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K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Abstract.

Introduction: Pulmonary sarcoidosis is considered refractory
if glucocorticoids (GCs) at a maintenance dose of at least 10
mg/day (prednisolone equivalent) and methotrexate (MTX),
including their combined use, are not effective enough to
achieve clinical remission.

Aim: To study the rate of refractory pulmonary sarcoidosis
after conventional treatment with methylprednisolone (MP)
and/or MTX in patients with newly diagnosed disease.

Materials and Methods: 250 patients with newly diagnosed
pulmonary sarcoidosis (106 men and 144 women; mean age 44
years) were examined. Radiological stage I was established
in 237 (94.8%) patients, stage III — in 13 (5.2%). GCs therapy
was carried out using MP in 190 patients at an initial dose
of 0.4 mg/kg/day for 4 weeks with a gradual decrease to a
maintenance dose (0.1 mg/kg/day) by the end of the 6th month.
In the presence of contraindications or serious adverse effects
of MP (60 patients), MTX was used at a dose of 15 mg/week.
Patients without contraindications and serious adverse effects
of MP treated with MTX, in case of initial therapy failure, were
prescribed combined therapy with MP (12 mg/day) and MTX
(10 mg/week).

Results: Based on combination therapy outcomes, as well as
taking into account the cases of MTX therapy failure in patients
with contraindications or serious adverse effects of GCs therapy,
refractory pulmonary sarcoidosis was diagnosed in 27 (10.8%)
patients. Patients with refractory pulmonary sarcoidosis were
more likely to have stage III disease (Pearson's y2 test = 5.766,
p = 0.018), as well as extrapulmonary lesions (}2 test = 4.672,
p=0.031).

Conclusion: The high rate of conventional therapy failure
using first- and second-line medications in patients with newly
diagnosed sarcoidosis determines the relevance of further study
of the causes, development of risk criteria and new approaches
to the treatment of refractory pulmonary sarcoidosis.

Key words. Refractory pulmonary sarcoidosis, incidence,
methylprednisolone, methotrexate.

Introduction.

Sarcoidosis is a multisystem disorder of unknown cause(s). It
commonly affects young and middle-aged adults and frequently
presents with bilateral hilar lymphadenopathy, pulmonary
infiltration, and ocular and skin lesions. The liver, spleen,
lymph nodes, salivary glands, heart, nervous system, muscles,
bones, and other organs may also be involved. The diagnosis
is established when clinical and radiological findings are
supported by histological evidence of noncaseating epithelioid
cell granulomas [1,2]. In 2021, the ERS Task force report “ERS
clinic practice guidelines on treatment of sarcoidosis” was
published, which identified completely new approaches to the
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treatment of patients with sarcoidosis [3]. The main principle of
treatment of patients with pulmonary sarcoidosis is to achieve
a balance between: a) minimizing the risk of disability, death
due to lung damage or reduced quality of life; and b) the risk of
comorbidity and a decrease in the quality of life as a result of the
effects of GCs and other types of therapy [3].

According to the European Respiratory Society (ERS) 2021
guidelines, GCs remain the first-line therapy for patients
with pulmonary sarcoidosis. In the treatment of pulmonary
sarcoidosis without an involvement of heart, central nervous
system (CNS), and eyes, GCs are used in medium doses (the
initial dose is usually 0.5 mg/kg of body weight per day,
prednisolone equivalent, for at least 4 weeks). The dose is then
tapered within 8 weeks so that by the end of the third month
it is 0.25 mg/kg. After 3 months from the start of treatment,
its efficacy is assessed. If clinical and radiological condition
improved, the dose should gradually be tapered to 0.125 mg/
kg by the end of the 6th month. During the subsequent period of
treatment, the dose remains unchanged [4].

However, some patients may have contraindications to GCs.
In addition, GCs therapy may be not effective or lead to the
development of serious adverse effects. In such cases, treatment
with a second-line drug MTX is recommended. If GCs and MTX
failed, treatment with the third-line drug infliximab should be
suggested [3].

About 5% of patients with sarcoidosis die of this disease
[3,5,6]. Pulmonary and cardiac complications are the most
common causes of death from sarcoidosis in its chronic course,
which in turn is due to refractoriness.

