YK 616.5-004.1-06:616.24-07-08](571.1)
https://doi.org: 10.20538/1682-0363-2020-3-113-119

Ways to improve the diagnosis and treatment of interstitial lung disease
associated with systemic sclerosis in the Siberian Federal District (materials
of the advisory board of rheumatologists and pulmonologists from
December 08, 2019)

Alekseeva L.l.', Terpigorev S.A.%, Zonova E.V.?, Kudelya L.M.> %, Babadaeva N.M.¢,
Teteneva A.V.*7, Kondrashov A.A.5, Orlov D.N.8, Raskina T.V.%, Anoshenkova O.N.3,
Chasovskikh Yu.P.2, Kropotina T.V.'%, Opongosheva A.B."", Yudina N.V."?,
Ganyukova N.G."

''V.A. Nasonova Research Institute of Rheumatology
34a, Kashirskoye Highway, Moscow, 115552, Russian Federation

2 Novosibirsk State Medical University
54, Krasny Av., Novosibirsk, 630091, Russian Federation

3 Siberian State Medical University
2, Moscow Trakt, Tomsk, 634050, Russian Federation

* Moscow Regional Research and Clinical Institute
61/2, Build. 1, Str. Shchepkina, Moscow, 129110, Russian Federation

3 Pirogov Russian National Research Medical University
1, Ostrovityanova Str., Moscow, 117997, Russian Federation

¢ Moscow City Clinical Hospital No. 1
8, Leninsky Av., Moscow, 119049, Russian Federation

?Medical and Sanitary Unit No. 2
3/1, Bela Kuna Str., Tomsk, 634040, Russian Federation

8 City Clinical Polyclinic No. 1
42, Serebrennikovskaya Str., Novosibirsk, 630099, Russian Federation

? Kemerovo State Medical University
22, Voroshilov Str., Kemerovo, 650056, Russian Federation

9 Omsk Regional Clinical Hospital
3, Berezovaya Str., Omsk, 644111, Russian Federation

I Republican Hospital
130, Kommunistichesky Av., Gorno-Altaysk, Republic of Altai, 649002, Russian Federation

2 Republican Hospital
163, Oyuna Cursedi Str., Kyzyl, Republic of Tyva, 667003, Russian Federation

B3 Kemerovo Regional Clinical Hospital
22, Oktyabrsky Av., Kemerovo, 650061, Russian Federation

D4 Teteneva Anna V., e-mail: anna.dubodelova@mail.ru.

BionneteHb cMbupckoi meguumHbl. 2020; 19 (3): 113-119 113



Alekseeva L.I., Terpigorev S.A., Zonova E.V. et al. Ways to improve the diagnosis and treatment of interstitial lung disease

! Novosibirsk State Regional Clinical Hospital
130, Nemirovich-Danchenko Str., Novosibirsk, 630087, Russian Federation

ABSTRACT

The aim of the study was to develop ways to improve the diagnosis and treatment of systemic sclerosis (SSc)-ILD.
Interstitial lung disease (ILD) is a common manifestation of SSc. In the territory of the Siberian Federal District
(SFD), the number of patients with the progressive phenotype of SSc-ILD is approximately 750 people. When
immunosuppressive therapy is ineffective and pulmonary fibrosis progresses, lung transplantation is indicated.
The emergence of new possibilities of pathogenetic therapy currently requires studying the possibilities of their
applications in real clinical practice on the territory of the SFD.

Discussion. The results of a discussion of diagnostics, therapy, and routing of a rheumatology patient during the
interdisciplinary observation of SSc-ILD in the SFD are presented. The reason for this discussion was the new data
on the use of nintedanib in this category of patients

Conclusion. To improve the efficiency of diagnosis and treatment of patients with SSc in the SFD, it is necessary
to implement the principle of a multidisciplinary approach with the obligatory involvement of a pulmonologist and
aradiologist (a specialist in CT diagnostics), and, if differential diagnosis is necessary in difficult clinical situations,
of a pathomorphologist. An urgent task is the introduction of an algorithm for examining patients with SSc for
the timely diagnosis of ILD in the territory of the Siberian Federal District. To improve the quality of medical
care in the territory of the SFD for patients with ILD-SSc it is necessary to create a reference center in the city of
Novosibirsk with the possibility of initiating anti-fibrosis therapy.

Key words: systemic sclerosis, interstitial lung diseases, nintedanib, anti-fibrotic therapy.
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PE3IOME

Hens. Pa3paboTars myTH yirydIeHus: TMaArHOCTHKY U JICUSHUS TOPAXKEHHUH JIETKUX IPU CHCTEMHOHN CKIICPOAECPMHIH
(CCL.

