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A CLINICAL CASE OF SUCCESSFUL
TREATMENT OF RELAPSING
POLYCHONDRITIS WITH
INFLIXIMAB

Introduction. Relapsing polychondritis (RP) is a rare autoimmune disease
characterized by recurrent episodes of the damages of cartilaginous and
proteoglycan-rich structures of the ears, joints, nose, larynx, trachea,
eyes, blood vessels, heart valves and kidneys. Aim. To demonstrate
a case of achieving of stable remission using infliximab in patient with RP.
Case presentation. A 30-year-old female with complaints of pain, burning
and pulsation in the ears and eyes, pain and stiffness in the small joints
of the hands during 2 months. In September 2018 was determined a
diagnosis «Relapsing polychondritis, 1st attack, active phase, 2nd degree
activity with damage to the external ears (chondritis), eyes (uveitis),
small joints of the hands (non-erosive seronegative polyarthritis)». Using
of steroids in medium doses led to side-drug effects. Remission for 6 months
was reached by taking with dapsone 100 mg daily in combination with
methylprednisolone 4 mg/daily, after which there was a second attack
of the disease. After an ineffective repeated attempt to achieve remission
with dapsone in combination with medium doses of steroids, a course
of infliximab was started. After 4 infusions of infliximab was achieved
a stable remission which lasted for 2 years. The third attack of the disease
was characterized by minimal symptoms and remission was reached after
3 infusions of infliximab. Since April 2022 and until now, remission continues.
Conclusion. Administration of infliximab for the treatment of RP can be
considered as an alternative of GCs or cytostatic drugs in cases of mild or

moderate severity without damage of vital organs.

INTRODUCTION

Relapsing polychondritis (RP) is a rare autoimmune
disease characterized by recurrent episodes
of the damages of cartilaginous and proteoglycan-
rich structures of the ears, joints, nose, larynx, trachea,
eyes, blood vessels, heart valves and kidneys [1].
Genetic studies have identified HLA-DR4 as the major
risk allele for RP, while a negative association exists
between severity of organ involvement and HLA-
DR6 [2]. The etiology of the disease remains unknown.
During the period of high activity of the disease,
high titers of antibodies to collagen types I, IX, XI,
matrilin-1 have been detected in the serum of patients.
Matrilin-1 is a protein of the intercellular matrix and is
highly expressed in the tissues of the nose, trachea,
ears, butnotin the cartilaginous structures of the joints.
Has been determined the negative correlation between
disease activity and cartilaginous oligometric matrix
protein, which is highly expressed in the intercellular
space of cartilaginous elements of joints, ligaments and
tendons which indicates the process of regeneration
of cartilaginous structures during remission [3, 4, 5].
Anincrease of vascular endothelial growth factor, matrix
metalloproteinase-3, monocyte chemoattractant
protein-1, macrophage inflammatory protein 1-beta,
interleukin-8, tumor necrosis factor-alpha (TNF-alpha)

is observed in the blood, and immune complexes are
detected in the affected cartilage structures. Deposits
of T-lymphocytes (mainly CD4), macrophages, and
plasma cells have been detected during biopsy
in the affected cartilage structures. After several attacks
ofthe disease, replacement of cartilaginous structures
with connective tissue elements is observed [2, 6].

In typical cases RP has acute manifestation and
characterized by damages of different organs, which
contain cartilaginous tissue. In 85-90% of cases,
the disease is manifested by acute inflammation of one
or two ears. The main symptoms are pain, redness,
throbbing, burning of the ear. Acute inflammatory
episodes tend to resolve spontaneously within few
days or weeks, with recurrence at variable intervals.
In the absence of treatment, due to several attacks
of the disease, the cartilage of the ear softens,
replaces by fibrous connective tissue and deforms
like «cauliflower ear». Hearing loss, which can be
conductive or sensorineural, was demonstrated in as
many as 46% of patients with RP, and vestibular
dysfunction was documented in 6%. Inflammation
of the vestibular structures or vasculitis of the internal
auditory artery may cause sensorineural hearing
loss [7, 8, 9].