There is no generally accepted definition of refractory
sarcoidosis, and there are no recommendations for its treatment.

In 2016, Korsten et al. proposed the following definition for
refractory pulmonary sarcoidosis:

1. Progressive pulmonary disease despite GCs therapy at
adequate dosage defined as at least 10 mg of prednisone once
a day and duration of therapy of at least 3 months after initial
dosages of 2040 mg per day for 1-3 months and need for
additional therapy due to lack of efficacy, GCs toxicity or severe
side effects

2. Treatment started for impaired quality of life due
to progressive pulmonary symptoms with or without
additional disease manifestations (e.g., disfiguring disease,
neurosarcoidosis, etc.) [7].

Thus, this definition of refractory sarcoidosis is limited only to
refractoriness to GCs therapy without considering the potential
effect of alternative (MTX) treatment. Goldman and Judson
proposed to use the term “Corticosteroid refractory sarcoidosis”
to characterize this disease state [8].

In the STAT cohort (sarcoidosis treated with tumour necrosis
factor antagonists), refractory sarcoidosis was defined as a
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condition in which second-line immunosuppressants were not
sufficient to achieve satisfactory control of the disease [9].

Inaprospective trial, Sweiss et al. defined refractory pulmonary
sarcoidosis as the disease in patients with symptomatic
sarcoidosis taking GCs over 10 mg/day or symptomatic
sarcoidosis with a GCs sparing agent [10].

El Jammal et al suggested to define refractory sarcoidosis as
a situation in which GCs and second-line treatment(s) (MTX,
azathioprine, leflunomide, antimalarials, or mycophenolate
mofetil) are not sufficient to achieve clinical remission with a
GCs dosage under 10 mg/day [11].

Considering the 2021 ERS recommendations providing for
MTX only as a second-line drug, and considering the need for
a combination treatment in cases of monotherapy failure, the
definition by El Jammal et al. can be formulated as follows:

Pulmonary sarcoidosis should be considered refractory if
GCs at a maintenance dose of at least 10 mg/day (prednisolone
equivalent) and MTX, including their combined use, are not
effective enough to achieve clinical remission.

Below are the main options of therapy failure, to be considered
refractory pulmonary sarcoidosis.

1. Insufficient efficacy of MTX monotherapy prescribed as a
starting agent due to contraindications to GCs, or due to serious
adverse effects of GCs.

2. Insufficient effectiveness of combination therapy using GC
and MTX, prescribed due to resistance to GCs.

Data on the incidence of refractory sarcoidosis are highly
variable, ranging from 10% to 20-40% of patients after GCs
treatment, including GCs sparing agents [7,12].

Aim.
The aim was to study the rate of refractory pulmonary

sarcoidosis after treatment with MP and/or MTX in patients
with newly diagnosed disease.

Materials and Methods.

250 patients with pulmonary sarcoidosis (general group)
were examined, including 106 men (42.4 %) and 144 women
(57.6 %), mean age 44 years (22—74). Radiological stage 11 was
established in 237 (94.8 %) patients, stage III —in 13 (5.2 %).

In accordance with an official document of American Thoracic
Society (ATS) “Diagnosis and Detection of Sarcoidosis. An
Official American Thoracic Society Clinical Practice Guideline”
[13], the diagnosis of sarcoidosis was based on three main
criteria: compatible clinical manifestations, the presence of non-
necrotizing granulomatous inflammation in one or more tissue
samples (if a lung biopsy was necessary), and the exclusion of
alternative causes of granulomatous process.

All patients were examined by high-resolution computed
tomography (CT) using an Aquilion TSX-101A multislice CT
scanner (Toshiba). CT results were evaluated using the criteria
described by Veltkamp and Grutters [14].

The main criterion for inclusion of patients in the study was the
diagnosis of newly diagnosed pulmonary sarcoidosis without
any prior specific therapy. The second important inclusion
criterion was the absence of CT signs of interstitial lung fibrosis,
which allows to exclude patients with a long-term disease with
the maximum probability.
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Table 1. Extrapulmonary manifestations of sarcoidosis.

