CAZURI CLINICE

CLINICAL CASES

POLICONDRITA RECIDIVANTA SI SARS-COV-2,
POSIBIL FACTOR DECLANSATOR AL AUTOIMUNITATII

RELAPSING POLYCHONDRITIS AND SARS-CoV2,
A POSSIBLE TRIGGER OF AUTOIMMUNITY
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Rezumat

Policondrita recidivantd este o afectiune inflamatorie
rard, autoimund, care implicd structurile cartilaginoase,
predominant cele ale urechilor, nasului si arborelui traheo-
bronsic. Alte structuri afectate pot include sistemul cardio-
vascular, articulatiile periferice, pielea, urechea medie si
internd, ochii si sistemul nervos central. Corticoterapia
sistemicd reprezintd tratamentul de electie. In ultimele
decenii infectiile virale au fost propuse ca factori de mediu
care declanseazd autoimunitatea la persoane predispuse
genetic. Virusurile respiratorii, in special parainfluenzae si
coronavirusurile, au fost asociate cu aparitia artritei
reumatoide, in timp ce dovezi in crestere descriu aparitia
unor afectiuni autoimune in COVID-19.

Caz clinic. Pacientd in virstd de 31 de ani, s-a
spitalizat in octombrie 2020 pentru plici eritemato-
edematoase, infiltrate, intens dureroase, localizate la nivelul
pavilioanelor auriculare, bilateral. Boala a debutat in urmd
cu o lund. Din istoric retinem cd pacienta a prezentat in
urmd cu 4 luni dureri la nivelul articulatiilor radio-
carpiene, ulterior la nivelul articulatiilor genunchilor si
gleznelor pentru care s-a prezentat in serviciul
Reumatologie. In urmd cu 2 siptidmani a prezentat dureri
la nmivelul piramidei nazale si la nivel ocular fiind
diagnosticatd cu rinitd cronicd hipertroficd, respectiv,
conjunctivitd. Exudatul faringian a evidenfiat Klebsiella
pneumoniae prezent. Celelalte analize de laborator au fost
normale. Pacienta a prezentat in antecedente infectie
asimptomaticd cu virusul SARS-COV-2, diagnosticatd
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Summary

Relapsing polychondritis is a rare, autoimmune
inflammatory condition that involves cartilaginous
structures, predominantly those of the ears, nose, and
tracheobronchial tree. Other affected structures may
include the cardiovascular system, peripheral joints, skin,
middle and inner ear, eyes, and central nervous system.
Systemic corticosteroid therapy is the treatment of choice.
In recent decades, viral infections have been proposed as
environmental factors that trigger autoimmunity in
genetically predisposed individuals. Respiratory viruses,
especially parainfluenzae and coronaviruses, have been
associated with the onset of rheumatoid arthritis, while
growing evidence describes the occurrence of autoimmune
disorders in COVID-19.

Clinical case. A 31-year-old patient presented in
October 2020 for infiltrated erythematous-edematous
plaques, highly painful, located in the auricles, bilaterally.
The disease started a month ago. The patient applied the
antibiotic and dermatocorticoid cream locally, without a
favorable evolution. From the medical history we notice that
the patient presented 4 months ago pain in the radio-carpal
joints, later in the joints of the knees and ankles for which
she presented to the Rheumatology department. Two weeks
ago, she presented with pain in the nasal pyramid and at the
eye level. She was diagnosed with chronic hypertrophic
rhinitis and conjunctivitis, respectively. The pharyngeal
exudate showed Klebsiella pneumoniae present. The other
laboratory tests were within normal limits. The patient had
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prin evidentierea anticorpilor specifici in cursul
investigatiilor pentru stabilirea etiologiei policondritei. Am
practicat biopsia unui fragment de tegument, tmpreund cu
cartilajul subiacent, de la nivelul pavilionului urechii
stingi. Pe baza examenului clinic si al examenului
histopatologic am precizat diagnosticul de Policondritd
recidivantd. Am initiat tratament cu Metilprednisolon 32
mg/zi, Famotidind 40 mg/zi, Rupatadind 10 mg/zi,
Levofloxacind 500 mg/zi, cu evolutie usor favorabild. S-a
initiat si tratament cu Methotrexat 10 mg/saptamand in
decembrie 2020.

Discutii. Policondrita recidivantd este o afectiune
autoimund progresivid care afecteazd mai multe organe si
tesuturi. Recunoasterea timpurie a semnelor acestei boli
rare si initierea promptd a terapiei antiinflamatorii si
imunosupresoare pot ameliora simptomele si preveni
complicatiile, in special cele care afecteazd tractul respirator
si inima.

Concluzii. Numdirul rapoartelor de caz care descriu
fenomene autoimune in COVID-19 este in crestere, iar
aceste conditii pot implica diferite organe si sisteme. Desi
cronologia patologiilor la cazul nostru ne sugereazi posibila
implicare a infectiei cu SARS-CoV-2 in aparitia
Policondritei, mentiondm cd pand in prezent nu au fost
raportate cazuri de Policondritd recidivantd asociatd cu
aceasti infectie virald.

Cuvinte cheie. Policondritd recidivantid, SARS-CoV-
2, tratament.
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a history of asymptomatic infection with SARS-VOC-2
virus, diagnosed by highlighting specific antibodies during
investigations to establish the etiology of polychondritis.
We performed a biopsy of a fragment of the skin, along with
the underlying cartilage, in the pavilion of the left ear.
Based on the clinical examination and the histopathological
examination, we specified the diagnosis of relapsing poly-
chondritis. We started treatment with Methylprednisolone
32 mg / day, Famotidine 40 mg / day, Rupatadine 10 mg /
day, Levofloxacin 500 mg / day, with a slightly favorable
evolution. Methotrexate 10 mg / week treatment was also
initiated in December 2020.

