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Resume. The aim of the study was to evaluate the efficacy of two anti-TNF-alpha biological agents: Adalimumab (humanized
monoclonal anti-TNF-alpha antibody) and Infliximab (chimeric monoclonal antibody that binds both circulating and
membrane-bound TNF-alpha receptors) in treatment of Juvenile Idiopathic Arthritis related uveitis. 37 children (73 % girls)
with uveitis associated with aggressive forms of JIA who failed Methotrexate and topical treatment; Methotrexate and other
immunosuppressive agents and systemic corticosteroids were included in the study. The age of patients at the beginning
of biological therapies ranged 5-17 years. In ADA group the remission was observed in 61 % of cases, in 18 % we saw the
reduction of flare-ups and in 14 % of children we registered exacerbation of the disease which was caused in most cases by
discontinuation of non-biological drug. In INF group we observed remission in 78 % of the cases, no improvement in 22 %.
The speed of remission in JIA associated uveitis treated with ADA and INF depended on the severity of uveitis, the time between
the beginning of the disease and administration of immunosuppressive therapy. Early administration of anti-TNF-alpha agents,
when there is no results from standard immunosuppressive therapy, allowed us to achieve remission in a shorter period of time
and also allowed as to decrease the severity of complications of uveitis, as well as reduce the side effects of immunosuppressive
therapy, especially of corticosteroids. This study needs to be continued to enroll more patients and to increase the follow-up

time to evaluate the long-term efficacy and safety of anti-TNF-alpha agents in JIA associated uveitis.
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INTRODUCTION

As it is known uveitis is the inflammation of the
uvea by definition, but for a rather long time the term
“uveitis” was used to identify inflammation in any
part of the eye (retinitis, chorioretinitis, scleritis, epis-
cleritis) [1]. According to some authors [12] one of the
most common causes of uveitis in childhood is Juve-
nile Idiopathic Arthritis (JIA). The incidence of eye in-
volvement in JIA can be as high as 10-20% [3, 10, 11].
Oligoarthritis which contributes to 40-60% of all JIA
cases is the most common pathology type associated
with uveitis. Oligoarthritis is known to be more com-
mon among girls (ratio M:F=1:5) with the most
common age of manifestation being around 2 years of
age [6]. The second peak of the disease manifestation is
during the puberty [7]. Young girls (<4 years of age)
with oligoarthritis and antinuclear antibodies (ANA+)
are at highest risk of developing chronic asymptomatic,
nongranulomatous anterior uveitis. Patients with JIA
associated uveitis are usually asymptomatic at early
stages. In 20-30% of cases uveitis may occur a few
years before joint manifestation. As the result of those
two factors we often see the delay in the treatment or
not adequate treatment [4]. As the sequela of this chain
30-40% of cases develop irreversible sight-threatening
complications [5, 13, 16]. As the result of poor control
of inflammation during the beginning of the disease,

the complex surgical intervention is necessary to re-
store sight in older age [2, 8]. On the other hand early
and aggressive treatment of JIA associated uveitis can
help better control inflammation and can help to elimi-
nate inflammation before development of irreversible
ophthalmic pathology [9, 14, 15].

The goal of the study was to evaluate the efficacy
of two anti-TNF-alpha biological agents: Adalimumab
(ADA, humanized monoclonal anti-TNF-alpha anti-
body) and Infliximab (INF, chimeric monoclonal anti-
body that binds both circulating and membrane-bound
TNF-alpha receptors) in the treatment of Juvenile idio-
pathic

MATERIALS AND METHODS

Thirty-seven children (73 % of them girls) with ag-
gressive forms of JIA with uveitis who failed Metho-
trexate and other immunosuppressive agents including
systemic corticosteroids were enrolled in the study.
In 8 children uveitis was in remission at the begin-
ning of anti-TNF-alpha treatment, in others previous
programs of systemic and topical treatment were in-
effective. The age of the patients at the beginning of
anti-TNF-alpha treatment ranged from 5 to 17 years.
All patients were divided into two groups: one group
(28 patients) was receiving ADA, and the other group
(9 patients) was receiving INF. ADA was prescribed at
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Table 1
Frequency of JIA subtypes in groups (P>0.30)
Type of arthritis ADA (n=28) INF (n=9)
Oligoarticular, n (%) 20 (71.4) 5 (55.5)
Polyarticular, n (%) 7 (25.0) 4 (44.5)
Psoriatic arthritis, n (%) 1(3.6) 0 (0.0)

the dose of 40mg sq every 2 weeks. INF was used in-
travenously 5-6 mg/kg at week 0—2-6 and after it every
8 weeks. Duration of treatment was 3—48 months. In the
first group (ADA) there were 67.9 % of girls in the sec-
ond group (INF) — 88.9% (p=0.39). The difference in
number of subtypes of JIA between groups was not sig-
nificant (tab. 1).

Both biological anti-TNF-alpha medications were
used in combination with other therapy. The frequency
of administration of non-biologics was the same in both
groups (tab. 2).

The efficacy of treatment was assessed by reduction
of flare-ups and by the reduction of activity of uveitis.