Bgenenue. [lopaxenue nerkux y 6ompabx CCJI ABNIS€TCS OJHAM M3 HANOO0JIEE YaCTHIX MPOSBICHUI BUCIIEpATEHOM
MATOJIOTHH M PACCMATPUBACTCS KakK BapHaHT (PUOPO3UpYOMMX TUPQPY3HBIX HHTEPCTHIHAIBHBIX 3a00JeBaHUN
nerkux (M3J1). HecMoTpst Ha IpoJeMOHCTPUPOBAHHYIO 3P PEKTUBHOCTH ATOT€HETHIECKONH MMMYHOCYTIPECCUBHOM
TepanuH, y psja NanueHToB (GUOPO3HBIE H3MEHEHHUS B JISTOYHONH TKAHU MMEIOT IPOTPECCUPYIOIIEe TeUECHHE, ITO
HETaTHUBHO CKAa3bIBAeTCSl Ha KAa4eCTBE M NPOAODKHTEIBHOCTH JKU3HM manmeHTta. Ha tepputopmu Cubupckoro
tdenepanpaoro okpyra (CPO) xonmuectBo manuentoB ¢ CCJl, UMEOIMX MpOorpeccupyroee MopakeHue Jier-
KHX, COCTaBisieT npubmmsutensHo 750 uwemoBek. Takum oOpa3om, mpobieMa CBOEBPEMEHHON IHArHOCTHKH U
neueHus nopaxenus Jerkux npu CCJl okas3piBaercs BecbMa aktyanbHOH u st CPO. Mmeromumecs B HacTosIIee
BpeMs1 TaHHBIE 00 3()(HeKTHBHOCTH COBpeMeHHOI mpoTuBopudposHoit Tepannu U3J1 npu CC/l TpebyroT n3ydeHus
BO3MO’KHOCTH €€ IPIMEHEHHUS B pealbHON KIIMHIMYECKOH mpaktuke Ha Teppuropun COO.

Oocy:xnenne. [IpercraBieHbl pe3ybTaThl MEXAUCIUILIMHAPHOTO 00CYKICHUS BOIIPOCOB TUATHOCTHKH, TEPaInH,
mapuipytrsaiuu nanuentoB ¢ CCJl u U3JI na tepputopun COO. [puunHoil JaHHOTO OOCYXKICHHS SBUIIOCH
HOsIBJICHUE CBEACHHH 00 () (GEKTUBHOCTH HUHTEIaHN0A Y JAHHOH KaTeropuu MaryueHToB.

3axaodenne. [ noBbIIEHUS SGQEKTHBHOCTH ANArHOCTUKH U JiedeHns 6oapHbIX CCJI ¢ mopaskeHueM JIerknux
HEOOXOJUMO peaan30BaTh IPHHIMI MYJIbTHAUCIMIUIMHAPHOTO IIOAXOJa C 0O0s3aTeNbHBIM IPUBIICUYCHUEM
IyJIEMOHOJIOTA ¥ peHTreHosora (crnenuanucta no KT-nuarnoctuke), a mpu Heobxoxumocty aud depeHnnantbHon
JIMarHOCTHKU B CJIOXKHBIX KIMHHYECKHX CHTyalMsx — naromopdoiora. AKTyaJbHOW 3amadeil OKa3bIBaeTCS
BHe/ipeHue Ha teppuroprn COO anropurma obcienosanus nanueHTo ¢ CCJI 1t CBOEBPEeMEHHOM THATHOCTUKU
W3J1. Jlyns noBbIIEHUS Ka4eCcTBa OKa3aHUs MeAUIUHCKON oMoy Ha teppuropun CPO manuentam ¢ U3J1 npu
CCJ1 HeoOxoauMo co3ath pedepeHCHEIH IeHTp B T'. HOBOCHOMPCKE ¢ BO3MOKHOCTBIO HHUIMALIUH CIICIIHATACTAMHU
3TOTO IEHTpa aHTH(HHUOPOTHIECKON Teparum.

KuroueBble ciioBa: cucTeMHas CKICPOASPMUsI, MTHTEPCTHLMAIBHBIE 3200JIeBaHH1s JITKHX, HUHTeIaHNO, aHTH(GUOpo-
TUYECKas Teparus.

KoHpaukT uHTEpecoB. ABTOPHI JEKIAPUPYIOT OTCYTCTBHUE SIBHBIX M MOTEHIMAIBHBIX KOH(OINKTOB HHTEPECOB,
CBSI3aHHBIX C MyOJUKanneil HaCTOSIIEH CTaThH.
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Ba A.B., Konapamos A.A., Opnos J.H., Packuna T.B., AromenkoBa O.H., Hacosckux O.I1., Kponnotuna T.B.,
Omnonromesa A.b., lOauna H.B., 'anrokoBa H.I'. [lyTu yiydmeHus JHarHOCTUKHU U JICUCHUS TIOPAKECHUS JIETKAX
IIPU CHCTEMHOU CKiepoJepMun Ha Tepputopun Cubupckoro ¢eaeparbHOro oKpyra (MaTepHanbl COBMECTHOTO
COBETa DKCIIEPTOB PEBMATOJIOTOB U ITyIbMOHOIOTOB OT 8.12.2019). browremens cubupckou meduyuner. 2020; 19
(3): 113-119. https://doi.org: 10.20538/1682-0363-2020-3-113-119.