Discussions. Relapsing polychondritis is a pro-
gressive autoimmune condition that affects several organs
and tissues. Early recognition of the signs of this rare
disease and prompt initiation of anti-inflammatory and
immunosuppressive therapy can relieve symptoms and
prevent complications, especially those affecting the
respiratory tract and heart.

Conclusions. The number of case reports describing
autoimmune phenomena in COVID-19 is increasing, and
these conditions may involve different organs and systems.
Although the chronology of pathologies in our case suggests
the possible involvement of SARS-CoV-2 infection in the
occurrence of Polychondritis, we mention that so far no
cases of relapsing Polychondritis associated with this viral
infection have been reported.

Keywords. Relapsing polychondritis, SARS-CoV-2,
treatment.
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Introducere

Policondrita recidivantd este o afectiune
inflamatorie rard, autoimund, care implica
structurile cartilaginoase, predominant cele ale
urechilor, nasului si arborelui traheo-bronsic.
Alte structuri afectate pot include sistemul
cardio-vascular, articulatiile periferice, pielea,
urechea medie si internd, ochii si sistemul nervos
central.

Jaksch-Wartenhorst a descris primul caz din
literaturda in 1923 cand a folosit termenul
“policondropatie”.[1] Termenul de “policondrita
recidivantd” a fost folosit prima datd de Pearson
si colab. in anul 1960 pentru a sublinia natura
episodicd a bolii observatd la 12 pacienti.[2]

Varsta medie de debut este cuprinsd, la cele
mai multe cazuri, intre a patra si a cincea decada
de viatd. Boala apare cu o frecventd similara la
ambele sexe, desi a fost descrisd o usoarad
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Introduction

Relapsing polychondritis is a rare, auto-
immune inflammatory condition that involves
cartilaginous structures, predominantly those of
the ears, nose, and tracheobronchial tree. Other
affected structures may include the cardio-
vascular system, peripheral joints, skin, middle
and inner ear, eyes, and central nervous system.

Jaksch-Wartenhorst described the first case in
the literature in 1923 when he used the term
“polychondropathy”.[1] The term “relapsing
polychondritis” was first used by Pearson et al. in
1960 to highlight the episodic nature of the
disease observed in 12 patients.[2]

The average age of onset is, in most cases,
between the fourth and fifth decade of life. The
disease occurs with a similar frequency in both
sexes, although a slight predominance of females
has been described. It affects all ethnicities, with




preponderentd feminind. Afecteazd toate etniile,
cu variabilitate in prezentarea clinicd intre popu-
latia caucaziand si asiaticd. Incidenta estimata
este de 3,5/1000000/an. Policondrita recidivanta
este consideratd o tulburare complexd care
vizeazd structurile cartilaginoase, cu implicarea
atat a sistemului imunitar umoral, cat si a celui
imunitar celular. Cat priveste rolul factorului
genetic, moleculele HLA clasa a II-a, par, de
asemenea, asociate cu policondrita recidivanta.
Nu existd dovezi ale transmiterii familiale.
Condrita auriculard mono- sau, mai frecvent,
bilaterald este cea mai frecventd caracteristicd a
bolii.[3]

Variabilitatea simptomelor si natura epi-
sodicd a policondritei pot duce la intarzierea
diagnosticului. In plus, nu existd explorari
specifice de laborator pentru policondrita
recidivantd. Corticoterapia sistemicd reprezinta
tratamentul de electie.[4,5]

Diversele manifestdri clinice ale bolii COVID-
19 apar ca semn al infectiei cu virusul SARS-CoV-
2. In timp ce tinta initiald a virusului este tractul
respirator, devine din ce in ce mai clar ca existd o
interactiune complexd intre virus si sistemul
imun, de la raspunsuri usoare pana la moderate,
la raspunsuri autoimune disfunctionale, direc-
tionate catre multiple tesuturi. Sistemul imunitar
joacd un rol dublu in COVID-19, fiind implicat
atadt in rdspunsul antiviral, cat si In progresia
acutd a bolii, cu un rdspuns neregulat, repre-
zentat de eliberare marcatd de citokine, activarea
macrofagelor si raspunsul hiperinflamator sis-
temic. S-a speculat cd aceste modificari imuno-
logice pot induce pierderea tolerantei si/sau
declansa inflamatia cronicd, fenomen prezent in
policondrita recidivanta.[6]

Caz clinic

Pacienta in varsta de 31 de ani, s-a prezentat
in octombrie 2020 in Clinica Dermatologie
Craiova pentru placi eritemato-edematoase,
infiltate, intens dureroase, localizate la nivelul
pavilioanelor auriculare, bilateral (Fig. 1, Fig. 2).
Boala a debutat in urma cu o luna. Pacienta a
aplicat local cremd cu antibiotic si dermato-
corticoid, fara evolutie favorabila.