RESULTS

In ADA group the remission was observed in 61 %
of cases, reduction of number of flare-ups was regis-
tered in 18 % and in 14 % of children we saw worsening
of the disease which was caused in most of the cases by
discontinuation of non-biological drug. In 3,5 % of cas-
es after 29 months of treatment we needed to increase
the dose or frequency of administration of the drug to
achieve remission of arthritis and uveitis. In 3,5 % treat-
ment of JIA associated uveitis with ADA was ineffec-
tive.

In INF group we observed remission in 78 % of the
cases, no improvement in 22 % of cases.

In the ADA group the average follow up period was
10 months (range 3—48 months). Six patients were treat-
ed with biologics prior to enrollment in the study: one
child received INF and Abatacept, one child received
Abatacept and three children were treated with INF
alone. One child was on Etanercept. The treatment
was ceased in all 6 children due to absence of efficacy.
The child who was on Etanercept for arthritis developed
the first episode of uveitis.

Six patients in ADA group had remission of uveitis
at the beginning of anti-TNF-aplha treatment. During
the 6 month period of follow-up we didn’t register any
flare-ups of uveitis in these patients.

The length of uveitis in ADA group ranged from
9 months to 10 years before starting ADA. Twenty two
of 28 children in the ADA group had a clinical picture
of iridocyclitis, 5 patients had a clinical picture of panu-
veitis, and one had a peripheral uveitis. Twenty one chil-
dren had bilateral involvement and only 7 had unilateral
uveitis. After administration of ADA 17 patients had a
complete remission, 5 patients decreased the frequency
of flare-ups, 3 had recurrence of uveitis after Metho-
trexate was abandoned. One patient had a flare-up of
uveitis after ADA was ceased due to mononucleosis. In
one patient after 29 months of treatment due to ongoing
flare-ups the dose was increased to 80 mg for 4 months
without any improvement, but after the increasing of
frequency of drug injection to Qweek for 4 months a re-
mission was achieved in 2 weeks and after 4 months
of this treatment we were able to return to the regular
protocol. In one patient we didn’t achieve any improve-
ment of chronic uveitis and arthritis. Therefore, ADA
was ceased after 6 months and the child was switched
to another drug.

Depending on the severity, we observed remission
of uveitis in 0.5—4 months from the starting injection of
ADA. After we added ADA topical Prednisone was ta-
pered within 1.5-3 months and none of the patients re-
quired regional injections of steroids. Topical NSAIDs
were stopped within 8 months after initiation of treat-
ment with ADA.

Therapy with ADA gave us the chance to cease non-
biological immunosuppressive agents, which was im-
portant especially in children who were receiving si-
multaneously 2 non-biological agents. Cyclosporine A
was ceased in 3 cases: on week 2, month 5 and month
39 after starting ADA. No exacerbations of uveitis were
revealed after cessation till the end of follow-up period.

In ADA group 17 patients achieved a stable remis-
sion of arthritis, 7 children with severe arthritis had im-
provement and 2 children had flare-ups of arthritis after
Methotrexate had been ceased and 1 patient had ongo-
ing exacerbation of arthritis.

Table 2
Frequency of non-biologics used in combination with biologics in groups (P>0.70)
Non biologics ADA (28) INF (n=9)
Methotrexate 21 (75.0) 7(77.8)
Leflunomide 1(3.6) 0 (0.0)
Methotrexate and Cyclosporine A 6(21.4) 2(22.2)
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In 9 patients enrolled in the INF group the average
follow up time was 12 months (range3—24 months).

Duration of uveitis before the beginning of treatment
with INF was 9—14 years. Iridocyclitis was revealed in
66.6% of children of INF group, 33.3% of them had
panuveitis. Bilateral involvement was obvious in 66.7 %
of cases. The range of severity of the disease was the
same as in the ADA group.

In INF group we saw the remission in 78 % of the
cases. In one patient treatment was declared ineffi-
cient due to ongoing arthritis after 6 months of therapy.
Two patients had active chronic uveitis and arthritis and
we were to switch to ADA. Two children started INF
while uveitis was in remission and stayed in remis-
sion for 6 months while they were under our care. Four
patients had a total remission of arthritis, 2 — arthri-
tis improvement, 2 had reactivation of arthritis after
Methotrexate was discontinued and 1 had exacerbation
of arthritis despite the therapy.

DISCUSSION/CONCLUSIONS

Our experience shows that switching to ADA in
therapies of JIA associated uveitis in cases when the
disease is resistant to treatment with common com-
bination of different immunosuppressive agents, was
effective in most cases. In 27 of 28 children of ADA
group we registered improvement, remission or ongo-
ing remission of uveitis. Of 9 children with JIA-asso-
ciated uveitis in whom previous standard immunosup-
pressive therapies with different agents had no effect
and which were enrolled in the INF group, switching
to treatment with INF caused improvement in 7 cases.
We did not see any major difference in the efficacy
of treatment of JIA-associated uveitis in children with
ADA or INF.

