B COYETaHWMM C NpenapaTamu
MK) AeMOHCTPUPYET NPAKTUYECKM OAMHAKOBbIE pe3y/bTaThl. [JJaHHoe
06CTOATENBCTBO M MHOTOUMC/IEHHBIE COOBLLEHMA B IMTepaType no-
cnegHux net B pamkax «KoHuenumm paHHero nepsuyHoro OA» [1, 2,
18, 22, 32] cBMAETENLCTBYIOT O TOM, YTO PaHHAA CTaAMA NEPBUYHOTO
OA ABNAETCA TEM UCK/IOUYUTENbHBIM NEePUOAOM, KOraa NpuMeHeHue
coBpemeHHbIXx CMI1 B MHTEHCMBHOM pPEXMME MO3BONAET, C OAHOWM

Tabnuya 2 fluHamuka uHoekca WOMAC-cymmapHsil (Mm) y 60s1bHbIX
I, Il u Ill 2pynn (Me [25q; 75q])

lpynna UcxopHo
Group Initial level

| 1028.6 [844;1207]
Il 1109.2 [954;1247]
1] 1187.4 [998;1365]

Yepes 3 mec.
3 months

726.1[671;775]
856.0 [797;918]
933.7 [744;1085]

effect in the first 3 months after the withdrawal of SMD (rebound
effect) [16, 22, 29, 33, 35]. In this respect, our results correspond
to the data presented in the literature of recent years [31, 34] and
indicate the absence of detrimental changes in patients of groups
I and Il. However, this trend was not observed in a significant part
of patients in group IIl.

Currently, the WOMAC index is the most commonly used
clinical tool for evaluating both the severity and the degree of ef-
fectiveness of therapy in patients with primary OA [5, 14, 22, 23,
28]. Therefore, considering the above, the total WOMAC score
was chosen as a primary indicator for monitoring the effective-
ness of the combination therapy in patients of groups |, I, lll. The
total WOMAC score is determined by summing the scores across
the three dimensions of pain severity, morning stiffness and func-
tional insufficiency of the joints.

Changes in the WOMAC-total score against the background
of ongoing combination therapy in KOA patients of groups |, Il
and Ill after 3, 6 and 9 months are presented in Table 2.

The results presented in Table 2 demonstrate not only a pro-
gressive but also a statistically significant (p<0.05-0.01) reduction
of the WOMAC-total score, against the background of ongoing
therapy, the most pronounced in groups | and Il and less prom-
inent in group lll for the entire period of observation of patients
(after 3, 6 and 9 months). Similar results were previously demon-
strated in other modern researchers work [22, 23, 33, 35].

However, it should be noted that our results and other re-
searchers’ data [22, 29, 32, 38] indicate that the predominant
use of SMDs monotherapy (Structum®) for OA stage | and com-
bination therapy (Artra® and HLA preparations) for stage Il and
Ill show almost the same results. This fact and recent literature
reports on the "Concept of early primary OA" [1, 2, 18, 22, 32]
indicate that early primary OA is that exceptional period when in-
tensive treatment with modern SMDs can positively influence all
OA clinical and laboratory parameters and slow down or stop the
progression.

Clinically, according to recent studies assessing the degree
of effectiveness of SMDs in primary OA patients, eloquent testi-
mony of the point is a reduction of the need to take NSAIDs or
their complete discontinuation [18, 29, 32, 38]. At the time pri-
mary OA patients' enrolment in this study, all of them, with rare
exceptions (3.9%), needed to take NSAIDs: a) 84 (81.2%) patients
took various NSAIDs regularly; b) 19 (18.8%) — these drugs were
taken if needed.

In monitoring the effectiveness of combination therapy for
primary KOA, there was a progressive decrease in the number of
patients of groups I, Il and 1l who stopped taking NSAIDs perma-
nently or switched to an "on-demand" regimen, which is consis-
tent with the of other researchers' data [18, 22, 29, 32, 38]. In
general, at the time of completion of this study, we found that

Table 2 Changes in the WOMAC-total score (mm) in patients of groups
I, Iland Ill (Me [25g; 75q])

Yepes 6 mec. Yepes 9 mec.