Extrapulmonary lesions n %
Skin 17 6.8
Liver 5 2.0
Peripheral lymph nodes 4 1.6
Joints 3 1.2
Heart 3 1.2
Bones 3 1.2
CNS 1 0.4
Eyes 1 0.4
In total 37 14.8

Extrapulmonary manifestations of sarcoidosis were observed
in 14.8 % of patients (Table 1). At the same time, skin lesions
were more often observed (6.8 %).

Treatment of patients with pulmonary sarcoidosis was
prescribed according to the recommendations of the Regulations
of the ATS, ERS and the World Association of Sarcoidosis
and Other Granulomatous Diseases (WASOG) "Statement
on Sarcoidosis", 1999 [2] and the national clinical protocol
"Sarcoidosis" (2014). Patients with newly diagnosed pulmonary
sarcoidosis are prescribed first-line medications (GCs) in the
following cases:

« At all stages of sarcoidosis with extrapulmonary
manifestations — sarcoidosis of heart, CNS, eyes.

* At stage Il sarcoidosis with clinical manifestations (cough,
shortness of breath, chest pain, decreased physical activity) and/
or with moderate lung function impairment.

* Progression of the disease according to CT data (enlargement
of lymph nodes, increase in areas of parenchymal lesions) after
a 3-month follow-up period after spontaneous remission.

+ At stage III of the disease, spontaneous remissions are
relatively rare in this category of patients. In addition, most
patients with stage III sarcoidosis have pronounced clinical
manifestations (shortness of breath, cough), impaired ventilation
and diffusing capacity of the lungs.

It should be noted that the above indications for GC therapy
are in compliance with ERS 2021 recommendations [3].

GCs therapy using MP was initiated in 190 patients (Group 1 -
MP). The initial MP dose was 0.4 mg/kg daily for 4 weeks, and
then the dose was gradually reduced to 0.2 mg/kg by the end of
the 3rd month and to 0.1 mg/kg (maintenance dose) by the end
of the 6th month. After the achievement of clinical cure phase,
MP therapy at a dose of 0.1 mg/kg/day continued for at least 6
months. Since in the majority of patients the normalization of
the clinical condition and CT data usually occurs at the 3rd visit
(after 6 months of treatment), the total duration of GCs therapy
was at least one year on average.

Based on the data of numerous studies on the efficacy and
safety of MTX in patients with pulmonary sarcoidosis, including
large retrospective studies, MTX was prescribed in the presence
of contraindications to GCs therapy [3,15-18]. The following
contraindications for GCs use were established: diabetes
mellitus, osteoporosis, severe arterial hypertension, peptic
ulcer of the stomach and duodenum, thrombophlebitis, mental
diseases. MTX as monotherapy was also prescribed in cases of
serious adverse effects of GCs (uncontrolled hyperglycemia,



mental disorders, osteoporosis). Eighteen patients with newly
diagnosed pulmonary sarcoidosis had a negative attitude
towards long-term systemic hormonal therapy, and therefore
preferred the alternative treatment with MTX. In total, MTX
monotherapy was used in 60 patients (Group 2 - MTX).

MTX was prescribed at a dose of 15 mg once a week. Before
starting therapy and monthly during treatment, a complete
blood count and blood chemistry were performed to determine
the concentration of ALT, creatinine, leukocytes, and platelets.

Treatment outcomes were assessed on the basis of clinical
examination and CT scans at 3, 6, and 12 months of therapy and
until clinical cure was achieved. With the disease progression
or the absence of a positive effect of GCs (improvement) after
6 months of treatment, patients were prescribed combination
therapy: MP at a dose of 12 mg/day daily and MTX at a dose
of 10 mg weekly. A group of patients without contraindications
and serious adverse effects of MP who received MTX, with
initial therapy failure, was also prescribed combination therapy.

In patients with progression or stabilization of the disease,
despite the combined therapy for 6 months, the course of
pulmonary sarcoidosis was assessed as refractory. In addition,
a few cases of MTX monotherapy failure in patients with
contraindications or serious adverse effects of GCs were
considered refractory sarcoidosis.

Statistical methods.