Din istoric retinem cd pacienta a prezentat in
urmd cu 4 luni dureri la nivelul articulatiilor
radio-carpiene, ulterior la nivelul articulatiilor
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variability in clinical presentation between the
Caucasian and Asian populations. The estimated
incidence is 3.5/10,000/year. Relapsing poly-
chondritis is considered a complex disorder
involving cartilaginous structures, involving
both the humoral and cellular immune systems.
As for the role of the genetic factor, HLA class II
molecules also appear to be associated with
recurrent polychondritis. There is no evidence of
family transmission. Mono- or, more commonly,
bilateral atrial chondritis is the most common
feature of the disease.[3]

The variability of symptoms and the episodic
nature of polychondritis can delay diagnosis. In
addition, there are no specific laboratory explo-
rations for recurrent polychondritis. Systemic
corticosteroid therapy is the treatment of choice.
[4, 5]

Various clinical manifestations of COVID-19
disease appear as a sign of SARS-CoV-2 virus
infection. While the initial target of the virus is
the respiratory tract, it is becoming increasingly
clear that there is a complex interaction between
the virus and the immune system, from mild to
moderate responses to dysfunctional auto-
immune responses directed to multiple tissues.
The immune system plays a dual role in COVID-
19, being involved in both the antiviral response
and the acute progression of the disease, with an
irregular response, represented by marked
cytokine release, macrophage activation and
systemic hyperinflammatory response. It has
been speculated that these immunological
changes may induce loss of tolerance and/or
trigger chronic inflammation, a phenomenon
present in relapsing polychondritis. [6]

Clinical case

A 3l-year-old patient presented to the
Dermatology Clinic of Craiova in October 2020
for infiltrated erythematous-edematous plaques,
highly painful, located in the auricles, bilaterally
(Fig. 1, Fig. 2). The disease started a month ago.
The patient applied the antibiotic and dermato-
corticoid cream locally, without a favorable
evolution.

From the medical history we notice that the
patient presented 4 months ago pain in the radio-
carpal joints, later in the joints of the knees and
ankles for which she presented to the
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Figqura 1. Plici eritemato-edematoase, infiltrate, intens

dureroase, localizate I nivelul pavilioanelor auriculare

Figure 1. Infiltrated erythematous-edematous plaques,
highly painful, located in the auricles, bilaterally

genunchilor si gleznelor pentru care s-a prezentat
in servicul Reumatologie, unde i s-a recomandat
tratament cu Diclofenac unguent si Artrostop 1
tb/zi. In urma cu 2 sdptdmani a prezentat dureri
la nivelul piramidei nazale, la nivel ocular pentru
care s-a prezentat in serviciul ORL si Oftal-
mologie, unde i s-au pus diagnosticele de rinita
cronicd hipertroficd, respectiv conjunctivita.

In urmd cu o siptimana a prezentat un
episod de durere precordiald cu iradiere in bratul
drept dar examenul cardiologic si ecocardiografia
au fost normale.

Pacienta a prezentat infectie asimptomatica
cu virusul SARS-COV-2, diagnosticatd prin
cercetarea prin metoda chemiluminiscentd pe
baza de particule (CMIA) a profilului imunologic
privind infectia cu acest virus, in vederea
stabilirii etiologiei policondritei. Rezultatul a fost
pozitiv atat pentru anticorpii Ig G anti-
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Figqura 2. Plici eritemato-edematoase, infiltrate, intens
dureroase, localizate la nivelul pavilioanelor auriculare,
bilateral
Figure. 2. Infiltrated erythematous-edematous plaques,
highly painful, located in the auricles, bilaterally

Rheumatology department, where she was
recommended treatment with Diclofenac
ointment and Arthrostop 1 tb/day. Two weeks
ago, she presented with pain in the nasal
pyramid and at the eye level. She was diagnosed
with chronic hypertrophic rhinitis and con-
junctivitis, respectively.

One week ago she had an episode of
precordial pain with irradiation in his right arm,
but cardiological examination and echocardio-
graphy were normal.

The patient presented asymptomatic infec-
tion with SARS-COV-2 virus, diagnosed by
particle-based chemiluminescence method of the
immune profile on infection with this virus, in
order to establish the etiology of polychondritis.
The result was positive for both anti-
nucleoocapsid Ig G antibodies and anti-spike Ig
G antibodies.




nucleoocapsidd cat si pentru anticorpii Ig G anti-
spike.

A fost obtinut consimtaméantul scris al
pacientului, care a fost de acord cu publicarea
acestor date.

Analizele de laborator: VSH, hemoleuco-
grama, fibrinogenul, acidul uric, glicemia, FT3,
FT4, TSH, complementul C3, C4, ATPO, Atc anti
ADN dc, ASLO, FR, CRP, AMA M2, DFS70, 25-
OH-vit D au fost in limite normale.

Exudatul faringian a evidentiat Klebsiella
pneumoniae.

Examenul coproparazitologic: normal.

Am practicat biopsia unor fragmente de
tegument, respectiv cartilaj de la nivelul
pavilionului urechii stingi iar examenul
histopatologic a evidentiat:

- fragment acoperit de epiderm cu
ortokeratoza (Fig.3), subiacent, inclusiv in
hipoderm, focare nodulare alcituite din
limfocite dispuse perivascular, perianexial
(Fig.4) si perineural, inconjurate de tesut
fibro-colagen si infiltrat hematic (Fig. 5)

- structurd microscopicd de tesut fibro-
colagen si adipos cu infiltrat limfocitar ce
diseca structurile, adiacent tesut muscular
striat, fibroza si tesut cartilaginos cu
infiltrat inflamator pericartilaginos (Fig. 6).

Pe baza examenului clinic si al examenului
histopatologic am precizat diagnosticul de
Policondritd recidivantd.

=

Figura 3. Tequment acoperit de epiderm cu ortokeratozd;
focare nodulare de infiltrate inflamator limfocitar in derm,
Col HE, X20
Figure 3. Skin covered by the epidermis with
orthokeratosis; nodular foci of inflammatory lymphocytic
infiltrates into the dermis, Col HE, X20
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The written consent of the patient was
obtained, who agreed to the publication of these
data.

