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Background: About 7% of patients (pts) with arthritis are
pts with psoriatic arthritis (PsA) [1] and around 20-30% (range
of prevalence estimates 6 to 39%) of pts with psoriasis (Ps)
develop PsA [2]. After 10 years of PsA 55% of pts have deformity
of more than 5 joints [3]. The activation of T cells plays a key role
in the immunopathogenesis of PsA [4]. Leflunomide (LF) acts
precisely on this link of immunity. But until now, remain under-
explored the efficacy and toxicity of LF combination therapy
(COMBI) with non-biological disease-modifying antirheumatic
drugs (DMARD:s) in PsA. C-reactive protein (CRP), erythrocyte
sedimentation rate (ESR) in PsA correlate worse with the severity
of lesions of the joints than in RA [5]. As a new marker of
inflammation and bone resorption can be proposed matrix
metalloproteinase-3 (MMP-3) and pyridinoline.

Objectives: To evaluate the impact of LF combination
therapy with DMARD:s on the clinical activity and level of
MMP-3 and pyridinoline in adults with PsA.

Methods: 63 PsA pts with peripheral arthritis received LF
(20 mg/day) alone (32 pts — MONO group) or in addition to
Methotrexate (mean dose 12,7+3,0 mg/week) (19) or
Sulfasalazine (mean dose 2.0 g/day) (13) (COMBI group).
Response was evaluated according to PSARC and PASI criteria,
Health Assessment Questionnaire (HAQ), Disease Activity
Score (DAS) and DAS CRP, serum levels of CRP, ESR, MMP-
3 and pyridinoline (test systems by “Biosource” (USA) and
“Quidel” (USA)) at baseline and after 3 months of the treatment.

Results: Among 63 pts with PsA completion rate after
the 3-month observation was 95.2% (60 pts): 30pts in the
MONO group and 30 — in COMBI. After treatment in both
groups took place positive changes in the basic clinical and
laboratory parameters (Table 1): decreased number of swollen
and tender joints — by 72.6% and 63.1%, almost three times
shorter duration of morning stiffness, significantly improved
functional ability — HAQ fell by 37.8%, decreased of the ESR
and CRP (by 20.6% and 11%), DAS and DAS CRP - by 38.2%
and 10.7%. All changes in both groups were statistically
significant.

The efficacy in COMBI group was significantly higher
on the score of swollen joints (1.9 times), duration of morning
stiffness (2.8 times), DAS and DASCRP (1.4 times for both)
and PASI (2.3 times) compared with MONO. The number of
PsARC and PASI50 responders constituted 60.0% and 51.7%
in MONO group vs 70.0% and 36.7% in COMBI respectively
(p>0.05). The number of pts who have had good and moderate
response according to DASCRP was higher in COMBI group
compared with MONO: 86.7% vs 63.3% (n=2.15, p <0.05).
That was accompanied by decrease of MMP-3 (19.6%) and
pyridinoline (8.6%) levels. More striking changes were in the
group of PSARC responders (65% of pts). Levels of MMP-3
in this group decreased by 28.6%, pyridinoline — by 10.9% vs
3.6% and 0% in the group of non-responders respectively
(Table 2).

Table 1
Changes of clinical and laboratory parameters after 12 weeks of treatment in COMBI
and MONO groups (M £ 0 of A of absolute values)
Characteristic MONO COMBI All pts
Tender joints score (228 max.) -21,5£25,5%* -28,7+29 6% * -25,14£27,6**
Swollen joints score (222 max.) -6,33+7,67** -12,3£11,1%% -9,30+9,93**
Morning stiffness, min -46,7+£79 2%* -133,6=175,3** -90,1+141,8**
HAQ -0,38+0,45%* -0,26+0,34** -0,32+0,40%**
DAS -1,08+0,70** -1,52+1,08** -1,30+0,93**
DAS CRP -1,06+0,66** -1,50+£1,06+*° -1,28+0,90**
PASI -3,96+6,31** -8,97+£10,0%*° -6,47+8,67**
ESR, mm/h -2,70+7,35 -3,80+10,2* -3,2548,81**
CRP, Mg/l -1,36+3,52% -1,3544,17 -1,35+43,83%*
MMP-3, Hgr/ml -1,89+5,52 -4,83+7,69%*° -3,36+6,80**
Pyridinoline, nM/I -0,17+0,35** -0,18+0,28** -0,18+0,31**

* —p<0,05, ** —p<0,01 vs baseline values; $~p<0,05 —vs COMBL.
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Table 2
Laboratory parameters before and after 12 weeks of treatment in PSARC
responders and non-responders groups (M +0)
PsARC responders PsARC non-responders

Week 0 Week 12 Week 0 Week 12
ESR, mm/h 21,4+10.3 17,0£7,61% 22,3+14 4 21,2+123
CRP, mg/l 10,144,14 9,00+4,05* 9,39+4,71 7,5244 04%*
MMP-3, ngr/ml 18,2+8.80 13,0+4,59%*% 15,3+6.,90 15,3+5,74
Pyridinoline, nM/I 2,1140,67 1,88+0,65**° 1,96+0,56 1,89+0,46

* — p<0,05, ** — p<0,01 — significance of changes compared with baseline values??; ¥~ p<0,05, ¥ — p<0,01 compared with PsARC non-

responders.