YKPATHCbKUN PEBMATOJIOTIYHUWM XYPHAJT o Ne 2 (88) » 2022



NNIKAPKO-NPAKTUKY

Arthropathy appears approximately in 75-85%
of patients. Joint involvements are characterized
by asymmetrical and non-erosive seronegative
damages of metacarpophalangeal, proximal
interphalangeal joints, knees, ankle, wrists and elbows.
Damage of the sterno-costal joints is typical [7, 10].

Ocular manifestations are observed in 50-
60% of cases and included scleritis, episcleritis,
conjunctivitis, uveitis, iritis, retinopathy and optic nerve
damage [11].

Involvement of the respiratory tract
in the pathological process occurs in 40-50%
of cases and is manifested by cough, shortness
of breath, hoarseness of voice, and pain in the trachea.
Significant swelling of the larynx can be an indication for
tracheotomy [12, 13]. Damage to the nasal cartilage is
manifested by acute redness, pain, rhinorrhea, nasal
congestion. Involvement of nasal bridge can lead to its
destruction and «saddle nose» deformity in case of long
course of disease [8].

Cutaneous manifestations (17-37% of cases)
include papular rash, purpura, livedo, annular shape,
located on the upper part of the body and distal
ulceration and necrosis related to concomitant
vasculitis. Histological examination has been detected
the lymphocytic vasculitis without leukocytoclastic
vasculitis [7, 14].

Renal dysfunction, which occurs approximately
in 22% of patients, is characterized by increased
of serum creatinine, proteinuria, and hematuria. Renal
involvement is associated to poor prognosis, witha 10-
year survival rate of 10%. Biopsy has been revealed
moderate mesangial expansion and cell proliferation,
segmental necrotizing glomerulonephritis, vascular and
glomerular sclerosis. The immunofluorescence test has
been detected the depositions of complement C3 and/
or IgG or IgM (mainly in the mesangium) [8,15, 16].

Cardiovascular complications are diagnosed
in 25% of patients with RP and include heart valve
damage, myocarditis, pericarditis, aortic aneurysm,
aortic dissection, atrioventricular block, and systemic
vasculitis [7, 17, 18].

In 30% of cases RP is associated with other
autoimmune diseases, such as systemic lupus
erythematosus, scleroderma, mixed connective
tissue disease, Sjogren’s syndrome, dermatomyositis,
spondyloarthropathies, rheumatoid arthritis, systemic
vasculitis[19, 20]. Anincrease in the frequency of cases
of RP is observed in people with myelodysplastic
syndrome (MDS). It has been demonstrated that up
to 27% of patients with MDS suffer from RP [21].

Laboratory changes in RP are nonspecific and
include anemia, leukocytosis, thrombocytosis,
increased erythrocyte sedimentation rate (ESR) and
C-reactive protein. Detection of rheumatoid factor,
ANCA, antinuclear, antiphospholipid antibodies
indicates to an association with other rheumatic
diseases and is not specific for RP [22, 23, 24].

According to McAdam et al. (1976), the diagnosis
of RP can be made in case of presence of three or
more clinical features: auricular chondritis, nasal
chondritis, nonerosive inflammatory polyarthritis,

ocular inflammation, respiratory tract chondritis,
audiovestibular disoders [25]. In 1979 Damiani
and Levine modified to McAdam’s criteria, adding
the presence of at least one McAdam criterion and
positive histologic confirmation, or two McAdam
criteria and positive response to administration
of corticosteroids or dapsone [26].

In 2012, a global group of experts published
the Relapsing Polychondritis Disease Activity Index
(RPDAI) to standardize patient assessment and monitor
response to treatment. It consists of 27 questions with
an individual calculation of disease symptoms over a
28-day period (online calculator www.RPDAIl.org) [27].

The goal of RP treatment includes achieving
remission, preventing exacerbations and damages
to vital organs. The most studied and effective group
of drugs for the RP treatment is glucocorticoids
(GCs). Medium, high and pulse-doses of prednisolone
(especially with signs of damage to the cardiovascular
system or kidneys) are used for achieving remission.
Long-term using of low doses of GCs prevents
escalation of the disease. Mild forms of RP can be
controlled by taking dapsone (50-200 mg daily
or colchicine 0.6 mg 2-4 times daily). For disease
modification are used cyclophosphamide (1 mg/kg/
day for two weeks, increasing the dose by 25 mg every
two weeks), azathioprine (2 mg/kg/day), methotrexate
15-25 mg once a week, alone or in combination with
GCS, especially in severe forms of RP with damage
to vital organs [6, 28].