Laboratory tests: ESR, blood count, fibrino-
gen, uric acid, blood glucose, FI3, FT4, TSH,
complement C3, C4, ATPO, Atc anti dc DNA,
ASLO, RF, CRP, AMA M2, DFS70, 25-OH-vit D
were within normal limits.

Pharyngeal exudate showed Klebsiella
pneumoniae.

Coproparasitological examination: normal.

Under local anesthesia with Xiline 1%, we
performed the biopsy of skin, respectively
cartilage lesions from the pavilion of the left ear.
The specimens were submitted to the Pathology
Laboratory, where they were processed according
to classical histopathological technique. The
histopathological examination revealed:

- fragment covered by the epidermis with
orthokeratosis (Fig. 3), underlying, includ-
ing in the hypodermis, nodular foci com-
posed of perivascular, perianexial (Fig. 4)
and perineural lymphocytes, surrounded
by fibro-collagen tissue and blood infiltrate
(Fig. 5).

- microscopic structure of fibrocollagen and
adipose tissue with lymphocytic infiltrate
that dissects the structures, adjacent
striated muscle tissue, fibrosis and carti-
laginous tissue with pericartilaginous
inflammatory infiltrate (Fig. 6).

si perianexial, Col. HE X100
Figure 4. Nodular foci of perivascular and perianexial
lymphocytes, Col. HE X100
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Fiqura 5. Focare nodulare alcdtuite din limfocite dispuse
perineural, Col. HE X100
Figure 5. Nodular foci composed of perineural lymphocytes,
Col. HE X100

Am initiat tratament cu Metilprednisolon 32
mg/zi cu reducere treptatd a dozei pand la 4
mg/zi, Famotidind 40 mg/zi, Rupatadind 10
mg/zi, Levofloxacind 500 mg/zi, cu evolutie usor
favorabila. S-a initiat si tratament cu Methotrexat
10 mg/saptamana in decembrie 2020. In ianuarie
2021 pacienta a prezentat eruptie tegumentara
eritematoasd, inelard, la nivelul toracelui, remisa
dupa cresterea dozei de Metilprednisolon. In
prezent, pacienta urmeaza tratament de
intretinere cu Medrol 4 mg la 48 ore, Methotrexat
10 mg/sdptamand, Acid folic 5 mg/sdptamana,
Aspacardin 1 cp/zi, vit D3 1 cp/zi.

Discutii

Etiopatogenie

In etiopatogenia policondritei recidivante
(PR) sunt implicate atat sistemul imunitar
umoral, cat si cel imunitar celular. Reactivitatea
imuna celulara fata de structurile din cartilaj a
fost demonstrata folosind tehnici de transformare
a limfocitelor sau de inhibare a migrarii
macrofagelor. Buckner si colab. au descris la un
pacient cu PR clone de celule T cu specificitate
pentru peptide corespunzdtoare resturilor 261-
273 ale moleculei de colagen tip IL.[7] Raspuns
celular anormal la proteoglicanii din cartilaj si
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Bl R S
Figura 6. Tesut fibrocolagen si adipos infiltrat limfocitar;
adiacent fesut muscular striat si tesut cartilaginos
incluzind infiltrat inflamator COL HE X40
Figure 6. Fibrocollagen and adipose tissue with
lymphocytic infiltrate; adjacent striated muscle tissue and
cartilaginous tissue including inflammatory infiltrate COL
HE X40

Based on the clinical and on the histopatho-
logical examination, we specified the diagnosis of
Relapsing polychondritis.

We initiated treatment with Methylpredni-
solone 32 mg/day with gradual dose reduction
up to 4 mg/day, Famotidine 40 mg/day,
Rupatadine 10 mg/day, Levofloxacin 500
mg/day, with a slightly favorable evolution.
Treat-ment with Methotrexate 10 mg/week was
also initiated in December 2020. In January 2021,
the patient presented with an erythematous,
annular rash on the chest, remitted after
increasing the dose of Methylprednisolone.
Currently, the patient is receiving maintenance
treatment with Medrol 4 mg every 48 hours,
Methotrexate 10 mg/week, Folic acid 5
mg/week, Aspacardin 1 cp/day, vit D3 1 cp/day.

Discussions

Etiopathogeny

Both the humoral and the cellular immune
system are involved in the etiopathogenesis of
relapsing polychondritis (RP). Cellular immune
reactivity to cartilage structures has been
demonstrated using techniques to transform
lymphocytes or inhibit macrophage migration.
Buckner et al. described in a RP patient T cell




dezechilibrul subsetului de limfocite T au fost, de
asemenea, descrise la pacientii cu PR.[8]

Atat anticorpii circulanti, cat si complexe
imune prezente in tesuturile afectate, au fost
descrise la pacientii cu PR. Acestea sunt generate
impotriva colagenului nativ si denaturat de tip II
si a tipurilor de colagen IX si XI care formeaza
scheletul extracelular major din cartilaj.[9]
Studiile au ardtat ca 33% dintre pacientii cu PR
aveau anticorpi circulanti Iimpotriva colagenului
de tip II in faza activa a bolii si cd titrurile lor au
corespuns activitatii bolii.[10,11]

Studiile genetice au identificat HLA-DR4 cd
alela cu risc major pentru PR, in timp ce existd o
asociere negativa intre severitatea implicarii
organelor si HLA-DR6.[12] Nu existd dovezi ale
transmiterii familiale.