6 months 9 months P
584.6 [524;628] 560.2 [544;596] <0.001
689.8 [638;744] 695.7 [646;748] <0.01
762.2 [651;864] 772.9 [659;884] <0.01

NpumeyaHve: p — CTaTUCTUYECKAA 3HAUMMOCTb PA3INYMIA NOKa3aTenei Mexay Bcemu Toukamu (gatamu obcnepoBanusa); ANOVA dpuamara
Note: p — statistically significant difference between variables at different follow-up times (survey dates); Friedman's ANOVA
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CTOPOHbI, MO/IOXKUTENBHO MOAUOULMPOBATL BCE KAMHUKO-UHCTPY-
MEHTa/IbHble CUMNTOMbI 3360N1eBaHUSA, a C APYroW, — 3amMeaIuTb UK
0CTaHOBWTbL NporpeccuposaHmne OA.

Mo MHEHWIO COBPEMEHHBIX UCCNeA0BaTeNeN, B OLEHKe CTEeNeHN
addeKTMBHOCTM NpuMeHeHns CMIT y naumeHToB ¢ nepsuyHbiM OA, ¢
KNMHWYECKO TOUKM 3peHUs, CHUKeHWe NoTpebHOCTM B60/bHbIX B Npu-
éme HIMBM man ux NonHas OTMEHa ABNAITCA BECbMa MHPOPMATUB-
HbIMM aprymeHTamu [18, 29, 32, 38]. B MOMEHT BK/ItO4EHMSA HO/bHbIX
¢ nepsuyHbIM OA B HacToALlee UCCAef0BaHUA BCE OHU, 33 PeAKUM
uckaodeHnem (3,9%), umenn notpebHoctb B npuéme HMNBM: a) 84
(81,2%) 6onbHbIX pasnnyHble npenapatbl U3 rpynnbl HMABM npuHK-
MaJ/i1 B MOCTOSHHOM pexkume; 6) 19 (18,8%) — ykazaHHble npenapaTbl
NPUHUMANW B PEXKMME «NO NOTPEBHOCTUY.

B npouecce moHUTOpUHIa 3GPEKTUBHOCTU KOMMAEKCHOW Te-
panuu nepsuyHoro OA KC Hamu 6bl10 3aperucTpmMpoBaHo nporpec-
CMBHOE YyMeHbLUeHne KonndecTsa naumeHTos |, Il v Il rpynn, koTopble
npekpatman npuém HIBI B NOCTOAHHOM PEXMME WU NEPEXOAUAN
B PEXMM «NO NOTPEOHOCTU», YTO COINACYETCA C AaHHbIMU APYrUX UC-
cnegosatenei [18, 22, 29, 32, 38]. B uenom, B MOMEHT 3aBepLLEHUA
HACTOALLEro UCCAeA0BaHUA HaMKu Bblo YCTAHOB/IEHO, YTO COOTBET-
cTBEHHO 61,4%, 42,5% 1 29,7% nauperTos |, Il v Ill rpynn nonHocTbiO
npekpatnan npuém HMBM.

YCTaHOBNEHO, YTO B OLLEHKE 06LLEV CTOMMOCTU IYEHNSA XPOHM-
yeckunx 3aboneBaHW pacxoabl Ha 1eKapCcTBEHHbIE NpenapaThl COCTaB-
NAT GONbLLYIO YacTb NPAMbIX MEAMLMHCKUX pacxogos [19, 20, 22,
40]. B 37011 cBA3M, B KayecTBe OCHOBHOrO 06bekTa PIK-aHanmn3a Hamm
6bl1a NOCTaB/EHa LieNb OnpeaenuTb NpAmMble 3aTpatbl Ha CMI (cTpyk-
TYM, apTpa) ¢ y4ETOM COBNIOAEHUA COBPEMEHHDBIX PEKOMEHAALLMIA MO
NPUMEHEHWIO AaHHbIX npenapaTos B Tepanuu nepsuyHoro OA KC B
CpeAHNX PO3HWMYHbIX LieHax Ha 3TK npenapatbl B anTekax r. JywaH-
6e no cocTosHMIo Ha ¢espanb 2020 r., YTO COrNACYeTCa C AaHHbIMU
Apyrux uccnegosateneii [20, 22, 40]. B xoae ®3K-aHanm3a bbiam pac-
CYMTaHbI CTOMMOCTb 3$EKTUBHOM CYTOUHOW M KypcoBol (6 mec.) f03
Ka/0ro npenapata oTaesbHo (Taba. 3), a Takke KoadduumeHT CER.