In recent years, studies have demonstrated some
effectiveness of biological therapy in the treatment
of RP. TNF inhibitors (infliximab 3-10 mg/kg every
6-8 weeks, etanercept 50 mg/week, adalimumab
40 mg/2 weeks) have showed the best results.
The use of biologics is indicated in case of resistance
or intolerance to GCs or to other immunosuppressive
drugs. In addition, combination of GCs and biologic
agents is not excluded [29, 30]. But the effectiveness
and safety of the use of biologic agents in RP continues
to be debated, so it is extremely important to record
all cases of effective treatment of RP with biologics.

AIM

To demonstrate a case of achieving of stable
remission using infliximab in patient with RP.

CASE PRESENTATION

A 30-year-old female fellill suddenlyin July 2018 with
complains of pain, burning and pulsation in theright ear.
Patient used NSAID with minimal effect. After 2 weeks,
the symptoms appeared on the left ear, and pain,
burning in the eyes began to bother. The patient was
treated by an ophthalmologist for uveitis and received
parabulbar injections of GCs — without a significant
and long-term effect. At the same time, the patient
began to be bothered by pain, swelling and morning
stiffness in the small joints of the hands. An increase
in ESR to 33 m/h, C-reactive protein to 22.8 mg/I,
absence of rheumatoid factor and anti-CCP were
detected. In September 2018 by rheumatologist was
determined a diagnosis «Relapsing polychondritis,
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1st attack, active phase, 2nd degree activity with
damage to the external ears (chondritis), eyes (uveitis),
small joints of the hands (non-erosive seronegative
polyarthritis)». Using of methylprednisolone in dose
of 16 mg/daily led to side-drug effects (insomnia,
tachycardia, hypertension) without significant
improvement. Remission for 6 months was reached
by taking with dapsone 100 mg daily in combination
with methylprednisolone 4 mg/daily (with slow
cancellation of GCs). In June 2019 there was a second
attack of the disease with similar complaints. After
an ineffective repeated attempt to achieve remission
with dapsone in combination with medium doses
of steroids, a course of infliximab was started.
After 4 infusions of infliximab was achieved a stable
remission which lasted for 2 years. Also, patient took
the methylprednisolone 4 mg/daily orally during
2 months after last infusion of infliximab. The third
attack of the disease was appeared in December
2021 and characterized by minimal symptoms with
complaints of pain and stiffness in joints of hands
and knees. Remission was achieved after 3 infusions
of infliximab without GCs. Since April 2022 and until
now, remission continues.

DISCUSSION

RP is a rare autoimmune disease, the treatment
of which presents clinical difficulties due to the variety
of clinical manifestations. RP has a tendency to a
continually progressive course, and the absence
of standardized treatment guidelines. Long-term
administration of low doses of steroids is able
to control the progression of the disease in the majority
of patients. In the case of damage to vital organs (heart,
aorta, kidneys, severe damage to the organs of vision or
the vestibular apparatus), a combination of cytostatics
and GCsis most appropriate. Butin some cases taking
GCs or cytostatics is associated with side-drugs
effects, treatment resistance or patient’s refusal. Due
to the latest data, alternative is using biologic agents.
Inthe epoch of biological therapy, the study of all cases
of RP in which the use of immunobiological drugs has
demonstrated a clinical effect is extremely relevant.

Our article presents a clinical case of RP with
moderate activity without damage to vital organs,
so there were no indications for GCs pulse-therapy
or cytostatic administration. Attempt to achieve
clinical remission by taking methylprednisone caused
to side-drug effects and patient’s refusal to continue
taking it. Using of dapsone did not provide long-term
remission and did not show a clinical effect in case
of a repeated attack. We decided to use infliximab,
which had shown efficacy in the treatment of RP
in some studies. After the introduction of 4 infusions
of infliximab, we received a clinical remission that
lasted almost 2 years. The third attack of the disease
was characterized by articular manifestations without
involvement of the vision and hearing organs, and it
was possible to achieve remission after the introduction
of 3 infusions of infliximab. Thus, we suppose that
the use of infliximab is appropriate in cases of mild or
moderate severity as GCs or cytostatics alternative.