Alti autoantigeni tintd cunoscuti sunt
matrilina-1 si proteinele matricei oligomerice ale
cartilajului (COMP). Matrilina-1 este o proteina a
matricei intercelulare, foarte exprimata in
cartilajele traheale, nazale, auriculare si condro-
sternale, dar nu in cartilajele articulare normale
ale adultilor. COMP se gdseste predominant in
matricea extracelulara a cartilajului, ligamentelor
si tendoanelor. Intr-un raport de caz, Saxne si
Heinegard au evidentiat faptul cd nivelurile
serice ale celor doud proteine din matricea cartila-
jului au variat invers in timpul monitorizarii unui
pacient cu PR.[13]

Factori incd necunoscuti (poate agenti
infectiosi si/sau agresiuni mecanice si chimice) ar
putea cauza degradarea proteinelor cu eliberarea
consecventa de antigeni criptici ai cartilajului. La
subiectii predispusi genetic, imunizarea poate
apdrea Impotriva acestor autoantigeni, recu-
noscuta partial in CII, matrilin-1 si COMP. Acest
lucru se poate perpetua, prin eliberarea
citokinelor pro-inflamatorii si recrutarea celulelor
infiltrante in leziunile RP, rezultdnd in final
distrugerea cartilajului mediatda de MMP
eliberatd de condrocite supuse apoptozei.[14]

Prezentarea clinici COVID-19 variaza de la
indivizi asimptomatici sau cu simptomatologie
usoard asemadndtoare gripei, pand la afectiuni
severe cu pneumonie interstitiald si sindrom de
detresd respiratorie acuta. In primele faze ale
bolii, infectia virald declanseaza un raspuns imun
puternic, care este fundamental pentru clearance-
ul viral, cu o cascadd de evenimente care implica
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clones specific for peptides corresponding to
residues 261-273 of the type II collagen
molecule.[7] Abnormal cellular response to
cartilage proteoglycans and T lymphocyte subset
imbalance have also been described in patients
with RP.[8]

Both circulating antibodies and immune
complexes present in the affected tissues have
been described in patients with RP. They are
generated by native and denatured type II
collagen and collagen types IX and XI that form
the major extracellular skeleton in cartilage. [9]
Studies have shown that 33% of patients with RP
had circulating antibodies against type II
collagen in the active phase of the disease and
that their titers corresponded to the activity of the
disease. [10,11]

HLA class II molecules also appear to be
associated with RP. Genetic studies have
identified HLA-DR4 as a major risk allele for RP,
while there is a negative association between the
severity of organ involvement and HLA-DRé.
[12] There is no evidence of family transmission.

Other known target autoantigens are
matrilin-1 and cartilage oligomeric matrix
proteins(COMP). Matrilin-1 is an intercellular
matrix protein, widely expressed in the tracheal,
nasal, atrial and chondro-sternal cartilages, but
not in the normal articular cartilages of adults.
COMP is found predominantly in the extra-
cellular matrix of cartilage, ligaments and
tendons. In a case report, Saxne and Heinegard
found that serum levels of the two cartilage
matrix proteins varied inversely during
monitoring of a patient with RP. [13]

Unknown factors (perhaps infectious agents
and/or mechanical and chemical aggression)
could cause protein degradation with the
consistent release of cryptic cartilage antigens. In
genetically predisposed subjects, immunization
may occur against these autoantigens, partially
recognized in CII, matrilin-1 and COMP. This can
be perpetuated by releasing pro-inflammatory
cytokines and recruiting infiltrating cells in RP
lesions, ultimately resulting in MMP-mediated
cartilage destruction released by apoptotic
chondrocytes. [14]

The clinical presentation of COVID-19 varies
from asymptomatic or mild individuals with
influenza-like symptoms to severe conditions
with interstitial pneumonia and acute respiratory
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atdt imunitatea inndscuta cat si adaptativa, care
pot deveni daundtoare atunci cand devin
neregulate. Modificari imunologice asociate cu
COVID-19 includ un numadr crescut de
macrofage, hiperactivitatea limfocitelor T, un
nivel  plasmatic  crescut de  citokine
proinflamatorii (IL-1B, IL6, TNF-alfa), ceea ce
duce la “o furtund de citokine” care pare a fi
corelata cu severitatea bolii.[15]

Mai multe studii ilustreazd similitudini
imunologice si clinice dintre boala COVID-19 si
bolile hiperinflamatorii, ducand la ipoteza ca
infectia cu SARS-CoV-2 ar putea declansa un
rdspuns autoimun la subiectii predispusi
genetic.[16]

Mai mult, polimorfismele HLA (atat clasa I,
cat si clasa II) si non-HLA sunt asociate cu boli
autoimune, iar controlul infectiilor virale este
mediat In mare masurd de recunoasterea
peptidelor virale in asociere cu moleculele HLA-
clasa I de cdtre celulele T efectoare CD8+. De
remarcat, un studiu recent a identificat o asociere
de HLA-DRB1*15:01, HLADQB1*06:02 (MHC-
clasa II) si HLAB*27:07 (MHC-clasa I) la 99
pacienti italieni cu COVID-19 severe. Fiecare
dintre aceste alele este asociatd cu auto-
imunitatea. Astfel, este posibil ca pacientii cu
COVID-19 care exprima una dintre aceste alele sa
prezinte un risc crescut de a dezvolta manifestari
autoimune.[17]

In ultimele decenii infectiile virale au fost
propuse ca factori de mediu care declanseaza
autoimunitatea la persoane predispuse genetic.
Virusurile respiratorii, in special parainfluenzae
si coronavirusurile, au fost asociate cu aparitia
artritei reumatoide.[6]