INTRODUCTION

Systemic sclerosis (SSc) is a rare autoimmune dis-
ease characterized by dysregulation of the immune
system, microvascular damage, and the development
of fibrosis of internal organs. One of the frequent and
potentially life-threatening manifestations of visceral
pathology in patients with SSc is the development of a
lesion of the pulmonary parenchyma, which occurs in
80% of patients, and is currently considered as one of
the variants of fibrosing diffuse interstitial lung diseases
(ILD). Lung involvement in SSc is more common than
in other systemic connective tissue diseases. Obvious
changes in lung tissue are found in 25-65% of patients
according to chest X-ray data, and in 90% of patients
according to the results of high-resolution computed to-
mography (HRCT). At autopsy, pulmonary fibrosis with
SSc is verified in 75-100% of cases [1]. Approximately
one third of patients with SSc-ILD show progression of
fibrosis in the lungs. Progressive lung damage in SSc is
considered one of the leading causes of death and is a
significant burden on the health care system [2, 3]. Data
from a preliminary estimate of the prevalence of this pa-
thology in the Siberian Federal District (SFD) indicate
that the number of patients with progressive course of
SSc-ILD is approximately 750 people.

Among the functional parameters used to control the
effectiveness of the therapy for ILD, the most commonly
used function of external respiration (or spirometry) with
the assessment of forced vital capacity (FVC). The ef-
fectiveness of therapy is indicated by a slowdown in the
rate of decrease in FVC or its stabilization. The severity
of respiratory dysfunction and the rate of progression of
SSc-ILD vary significantly. The initial state and the rate
of progression of ILD are of primary importance in the
tactics of patient management.

To date, the basis of the treatment of SSc-ILD is
drugs with immunosuppressive action, most often with
cyclophosphamide and mycophenolate mofetil, the ef-
fectiveness of which was studied in two randomized,
double-blind studies (studies of systemic sclerosis I and
II (SLS-I and SLS-II)) [4, 5]. If this therapy is ineffective
or intolerant, it is possible to use azathioprine or cyclo-
sporine A. If immunosuppressive therapy is ineffective
and pulmonary fibrosis progresses, lung or hematopoie-

tic stem cell transplantation is indicated. The emergence
of a new drug of pathogenetic action at present requires
studying the possibility of its use in real clinical practice
in the territory of the Siberian Federal District.

The aim of this study is to develop ways to improve
the diagnosis and treatment of lung lesions in SSc.

To achieve this goal, the following tasks were for-
mulated:

1. Analyze new possibilities of pathogenetic therapy
of patients with SSc-ILD and assess the need for their
use in the Siberian Federal District.

2. Consider the possibility of using a multidisci-
plinary approach to the diagnosis, differential diagnosis
and treatment of SSc-ILD.

3. Develop a regulation on the routing of patients
with SSc-ILD in the Siberian Federal District and the
procedure for obtaining high-tech medical care, includ-
ing a regional subsidy.

4. Assess the need to create a reference center for pa-
tients with SSc-ILD in the Siberian Federal District with
the possibility of initiating antifibrotic therapy.

DISCUSSION

One of the topical issues is the routing of patients
with SSc-ILD. The management of such patients should
be based on the interdisciplinary interaction of various
specialists: rheumatologist, pulmonologist, radiologist
and pathomorphologist. By analogy with the algorithm
for verifying the diagnosis in idiopathic pulmonary fi-
brosis, an algorithm for the diagnosis of SSc-ILD is pro-
posed (Fig. 1).

Verification of pulmonary involvement in SSc re-
quires a comprehensive examination of the patient,
which includes an assessment of the clinical manifesta-
tions of ILD, pulmonary function tests (PFT), an exam-
ination of the diffusion lung capacity (DLC) and man-
datory HRCT. It is extremely rare, especially in recent
years, to resort to lung biopsy and morphological exam-
ination of the biopsy material.

PFT, DLC and HRCT should be performed when de-
termining the diagnosis and subsequently at least once
a year provided that the patient is in a stable condition.
When respiratory symptoms progress, HRCT must be
performed or repeated to assess the progression of ILD.
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Diagnostics of SSc-ILD requires a multidisciplinary
approach and experience

Fig. 1. Multidisciplinary approach to verification of the
diagnosis of SSc-ILD

Most often, with SSc, the main manifestation of IDL is
the so-called nonspecific interstitial pneumonia, which
can be diagnosed in the presence of appropriate comput-
ed tomographic or morphological patterns.