Pearson's y2 test was used to compare data on categorical
variables presented as numbers and percentages. All
measurements were two-sided with a significance level of p <
0.05.

Results.

Analysis of treatment outcomes in patients with newly
diagnosed pulmonary sarcoidosis showed that the therapy was
effective in 188 (75.2 %) patients. At the same time, treatment
with MTX did not significantly differ from GCs therapy with
MP in terms of the success rate (Table 2).

Resistance to GCs therapy (progression or stabilization during
treatment) was observed in 55 (28.9%) patients. MTX therapy
failure was observed significantly less frequently (7 patients -
11.7%; 2 test = 7.300; p = 0.007), predominantly in patients
with macronodular lesions of the parenchyma.

Combination therapy with MP and MTX was prescribed due
to the insufficient efficacy of GCs therapy, and in patients from
the MTX group who had no contraindications or serious adverse
effects of GCs requiring the MP discontinuation.

Based on the outcomes of combination therapy, as well
as considering cases of MTX failure in patients with
contraindications or serious adverse effects of GCs therapy,
refractory pulmonary sarcoidosis was diagnosed in 27 (10.8%)
patients.

Table 3 shows the characteristics of patients with refractory
pulmonary sarcoidosis.

As it can be seen from the table, women prevailed (66.7
%) among patients with refractory pulmonary sarcoidosis,
the average age was 46 years (25-74), same as in general
group. Patients with refractory pulmonary sarcoidosis were
significantly more likely to have stage III disease, as well as
extrapulmonary lesions.
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Table 2. Treatment outcomes.

Outcomes gigﬁ;al Group1-  Group2-

(n = 250) MP (n=190) MTX (n = 60)
Clinical remission
with CT data 188 (75.2%) 135(71.1 %) 53 (88.3 %)
normalization

Progression or
stabilization of the
disease

62 (24.8%) 55(289%) 7(11.7%)

Table 3. Characteristics of patients with refractory pulmonary
sarcoidosis.

Characteristics of Successful Refra.ct()r.y 5
atients therapy sarcoidosis 'y test
P n=223 n=27
Median age (range) 44 (22-74) 46 (25-74) n/a
1.019
V) 0,
Males 97 (43.5%) 9(33.3 %) p=0.313
Females 126 (56.5 %) |18 (66.7 %) 1019
) ' p=0.313
Radiological stage II 214 (96 %) 23 (85.2 %) 3766
) p=0.018*
Radiological stage III 9 (4 %) 4 (14.8 %) 3766
’ p=0.018%
Extrapulmonary o o 4.672
lesions 25(11.2%) 7 (25.9 %) p=0.031*
Including: o o 0.018
skin 15 (6.7 %) 2 (7.4 %) p=0.895
: 0.448
0, 0,
liver 4 (1.8 %) 1 (3.7 %) p=0.504
.. 1.600
0 0
joints 2 (0.9 %) 1 (3.7 %) p=0.206
1.600
0, 0,
heart 2 (0.9 %) 1(3.7 %) p=0.206
1.600
0, 0,
bones 2(0.9 %) 1 (3.7 %) p=0.206
8.292
V)
CNS 0 1(3.7 %) p=0.004*
Discussion.

Most investigators consider pulmonary sarcoidosis to be
refractory when first-line medicinal products (GCs) at a
maintenance dose of at least 10 mg/day (prednisolone equivalent)
and second-line medicinal products (MTX), including their
combined use, are not effective enough to achieve clinical
remission [9,10,11].

Goldman and Judson proposed considering all cases of disease
progression at the stage of tapering the dose of GCs from
initial to the maintenance one (at least 10 mg/day prednisolone
equivalent) “corticosteroid refractory sarcoidosis” [8].

Significant variability in the incidence of refractory sarcoidosis
seems to be due to the lack of generally accepted criteria for the
diagnosis, as well as the inclusion of patients with a different
course of sarcoidosis, from newly diagnosed to chronic with a
long history of the disease, in the study.

The main inclusion criterion in our study was the diagnosis of
newly diagnosed sarcoidosis without previous specific therapy,
as well as the absence of CT signs of interstitial pulmonary



fibrosis in order to exclude patients with a long history of the
disease.