Aspecte clinice

PR se caracterizeazd prin episoade
inflamatorii acute ale structurilor cartilaginoase
care pot prezenta remisie spontand, dar care
recidiveazd frecvent si culmineazi cu distrugerea
structurii cartilaginoase. Poate implica afectare
sistemicd cu febrd, pierdere In greutate si
afectarea unor organe, cum ar fi sistemul nervos
central, rinichii, cdile respiratorii si vasele de
sange.[3]

Condrita auriculard mono- sau, mai frecvent,
bilaterald se observa pana la 90% dintre pacienti
in cursul bolii si este simptomul inaugural in 20%
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distress syndrome. In the early stages of the
disease, the viral infection triggers a strong
immune response, which is fundamental to viral
clearance, with a cascade of events involving
both innate and adaptive immunity, which can
become harmful when they become irregular.
Immunological changes associated with COVID-
19 include an increased number of macrophages,
hyperactivity of T lymphocytes, an increased
plasma level of proinflammatory cytokines (IL-
1B, IL6, TNF-alpha), leading to a “cytokine
storm” that seems to be correlated with the
severity of the disease. [15]

Several studies illustrate immunological and
clinical similarities between COVID-19 disease
and hyperinflammatory diseases, leading to the
hypothesis that SARS-CoV-2 infection could
trigger an autoimmune response in genetically
predisposed subjects. [16]

Moreover, HLA (both class I and class II) and
non-HLA polymorphisms are associated with
autoimmune diseases, and the control of viral
infections is largely mediated by the recognition
of viral peptides in association with HLA-class I
molecules by CD8 + effectors T cells. Notably, a
recent study identified an association of HLA-
DRB1 * 15:01, HLADQB1 * 06:02 (MHC-class II)
and HLAB * 27:07 (MHC-class I) in 99 Italian
patients with severe COVID-19 disease. Each of
these alleles is associated with autoimmunity.
Thus, patients with COVID-19 expressing one of
these alleles may be at increased risk of
developing autoimmune manifestations. [17]

In recent decades, viral infections have been
proposed as environmental factors that trigger
autoimmunity in genetically predisposed
individuals. Respiratory viruses, especially
parainfluenzae and coronaviruses, have been
associated with the development of rheumatoid
arthritis.[6]

Clinical aspects

RP is characterized by acute inflammatory
episodes of cartilaginous structures that may
show spontaneous remission, but which recur
frequently and culminate in the destruction of the
cartilaginous structure. It may involve systemic
damage with fever, weight loss, and damage to
organs such as the central nervous system,
kidneys, airways, and blood vessels. [3]




din cazuri. Debutul este brusc, cu eritem dureros
rosu-violaceu si edem limitat la partea
cartilaginoasd a urechii, crutand lobul, care nu
are cartilaj. Episoadele inflamatorii acute tind sa
se rezolve spontan in céteva zile sau saptamani,
cu recurentd la intervale variabile. Ca o
consecintd pe termen lung a eruptiilor repetate,
matricea cartilajului este grav deterioratd si
inlocuitd de tesut conjunctiv fibros. Urechile isi
pierd progresiv morfologia normald, capatand
uneori aspect de urechi conopidiforme.

Condrita nazali este prezentd in momentul
diagnosticului la 24% dintre pacienti si se
dezvoltd ulterior in 53% din cazuri. Procesul
inflamator implicd puntea nazald, cu roseatd
acuta, sensibilitate si durere, de obicei mai putin
marcatd decit la nivelul urechilor. Poate fi insotit
ocazional de epistaxis. Duce la distrugerea por-
tiunii cartilaginoase a septului nazal, conferind
nasului un aspect ,de sa”.[18]

Afectarea articulard este al doilea simptom cel
mai frecvent in PR si apare la aproximativ 50-85%
dintre pacienti in timpul bolii, dar numai la 33%
dintre acestia este o caracteristicd initiald,
asemenea cazului nostru. Principalul model al
afectdrii articulatiilor este poliartrita intermitenta
asimetricd acuta sau oligoartrita care afecteaza
articulatiile metacarpofalangiene, articulatiile
interfalangiene proximale, genunchii si, mai rar,
articulatiile metatarsofalangiene si coatele. De
obicei, nu se observi eroziuni sau deformari, desi
au fost raportate cateva cazuri cu distrugere
articulara.[19]

Modificarile oculare sunt nespecifice si includ
conjunctivita, uveita, retinopatiile, nevrita optica,
edemul palpebral si proptoza. Episclerita este cea
mai frecventd, aparand in 39% din cazuri.[18]

Afectarea laringo-traheo-brongsicd este observata
la prima prezentare in doar 10% din cazuri, dar in
cele din urma se dezvoltd la jumaitate din toti
pacientii, mai frecvent la femei. Manifestdrile
respiratorii includ raguseala, dispnee, senzatie de
sufocare, respiratie suierdtoare si durere la
nivelul articulatiilor laringo-traheale. Implicarea
traheo-bronsicd are un prognostic slab, fiind
cauza majord a morbiditatii si mortalitdtii.[20]

Pierderea auzului poate apdrea din cauza
obstructiei canalului auditiv extern, a otitei
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Auricular  chondritis, mono- or, more
frequently, bilateral is the most common feature
of RP, which is seen in up to 90% of patients
during the disease and is the inaugural symptom
in 20% of cases. The onset is sudden, with painful
red-purple erythema and edema limited to the
cartilaginous part of the ear, sparing the lobe,
which has no cartilage. Acute inflammatory
episodes tend to resolve spontaneously in a few
days or weeks, with recurrence at variable
intervals. As a long-term consequence of
repeated eruptions, the cartilage matrix is
severely damaged and replaced by fibrous
connective tissue. The ears gradually lose their
normal morphology, sometimes acquiring the
appearance of cauliflower ears.