[JaHHble, npescTas/ieHHble B Tab. 3, cornacytoTes ¢ inTepatyp-
HbIMM AaHHbIMKM [19, 22, 32] U CBMAETENbCTBYIOT O TOM, YTO Cpeam
cospemeHHbIx CMIT, KoTopble LWMPOKO MPUMEHAIOTCA B Tepanuu nep-
BuYHoro OA, HarMeHee 3aTPaTHbIM ABUCA 6-MECAYHbIN KypC CTPYK-
TyMmoM (572,4 COMOHM).

PesynbTaTbl, KOTOpPble BblAKM NOAYYEHbI NPU aHaU3e U OLEHKe
cteneHn apdeKTMBHOCTM npumeHsembix CMIT B Tepanuu nepsuyHoO-
ro OA KC no amHamuke nHgekca WOMAC-cymmapHbIi, U KONMYECTBO
60/1bHbIX, NpeKpaTvBLLMX Npuém HMBIM, npeacTaBieHb! B Tabn. 4.

M3 paHHbIX, NpeACTaBAeHHbIX B TabA. 4, cneayert, uto cpeam na-
uvenToB |, Il v lll rpynn Ha Bcex atanax uccnepoBaHua (yepes 3 1 6
MEC.) CHUKeHUe ypoBHA nHaekca WOMAC-cymMapHbIi U KOMYECTBO
NauMeHToB, NpeKpaTtuBLumX Npuém HIMBIM, cTabuabHO 6binn BECOMbI-
MU Cpeam NaumeHTOoB rpynnbl CTPYKTYMA, Yem Cpesm NaumueHToB rpyn-
nbl apTpa.

Tabauya 3 Cmoumocme npumeHaemsix CMI1 u 3ampamel (COMOHU)
HQ ux pazoswlili npuém, aghgpekmueHol cymoyHoli 0036l U 6-MecayHol
mepanuu

SbermsHan Cronmoctb
ynakoBkwu, 60
MNpenapar CYTOYHasA fo3a, Mmr -
Medication Effective daily Price of a box, 60
dose, mg

capsules

CtpykTym / Structum® 500 8.44/95.4

Aptpa / Artra® 1000 22.8/258
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61.4%, 42.5% and 29.7% of patients of groups I, Il and Il, respec-
tively, completely stopped taking NSAIDs.

It has been established that, in assessing the total cost of
treating chronic diseases, drugs account for the most significant
part of direct medical expenses [19, 20, 22, 40]. In this regard,
we set a goal to determine the direct costs of SMDs (Structum®,
Artra®) as PEA main objective. The determination was done ac-
cording to current recommendations for using these drugs in the
treatment of primary KOA in the average retail prices for these
drugs in pharmacies in the city of Dushanbe as of February 2020,
consistent with other researchers’ data [20, 22, 40]. In the course
of the PEA, the cost of the effective daily and course (6 months)
doses of each drug (Table 3) and the CER coefficient were calcu-
lated.

The data presented in Table 3 are consistent with the liter-
ature data [19, 22, 32] and indicate that among modern SMDs,
widely used in treating primary OA, the least expensive was a
6-month course of Structum® worth USD 50.7/TJS 572.4.

The results obtained in the analysis and evaluation of the
degree of effectiveness of the SMDs used in treating primary KOA
based on the changes in the WOMAC-total score and the num-
ber of patients who stopped taking NSAIDs are presented in Table
4.

Based on the data presented in Table 4, it follows that
among patients of groups I, Il and Ill at all stages of the study (af-
ter 3 and 6 months), the reduction in the WOMAC-total score and
the number of patients who stopped taking NSAIDs were consis-
tently significant among patients of the Structum® group than
among patients Artra® group patients.

Based on the model we presented to determine the cost of
pharmacotherapy for primary OA, the CER coefficient was calcu-
lated for each drug from the SMD group (Table 5).

The CER coefficient results obtained in the PEA are consis-
tent with other researchers' data [19, 20, 22] and show that the
costs of a single drug from the SMD group widely used in the
pharmacotherapy of primary OA are dynamic.