Even though the criteria for the diagnosis of sarcoidosis
and the methods of treatment corresponded to international
standards, refractory sarcoidosis after treatment with MP and/or
MTX was observed in a significant proportion of cases - in 10.8
% of patients [2,3,13].

Conclusion.

The high rate of conventional therapy failure in patients with
newly diagnosed pulmonary sarcoidosis using first- and second-
line medications determines the relevance of further study of the
causes, development of risk criteria and new approaches to the
treatment of refractory pulmonary sarcoidosis.
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Heab: M3y4nuTh 4acTOTy pedpaKkTepHOrO CapKOM03a JIETKUX
Tocie CTaHAAapTHOTO JIEYEHWs MeTwinpeanusonoHom (MIT)
n/mwmn MTX y manueHTOB ¢ BIEPBBIE JHAarHOCTHPOBAHHBIM
3aboseBannemM. Martepuanast 1 Metoabr: OOcienoBano 250
OOJIBHBIX BIIEPBBIE AMArHOCTHPOBAHHBIM CapKOMUI030M JIETKHX
(106 mMy>xunH u 144 xeHIIMHBI, cpeqHUH Bo3pacT — 44 roxa.
II penTrenonornyeckas craaus Oblia ycranosnena y 237 (94,8
%) 6ompHbIX, 111 —y 13 (5,2 %). GC-Tepanust npoBoAWIACH C
ucnoip3oBanueM MITy 190 6onpHBIX B HadanbHO# 103¢ 0,4 mMr/
KI/7IeHb B Te4eHHUe 4-X HeJelb C MOCTEIIEHHBIM €€ CHIKEHUEM
1o moanaepxwusatomeit (0,1 Mr/kr/neHs) K KOHILy 6-ro MecsIa.
[Ipn HamMuYMK TPOTHBOIIOKA3aHUH MM CEPhE3HBIX MOOOYHBIX
a¢¢pexror MII (60 nanmenTos), npumensutt MTX B mo3e 15 mr/
Hen. [TarmeHTam 6€3 IpOTHBONOKA3aHHUH M CEPhe3HBIX TOOOUHBIX
spdexroB MII, momywaBmmx MTX, npu HeaddekTHBHOCTH
WHHUIMAJBHOW  Tepanuu  Ha3HaYald  KOMOMHHPOBAaHHYIO
tepanuto MII (12 mr/nens) 1 MTX (10 mr/men). Peyabrarsr:
[lo pesynpraraM KOMOMHMpPOBAHHOH Tepamuy, a TakXke C
yd4eToM ciyuaeB HeycrnemHoili MTX Tepamuu y manueHTOB
C TPOTHBOINOKA3aHUSIMH WM CEPbE3HBIMH IMTOOOYHBIMHU
spdexramu GC Tepanuu, peppakTepHBI CapKOWI03 JIETKUX
6b11 KoHCcTaTHpoBaH y 27 (10,8 %) mamueHToB. Y OOIBHBIX
C pedpakTepHBIM CapKOMJO30M JIETKUX dYalle OTMedalach
[I cramus 3aboneBanus (kpurepuid y* [Tupcona = 5,766, p =



0,018), a TakKe IKCTpAITYTILMOHAIBHBIE TOPAXKEHUs! (KPUTEPHI
¥ =4,672,p=0,031).

3akiaouenne: Bricokasg dacToTa ciIy4aeB HEyCHELIHOMN
CTaHJApTHOM Tepanuu MpenaparaMu MepBOi M BTOPOH JTMHUU
y TalMeHTOB C BIEPBHIC JAUATHOCTUPOBAHHBIM CAapKOHJI030M
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0o0yCIIOBIIMBAE€T  aKTyaJbHOCTh  JajbHEHIIET0  M3YyYeHHMs
MIPUYMH, pa3paboTKU KPUTEPUEB PUCKA M HOBBIX MOAXOIOB K
JICYCHHUIO pePpPaKTEPHOTO CAPKONI03a JETKHX.
KaloueBsie caoBa: Refractory pulmonary
incidence, methylprednisolone, methotrexate.

sarcoidosis,



	Title