Nasal chondritis is present at the time of
diagnosis in 24% of patients and develops later in
53% of cases. The inflammatory process involves
the nasal bridge, with acute redness, tenderness
and pain, usually less marked than in the ears. It
may occasionally be accompanied by epistaxis. It
leads to the destruction of the cartilaginous part
of the nasal septum, giving the nose a “saddle”
appearance. [18]

Joint damage is the second most common
symptom in RP and occurs in about 50-85% of
patients during the disease, but only in 33% of
them is an initial feature, as in our case. The main
pattern of joint damage is acute asymmetric
intermittent polyarthritis or oligoarthritis that
affects the metacarpophalangeal joints, proximal
interphalangeal joints, knees and, less frequently,
metatarsophalangeal joints and elbows. Erosions
or deformities are usually not observed, although
several cases of joint destruction have been
reported. [19]

Ocular changes are nonspecific and include
conjunctivitis, uveitis, retinopathy, optic neuritis,
eyelid edema and proptosis. Episcleritis is the
most common, occurring in 39% of cases. [18]

Laryngeal-tracheo-bronchial — involvement is
observed at first presentation in only 10% of
cases, but eventually develops in half of all
patients, more commonly in women. Respiratory
manifestations include hoarseness, dyspnea,
suffocation, wheezing, and pain in the larynx-
tracheal joints. Tracheobronchial involvement has
a poor prognosis, being the major cause of
morbidity and mortality. [20]
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urechii medii sau prin afectarea ramurii auditive
a nervului cranian VIII datoritd wvasculitei.[3]

Complicatiile renale ale PR sunt rare. Aproxi-
mativ 22% dintre pacientii cu PR dezvoltd un
anumit tip de leziune renald, cu microhematurie
si/sau proteinurie, dar nefropatia doveditd de
biopsie a fost raportatd la mai putin de 10%
dintre pacienti. Implicarea renala este asociatd cu
un prognostic slab, cu o ratd de supravietuire la
10 ani de 10%. Intr-un studiu pe 129 de pacienti
cu PR, 29 au prezentat afectare renala. Au fost
observate expansiunea mezangiald, proliferarea
celulard si glomerulonefrita necrozanta.[21,22]

Manifestarile neurologice sunt Intalnite la 3%
dintre pacientii cu PR, cel mai frecvent fiind
afectati nervii cranieni V si VII. Simptomele sunt
adesea legate de o vasculitd concomitentd a siste-
mului nervos central sau periferic. Manifestarile
clinice includ cefalee, meningita, encefalitd
limbicd, infarct cerebral, hemiplegie, ataxie,
convulsii, confuzie, psihoza si dementa.[23, 24]

Manifestdrile cutanate sunt intalnite la aproxi-
mativ 20-30% dintre persoanele cu policondrita
recidivantd, incluzdnd: ulcere aftoase, ulcere
genitale si o serie de eruptii cutanate nespecifice,
precum eritem nodos, livedo reticularis, urticarie
(prezentd In cursul evolutiei la cazul nostru) si
eritem multiform.

Sistemul cardiovascular: PR poate provoca
inflamatia aortei, afectarea valvelor inimii
(insuficienta aortica in 4-10%, insuficienta mitrala
in 2%). Alte acuze: dureri toracice, ritm cardiac
anormal, sincopa.[25]

Afectiuni asociate. Aproximativ 25% din
cazurile de PR sunt asociate cu alte boli. Include
tulburari autoimune (lupus eritematos sistemic,
sclerozd sistemicd, boalda mixta a tesutului
conjunctiv, sindrom Sjogren, dermatomiozita),
boli reumatologice (spondiloartropatie si, cu
frecventd ridicata, artritd reumatoidad) si
vasculitd.[26] Un numar tot mai mare de cazuri
de PR au fost descrise in asociere cu tumori
maligne, in special sindrom mielodisplazic
(SMD) si, mai putin frecvent, tumori solide
(vezicd, san, pldmani, colon, pancreas) sau alte
tumori maligne hematologice (limfom). Aso-
cierea PR cu SMD a fost raportatd in literaturd.
Pana la 27% dintre pacientii cu PR au SMD
concomitent.[27]
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Hearing loss may occur due to obstruction of
the external auditory canal, otitis media or
damage to the auditory branch of the cranial
nerve VIII due to vasculitis. [3]

Renal  complications of RP are rare.
Approximately 22% of patients with RP develop
some type of kidney injury, with microhematuria
and/or  proteinuria, but biopsy-proven
nephropathy has been reported in less than 10%
of patients. Renal involvement is associated with
a poor prognosis, with a 10-year survival rate of
10%. In a study of 129 patients with RA, 29 had
renal impairment. Mesangial expansion, cell
proliferation, and necrotizing glomerulonephritis
have been observed. [21,22]

Neurological manifestations are found in 3% of
patients with RP, most commonly affecting the
cranial nerves V and VII. Symptoms are often
associated with concomitant vasculitis of the
central or peripheral nervous system. Clinical
manifestations include headache, meningitis,
limbic encephalitis, stroke, hemiplegia, ataxia,
convulsions, confusion, psychosis, and dementia.
[23, 24]

Skin manifestations are found in approxi-
mately 20-30% of people with recurrent poly-
chondritis, including: foot-and-mouth ulcers,
genital ulcers and a number of nonspecific
rashes, such as erythema nodosum, livedo
reticularis, urticaria (present during the course of
our case) and erythema multiform.