NNIKAPKO-NPAKTUKY

CONCLUSION

Administration of infliximab for the treatment of RP
can be considered as an alternative of GCs or cytostatic
drugs in cases of mild or moderate severity without
damage of vital organs.
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KJIIHIYHUA BUNAJOK YCNIWHOro
JNIKYBAHHSA IHOJIIKCUMABOM
PELUAUBYIOYOIO NONIXOHAOAPUTY

A.I. Pexkanos, 1.0. JaHiok

Pesome. Betyn. PeunaunByodni noaixoHApUT
(Pl1) — pigkicHe ayToiMyHHE 3axBOPKOBaHHS,

LLJO XapakTepu3yeTbCs peLnanByroYMMm enisoga-
MU YpaxKeHHs1 XpSLLIOBUX | 6araTyx npoTeorsikaHa-
MU CTPYKTYP BYyX, Cyr/100iB, Hoca, ropTaHi, Tpaxei,
ouYeri, KDOBOHOCHUX CYANH, CEPLIEBUX KNIAMNaHiB i
Hupok. Mera. lMpogemoHCcTpyBaTy BUNasokK A4o-
CSIFHEeHHSI CTIVIKOi peMicii 3a 0MOMOroro iHikcu-
maby y xBoporo Ha Pr1. KniHiyuni Bunagok. KiH-
ka Bikom 30 pokiB 3i ckapramu Ha 6ilb, NEYiHHS i
nysbcauiio y Byxax 1a o4ax, Oisib i CKyTiCTb ApiO-
Hux cyr/iobiB KUCTEN pyK NpoTsarom 2 mic. Y Bepec-
Hi 2018 p. BCTaHOB/IEHO AiarHO3 «PeunanByo4nii
nonixoHapuT, 1-vi Hanad, aktuBHa ¢aasa, 2-vi cTy-
MiHb aKTUBHOCTI 3 YPaXeHHSIM 30BHILLHIX OpraHiB
Byxa (XoHApuT), o4eli (yBeiT), aApibHux cyrnobis
KucTeri (Heepo3nBHUV CepPOHEeraTtuBHUE rnoJliapT-
puT)». 3acTocyBaHHS rJ1lOKOKOPTUKOIZAIB y cepen-
HiX 103ax rnpu3Besio [0 PO3BUTKY Nobi4HOI Aii. Pe-
micis npoTarom 6 mic AocsarHyTa Ha QOHI Npuiomy
naaricoHy 100 Mr/noby B noeaHaHHIi 3 MeTUanpea-
Hi30/10HOM 4 Mr/n00y, nicss 40ro BUHWK NOBTOP-
HUVi Hanaz 3axBoptoBaHHs. [licsis Hee@ekTuBHOI
MOBTOPHOI Ccripobu AOCSrHEHHS peMicii AarncoHoM
y NoeaHaHHI 3 cepeaHiMuy go3amv cTepoisiB po3-
rno4aro Kypc iHgnikcumaby. [licis 4oTupbox iHPY-
3ivi iHikcumaby 6yna focsirHyTa CTivika pemicisi,
sika TpuBasna 2 poku. TpeTin Hanaza 3axBopioBaH-
HSI XapakTepu3yBaBCsi MiHIMaslbHOK CUMIATOMAaTn-
Koto, pemicisi 6ysa 4OCSrHyTa ricss TpboX iHQYya3iv
iHpnikcumaby. 3 kBiTHs 2022 p. i foTenep TpuBae
pewmicisi. BUCHOBOK. 3acTocyBaHHSI iHpikcuma-
Oy ans nikyBaHHs1 Pl MoxHa po3rnsaaty sik asb-
TEepHaTUBY r/IIOKOKOPTHKOiaam abo uuTocTaTuy-
HUM ripernaparam y BUnagkax Jerkoro 1a cepes-
HbOrO CTYIEHSI TSXXKOCTI 63 YPaXeHHS! XUTTEBO
BaXk/IMBUX OPraHiB.

KniouoBi cnoBa: peunaneyoymini NOAIXOHOPUT,
iHpnikcmab.

Appeca pns NUCTYBaHHSA:
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