In general, the final study results and other researchers'
data [19, 22, 38] show higher costs observed in the Artra® group
(USD 137.12/TJS 1,548.00) and low costs in the Structum® group
(USD 50.7/TJS 572.4). Therefore, the use of Structum® in the
treatment of early primary KOA is the most cost-effective as it has
the lowest value of the CER coefficient.

CONCLUSION

The results of the 6-months treatment course with modern
SMDs (Structum®, Artra®), HLA preparations (Ostenil®), symp-

Table 3 The cost of the SMDs used and the costs (USD/ TIS) for their
single dose, effective daily dose and 6-month therapy

CroumocTb
CroumocTtb
o ” 6-mecayHoro
CToMmocTb OgHOM appeKTnBHOM

Kancynbl CYTOYHOM A,03bl feueHna
Cost per dose The cost of pRecestat
. . 6-months

effective daily dose

treatment

0.14/1.59 0.28/3.18 50.7/572.4
0.38/4.3 0.76/8.6 137.12/1,548.00
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Tab6auya 4 SpcpekmusHocme npumeHaemsix CMIT no uHdekcy WOMAC-cymmapHeil u nompebHocmes 8 HITBI

OwnHamuka nHaekca WOMAC-

Konuuectso 601bHbIX

MNpenapar cymmapHblii (Me [25q; 75q]) 6e3 npuéma HNBN (% (n))
3 mec. 6 mec. p, 3 mec. 6 mec. P,
CTpyKTYMm 26,0 45,0 <0,001 =0,011
(n=26) [25,0; 28,0] [41,0; 49,0] (T=0; 2=4,46) 23,1(6) 615 (16) (x=6,50)*
ApTpa 23,5 31,0 <0,001 <0,001
(n=77) [18,0; 27,0] [25,0; 33,0] (T=0; z=7,52) 15,6 (12) 35,1(27) (x2=35,1)*
=0,001 <0,001 >0,05 =0,018
P, (U=544,5; 2=3,42)  (U=42,0; =7,30) (df =1; ¥2=0,76)** (df =1; x2=5,60)**

TprmeyaHKa: p, — CTaTUCTUYECKaA 3HAUYMMOCTb Pa3NINIMiA NoKasaTenel Mexay 3 u 6 mecauamm (Mo T-kpuTepyio BUNKOKCOHa; * —no kpuTepuio x> MakHemapa); p, — crati-
CTUYeCKas 3HAYUMOCTb Pa3NNUMA NOKa3aTeNel MeXay NaLMeHTamm, UCMOb30BaBLLMMM CTPYKTYM M apTpy (no U-kputeputo MaHHa-Yuthu; ** —no kputepuio x2 MupcoHa).

Table 4 The effectiveness of the applied SMP according to the WOMAC-total score and the need for NSAIDs

Changes in WOMAC-
total score (Me [25q; 75q])

Number of patients
without taking NSAIDs [(%; (n)]

Medication
3 months 6 months 3 months 6 months P,
Structum® 26.0 45.0 <0.001 =0.011
(n=26) [25.0; 28.0] [41.0; 49.0] (T=0; z=4.46) B4 (G Bk e (x*=6.50)*
23.5 31.0 <0.001 <0.001
® (n=
Artra® (n=77) [18.0; 27.0] [25.0; 33.0] (T=0; 2=7.52) 15.6(12) 35.1(27) (x2=35.1)*
(595;33115 <0.001 >0.05 =0.018
P, s s (U=42.0; =7.30) (df =1;%2=0.76)**  (df =1; x*=5.60)**

Notes: p, — statistically significant difference in variables between 3 and 6 months (according to Wilcoxon's T-test; * — McNemar's ¥’ test); p, — the statistically significant
difference in variables of patients who used Structum® and Artra® (according to the Mann-Whitney U-test; ** — according to Pearson's ? test).

Ha ocHoBaHWW NpeacTaBAEHHOW HAaMWM MOAENM, C LieNbio onpe-
AeneHua ctoumoctn papmarotepanum nepsuyHoro OA, Bbino ocy-
LEeCTBNEHO BbluucneHne KoadpoduumeHTta CER nprmeHUTENBHO K Ka-
A0My npenaparty 13 rpynnsl CMM (Taba. 5).