Our experience in ADA treatment of uveitis shows
good result in control of uveitis independent from the
severity of the disease and despite it was used as a first-,
second- or third-line agent among the biologics. We ob-
served improvement of uveitis in 5 children who failed
treatment with INF and Abatacept prior to administra-
tion of ADA.

The speed of remission in patients with JIA asso-
ciated uveitis treated with ADA and INF depends on
the severity of uveitis, the time between the beginning
of the disease and administration of immunosuppres-
sive therapy. Early administration of anti-TNF-alpha
agents, when we don’t see positive results of the stan-
dard immunosuppressive therapies, allow us to achieve
remission in a shorter period of time and also allow as
to decrease the rate and the severity of complications
of uveitis, as well as reduce the side effects of immu-
nosuppressive therapy, especially of corticosteroids.
This study needs to be continued to enroll more patients

and to increase the follow-up time to evaluate the long-
term efficacy and safety of anti-TNF-alpha agents in
JIA associated uveitis.
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PE3YJIbTATblI IEHEHUA YBEUTA,
ACCOLMUNPOBAHHOTO C HBEHUJIbHbIM
UWONOMNMATUYECKUM APTPUTOM,
UHTUMBUTOPAMU DHO-AJIbDA

laiioap E.B., Kocmuk M. M., CHezaupesa /1.C., [ly6ko M. @.,
Macanosa B.B., Cepozodckas E. /., Mayuesckas A.C.,
XaliHec A.

¢ Resume. lNpoaHanunsnposaHa 3pHeKTUBHOCTb NPUMEHEHMS
reHHO-UHXeHepHoW 6uonoruyeckon tepanum (TMBT) aByma
npenapaTtamu, 610KMpyOWUMU GaKTOP HEKPO3a onyxonen-a
(PHOq), — apanumymab (AOA) u uHbauk-cumab (MHD) y
fneTen, CTpajaloWmMX YBEUTOM, aCCOLMMPOBAHHBLIM C iOBe-
HUNbHBIM MAnonaTuyeckum aptputom (IOUA), pesncTeHTHbIM
K KOMOWMHWMPOBAHHOM Tepanuu MeTOTPeKCaToM C Tomnu4e-
CKMM CTepouaamu, a Takke K KOMOBMHAUMKM MeToTpekcaTa C
LpyrumMn Hebuonormyeckumm 6onesHb-moandUUMpyoWUMm
npotMeBopeBMaTuyeckummn npenapatamu (BMMM) n cuctem-
HbIMKU KOpTUKOCTepouaamu. B uccnepgoBaHue BKIOYEHO
37 petewt (73 % pesouku). Bo3zpact nauneHToB coctaBun ot
5 po 17 net Ha MoMeHT Havana MBT. Mpu npumeHennn AA
CTOMKas peMuccus yseuta Hactynuna B 61 % cnyvaes, B 18 %
CHM3MMACb YacToTa peumavBoB, ¥ 14 % peteit 3apeructpu-
poBaHbl 060CTpeHus 3aboneBaHus, KOTOpble, Kak NpaBuio,
OblIM CBA3aHbl C OTMEHOM CONYTCTBYHOLWEN LUTOCTAaTUYECKOM
Tepanuu. Ha tepanun UH® y 78 % neteit 3aperucrpmpo-
BaHa CTOMKas pemuccus, y 22 % peteit neyeHune okasanochb
HeapdekTUBHbIM. CPOKM HACTYNNEHUS PEMUCCUM YBEWUTA Ha
doHe Tepanum ALA, MH® 3aBUCAT OT TAKECTU NOpPaKeHUs
rnas, CpoOKOB Ha3HAaYeHWs MMMYHOCYMpPeCCUMBHOM Tepanuu.
PaHHee HasHauyeHune Tepanun TUBT npu otcytceBumn sddekTa
OT CTaHAAPTHOM Tepanuu Hebuonornyeckumu BMIM nosso-
nseT LOCTUYb peMUccun B bonee KOPOTKME CPOKM, a TakxKe
YMEHbLWMWTb YaCTOTy U CTEMEHb BbIPAXXEHHOCTU OC/IOXHEHUN,
06YyC/NIOBIEHHbIX KaK CaMWM BOCMAAUTENbHbIM MPOLLECCOM,
Tak M N060YHbIMK 3P eKkTaMu NeKapCTBEHHbIX NpenapaTos, B
4acTHOCTU KOpPTMKOCTEPOUAOB. [laHHOe uccnenoBaHue Tpeby-
€T NPOAOJIKEHUS B YACTU YBENIMUEHUS YNCIIEHHOCTU BbIBOPKYM
M MPOAOMKMTENbHOCTU Mepuoaa HabNAeHUN ONS OLEHKM
[ONTOCPOYHOM 3 PeKTUBHOCTM M Be30macHOCTM NpuMeHe-
Hug 6nokatopoB ®HO-a B Tepanun HOMA-accounmpoBaHHbIX
YBEUTOB.

¢ Key words: yBeuT; HOBEHUNbHbIA WMAMONATUYECKUIA ApTPMUT;
6nokaTopbl hakTopa HeKpo3a onyxonew-anbda.
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