Significant difference in the dynamics of ESR and CRP
between the groups of PsARC non-responders and responders
was not registered and significant decrease of CRP level in
PsARC non-responders was 19.9%. Before the treatment the
levels of pyridinoline and MMP-3 in PsARC responders were
higher compared with a group of PsARC non-responders by
7.6% and 18.9%. The changes in MMP-3 positively correlated
with the dynamics of the number of swollen joints (r = 0.29,
p <0.03) and duration of morning stiffness (r=0.52, p <0.001).
Reduction of MMP-3 was significantly greater in COMBI group—
24.4% vs 13.0% in MONO.

During the study 3 pts prematurely (up to 4 weeks of
treatment) discontinued the drug because of side effects (one
patient because of dermatitis, sensory neuropathy, and by
increasing the level of ALT more than 3 times above the ULN).
In 14 pts (23.3%) observed adverse events that did not require
discontinuation. Among all 17 cases of adverse events 58.8%
occurred in COMBI group and 41.2% in group of LF MONO
(p>0.05). The treatment tolerability was good in 73% of cases.

Conclusions: In pts with PsA who have inadequate
response to treatment with Methotrexate or Sulfasalazine
combination therapy with adding of LF should be used. The
use of the combination therapy is more efficiently compared
to monotherapy. There were no striking differences between
the toxicity of the COMBI and MONO groups. Among the

laboratory parameters serum level of MMP-3 more fully
reflects the dynamics of the clinical parameters of joint
inflammation. Significant reduction in levels of MMP-3 and
pyridinoline under the influence of treatment shows the ability
of LF to lower levels of inflammation and bone destruction.

Peyenzenm: un.-xop. HAMH Vkpainu, 0.me0.H.,
npogpecop Hemsiocenxo B.3.
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BrJINB NE®NYHOMIAY HA KNIHIYHY
AKTUBHICTb, PIBEHb MAPKEPIB 3AMNANEHHA
TA KICTKOBOI AECTPYKUII Y XBOPUX
3 NCOPIATUMHUM APTPUTOM

®edbkos [.11., SpemeHko O.b., SpemeHko K. M.

HaujoHanbHHUlU meduyHul yHisepcumem
imeHi O.0. Bozomorbusi

Pestome: BueyeHo Bnnve nednyHomigy (JIP) B cknagi
kombiHoBaHoi 6a3ncHoi Tepanii (KBT) Ta g9k moHoTepanii y
63 xBopux 3 ncopiatnyHum aptputom (McA). EcdpekTuBHicTb
J1® B koMbGiHaLii 3 cynbacanasMHomM YM METOTPEKCATOM €
BULLIOIO MOPIBHSAHO 3 MOHOTeparnieto JI® CTOCOBHO ypaxeH-
Hs1 cyrnoOiB (BuLa 4YacToTa AOCArHeHHs o6poi Ta 3agoB-
inbHOI Bignosiai 3a DAS(CPB)), wkipu (6inblwa KinbkicTb
xBopux — “Bignosigavis” 3a PASI 50) Ta 3HWXeHHs1 piBHA
MaTpuKCHOi meTanonpoTteiHa3un-3. CyTTeBMX BigMiHHOCTEN
y nepeHocumocTi J1® sik moHoTepanii Ta y cknagi KBT Hemae

KnrouoBi cnoBa: nednyHoMmig, ncopiaTMdHUA apTpuT,
MaTpUKCHa meTanonpoTeiHasa-3, NipuavHOMIH.

BINMUAHUE NEPNYHOMUOA HA KITMHUYECKYIO
AKTUBHOCTb, YPOBEHb MAPKEPOB
BOCMNANEHWUA U KOCTHOW OECTPYKLIUK
Y BONbHbLIX C NTCOPUATUYECKUM APTPUTOM

®eldbkos .11., SApemeHko O.b., Spemerko E.M.

HauyuoHanbHHUl mMedQuyuHCKUl yHugepcumem
umeHu A.A. boeomornbua

Pestome: V3yueHo BnusiHue nednyHomunaa (J1d) B cocra-
BE KOMOUHMpoBaHHoW 6asucHon Tepanun (KBT) 1 B kadecTBe
MOHOTepanuu y 63 60MbHbBIX C NCOPUATUYECKUM apTPUTOM
(McA). 3ddekTnBHOCTL J1P B coveTaHum ¢ cynbcacanasnHomM
W METOTPEKCATOM BbILLIE B CPAaBHEHME C MOHOTepanuen 1P
OTHOCUTENBHO NMOPaXeHUs1 CyCTaBoB (Bblle YacToTa AoCTU-
XEHWs Xopollero n yAoBNeTBOPUTENbHOIO OTBeTa Mo
DAS(CPB)), koxw (6onbLuee konmyecTBo GomnbHbIX — “OTBET-
ynkos” no PASI 50) n CHMXeHWS ypoBHA MaTpUKCHOW MeTar-
nonpoTtenHasbl-3. CyLLEeCTBEHHbIX Pasninin B NEPEHOCMMOCTH
J1® B kauecTBe MoHoTepanuu 1 B cocTaBe KBT Her.

KnioueBble crnoBa: nednyHomMua, NncopmaTu4ecknin apT-
pWT, MaTpyKCHaa MeTannonpoTenHasa-3, NUPUANHOMMH.

36

YKpaiHCbKUii HayKOBO-MEANYHNIA MOMOADKHWUI XXypHan

Ne 3 + 2012