MonyyeHHble Hamu B npouecce ®IK-aHanmsa pesynbraTthbl Bbl-
uncnenuna KoapduumeHta CER cornacytotea € AaHHbIMM, KOTopble
6blAM NonyyeHbl B paboTtax Apyrux uccnegosateneit [19, 20, 22], u
MOKa3blBatoOT, YTO 3aTPaTbl HA OTAE/bHbIV Npenapat 13 rpynnsl CMI,
KOTOpble HALAWM LUMPOKOE pacnpocTpaHeHue B dapmakoTepanum
nepsuyHoro OA, UMetoT AMHAMUYHBIN XapaKTep.

B uenom, utorosble pesynbTaTbl HACTOALLErO UCCAELOBAHWA U
[aHHble, NpeacTaBAeHHble B PaboTax APYrMx COBPEMEHHbIX Mccie-
posateneit [19, 22, 38], noKasbiBatoT, 4TO Honee BbICOKME 3aTpaThl
HabntogatoTca B rpynne apTpa (1548,0 COMOHM) M HMU3KMe 3aTpaTbl — B
rpynne cTpykTyma (572,4 cOMOHM), NPUMEHeHWe KOTOPOTo B Tepanmu
paHHero nepsuyHoro OA KC, umetoLuero Hanbosiee HU3KOe 3HaYeHME
KoadpouumeHTa CER, ABnAeTca Hanbonee onpaBaaHHbIM U LIENecoo-
6pasHbIM C SKOHOMMUYECKOI TOUKM 3PEHUA.

3 mec. / 3 months

Tpynna 60bHbIX WOMAC
Patients' group 3aTpaTtbl -CYMMapHbIi
Costs WOMAC-total
score
Crpyktym / Structum® 287.2 29.4
Aptpa / Artra® 774.0 22.1

tomatically (NSAIDs and GC intraarticularly) show a positive effect
on all primary OA clinical and selected laboratory parameters and
a significantly reduced need for the NSAIDs intake. At the same
time, it was found that the monotheraputical use of Structum®
and, if indicated, in combination with HLA preparations (Ostenil®)
in patients with early primary KOA is the most cost-effective.

Tabauya 5 JuHaMUKa nospemeHHbIX 3ampam u koagguyueHma CER
npu npumeHeHuu CMI1 e mepanuu nepsu4yHo20 OA KC ¢ yyémom cHu-
HeHus yposHs uHoekca WOMAC-cymmapHeili

Table 5 The dynamics of time expenditures and CER in the use of SMP

for primary KOA treatment, considering the decrease in WOMAC-total
score

6 mec. / 6 months

WOMAC
3arparbl -CyMMapHbI
CER Costs WOMAC-total CER
score
9.7 572.4 43.2 13.3
35.0 1548.0 36.8 42.1
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3AKNIOYEHUE

Takum 06pasom, UTOroBble Pe3ynbTaTbl, KOTOPble HaMK Bblan

Nosly4eHbl NpK aHau3e U OLEHKe KypcoBoro (6 mec.) npumeHeHUs
cospemeHHbIx CMI (cTpykTym, apTpa) 1 npenapatos MK (octeHunn) u
No NOKa3aHWAM npenapaToB cMmMnToMaTtudeckoro psaga (HMBM v MK
MHTPAaPTUKYNAPHO) AEMOHCTPUPYIOT MONOKUTENBHOE BAUAHME Ha
BCE KNMHUYECKUE U OTAENbHbIE MHCTPYMEHTANbHbIE CUMNTOMbI (pe-

aKTUBHbIN CMHOBUT) NepBuuHOro OA (NMPEeMMyLLECTBEHHO B PaHHMX
cTagmnsAx 3a60/1eBaHMA) U, YTO HE MEHEE BaXKHO, MaKCUMa/IbHO IMMK-
TpytoT npuém HMNBIM. Mpu 3ToM 66110 YCTaHOBAEHO, YTO NPUMEHEHMWE
CTPYKTYMa B BUE MOHOTEPanum v no nokasaHWAM B COYETaHUM C npe-
napatamu InK (octeHnn) y naumeHToB ¢ paHHUMM nepBuyHbiM OA KC
ABNAETCA Hanbonee onpaBAaHHLIM C SKOHOMUYECKOM TOUYKU 3pEeHNUS.
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