New in-depth understanding of the mechanisms of
connective tissue damage in SSc and the formation of
pulmonary fibrosis in this pathology has opened a new
stage in the study of the pathogenesis of SSc and the
use of anti-fibrotic therapy. The data from the SENSCIS
study showed that the tyrosine kinase inhibitor nintedan-
ib was effective in patients with SSc with pulmonary
involvement, as it reduced the rate of progression of pul-
monary pathology. This study included 576 patients who
received at least one dose of nintedanib or placebo. In
the analysis of the primary endpoint, the annual rate of
change in FVC was — 52.4 ml per year in the nintedan-
ib group and — 93.3 ml per year in the placebo group
(difference 41.0 ml per year; 95% confidence interval,
2.9-79.0; p =0.04) [6].

The anti-fibrotic effect of nintedanib is realized by
blocking the intracellular signaling pathway and inhib-
iting the proliferation and transformation of fibroblasts.
Previously, the effectiveness of nintedanib has been
proven in numerous studies involving patients with
idiopathic pulmonary fibrosis, and today the drug has
found wide application in the treatment of this pathol-
ogy [7-9].

Currently, nintedanib has been registered and ap-
proved by the Food and Drug Administration and the
Ministry of Health of the Russian Federation as the only
anti-fibrotic drug for the treatment of SSc-ILD.

Anti-fibrotic therapy for patients with SSc with pul-
monary involvement requires an assessment of the initial
severity of the disease, as well as the risk of its progres-
sion. According to modern ideas about the mechanisms
of the pathogenesis of the disease and the data of clinical
trials, nintedanib therapy should be initiated in the fol-
lowing cases:

1. Patients with verified ILD according to HRCT with
clinical manifestations of lung lesions (dyspnea, cough)

and FVC < 70% and (or) DLC < 60% at the time of di-
agnosis.

2. When signs of SSc-ILD progression are detected,
which is determined based on the presence of one or
more criteria:

—decrease in FVC by 10% or more from the previous
examination;

— decrease in FVC by 5-10% from the previous ex-
amination with worsening respiratory symptoms;

— decrease in FVC by 5-10% from the previous ex-
amination with the presence of negative dynamics ac-
cording to HRCT associated with the underlying disease;

— progression of respiratory symptoms and an in-
crease in the spread of pulmonary fibrosis according to
HRCT data.

These criteria are relevant only in cases of exclusion
of pulmonary infection and other causes of respiratory
symptoms, as well as changes according to HRCT data
characteristic of other interstitial lung lesions, pulmonary
lesions caused by cardiac pathology (acute left ventric-
ular heart failure, pulmonary embolism). The algorithm
for prescribing anti-fibrotic therapy was determined
based on the initial severity of ILD and in the presence
of an obvious risk of disease progression (Fig. 2).

The appointment of anti-fibrotic therapy should be
carried out by the decision of the medical commission,
taking into account the existence of vital indications in
patients of this group. It should also be borne in mind that
nintedanib is currently the only drug with an appropriate
approved indication for this. Based on the results of the
examination, the patient should be sent for a medical and
social examination at the place of residence to establish
a disability group. Based on the status of a disabled per-
son, the patient will be entitled to free drug provision
for outpatient treatment on a regular basis at the expense
of the regional or federal budget. Before obtaining the
status of a disabled person, drug provision is carried out
at the expense of monthly individual purchases based on
the decision of the medical commission.

CONCLUSION

Thus, based on the above, the members of the Advi-
sory Board consider it necessary to:

— actualize the problem of diagnostics and therapy of
SSc-ILD on the territory of the Siberian Federal District;

— introduce an algorithm for examining patients with
SSc-ILD;

— be guided by a multidisciplinary approach to the
diagnosis and treatment of SSc-ILD with the obligato-
ry involvement of a pulmonologist and a radiologist (a
specialist in CT diagnostics), and a pathomorphologist
if differential diagnosis is necessary in difficult clinical
situations;
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Fig. 2. Algorithm for prescribing anti-fibrotic therapy for patients with SSc-ILD

— develop a regulation on the routing of patients with
SSc-ILD and the procedure for receiving high-tech med-
ical care, including receiving anti-fibrotic drug therapy
as a regional subsidy, in each region of the Siberian Fed-
eral District;

— create a reference center in the city of Novosibirsk
with the possibility of initiating anti-fibrotic therapy
to improve the quality of medical care in the territo-
ry of the Siberian Federal District for patients with
SSc-ILD;

— initiate work with public organizations.
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