Cardiovascular system: RP can cause inflam-
mation of the aorta, damage to the heart valves
(aortic insufficiency in 4-10%, mitral regurgita-
tion in 2%). Other charges: chest pain, abnormal
heart rhythm, syncope. [25]

Associated conditions. About 25% of cases of
RP are associated with other diseases. It includes
autoimmune disorders (systemic lupus erythe-
matosus, systemic sclerosis, mixed connective
tissue disease, Sjogren’s syndrome, dermato-
myositis), rheumatic diseases (spondyloarthro-
pathy and, more frequently, rheumatoid arthritis)
and vasculitis. [26] An increasing number of
cases of RP have been reported in association
with malignancies, especially myelodysplastic
syndrome (MDS) and, less frequently, solid
tumors (bladder, breast, lung, colon, pancreas) or
other haematological malignancies ( lymphoma).
The association of PR with MDS has been
reported in the literature. Up to 27% of patients
with RP have concomitant MDS. [27]




Diagnosticul pozitiv

Nu existd rezultate de laborator specifice
pentru PR. Anemia, dacd este prezentd, este de
obicei normocroma si normocitara si este asociata
cu un prognostic slab. Sunt adesea prezenti
indicatori nespecifici de inflamatie (VSH, PCR
crescute). Poate fi detectatd leucocitoza usoara.

Deoarece PR este asociatd cu afectiuni
sistemice, este indicatd o evaluare in functie de
simptomatologia descrisd pentru a constata
prezenta afectiunilor asociate. Anticorpii anti-
nucleari, factorul reumatoid si anticorpii anti-
fosfolipidici sunt teste care pot ajuta la evaluarea
si diagnosticarea bolilor autoimune ale tesutului
conjunctiv.[12]

Biopsia cartilajului la pacientii cu PR
evidentiazd condrolizd, condrita si pericondrita.
Cartilajul isi pierde bazofilia, probabil prin
eliberarea de proteoglicani sulfatati din matrice,
iar condrocitele sunt reduse ca numadr si pot
apdrea picnotice. PR precoce se caracterizeaza
printr-un infiltrat inflamator mixt de limfocite,
neutrofile si plasmocite in pericondru. Pe masura
ce cartilajul degenereaza, celulele mononucleare
si macrofagele se infiltreaza in matrice. Matricea
cartilajului este in cele din urma distrusd si
inlocuitd de tesut conjunctiv fibros. In ciuda
prezentei eritemului clinic, pielea supraiacenta
este normala.[28]

Diagnosticul PR se bazeazd incd pe mani-
festdrile clinice, deoarece nu existi teste de
laborator specifice. Potrivit lui McAdam si colab.,
diagnosticul PR se poate face dacd sunt prezente
trei sau mai multe dintre cele sase caracteristici
clinice: condrita auriculard recurentd; poliartrita
inflamatorie neerozivd; condrita nazald;
inflamatia oculard; condrita tractului respirator;
afectarea audio-vestibulard, nefiind necesara
confirmarea histologica. [29]

Aceste criterii au fost modificate ulterior de
Damiani si Levine, care au extins spectrul de
criterii de diagnostic, addugand prezenta a cel
putin unui criteriu McAdam si a confirmarii
histologice pozitive, sau a doud criterii McAdam
si rdspuns pozitiv la administrarea de
corticosteroizi sau dapsond.[30] O altd varianta a
criteriilor McAdam a fost propusa de Michet si
colab. in 1986. Conform acestuia din urmd,
diagnosticul de PR necesitd o inflamatie
confirmatd in doud din cele trei cartilaje
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Positive diagnosis

There are no specific laboratory results for RP.
Anemia, if present, is usually normochromic and
normocytic and is associated with a poor
prognosis. Non-specific indicators of inflam-
mation (ESR, elevated PCR) are often present.
Mild leukocytosis can be detected.

Because RP is associated with systemic
disorders, an assessment based on the symptoms
described to indicate the presence of associated
conditions is indicated. Antinuclear antibodies,
rheumatoid factor, and antiphospholipid anti-
bodies are tests that can help assess and diagnose
autoimmune connective tissue diseases. [12]

Cartilage biopsy in patients with RP reveals
chondrolysis, chondritis and perichondritis.
Cartilage loses its basophilia, probably by the
release of sulfated proteoglycans from the matrix,
and chondrocytes are reduced in number and
may appear pycnotic. Early RP is characterized
by a mixed inflammatory infiltrate of lympho-
cytes, neutrophils and plasmacytes into the
perichondrium. As cartilage degenerates, mono-
nuclear cells and macrophages infiltrate the
matrix. The cartilage matrix is eventually
destroyed and replaced by fibrous connective
tissue. Despite the presence of clinical erythema,
the overlying skin is normal. [28]

The diagnosis of RP is still based on clinical
manifestations, as there are no specific laboratory
tests. According to McAdam et al., the diagnosis
of RP can be made if three or more of the six
clinical features are present: recurrent auricular
chondritis; non-erosive inflammatory poly-
arthritis; nasal chondritis; eye inflammation;
respiratory tract chondritis; audio-vestibular
impairment, no histological confirmation being
required. [29]

These criteria were later modified by
Damiani and Levine, who expanded the
spectrum of diagnostic criteria by adding the
presence of at least one McAdam criterion and
positive histological confirmation, or two
McAdam criteria and a positive response to
corticosteroids or dapson. [ 30] Another variant
of the McAdam criteria was proposed by Michet
et al. in 1986. According to the latter, the
diagnosis of RP requires a confirmed inflam-
mation in two of the three auricular, nasal or
laryngotracheal cartilages or, a proven inflam-
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auriculare, nazale sau laringo-traheale sau, o
inflamatie dovedita intr-unul din cartilajele de
mai sus si alte doud criterii minore (pierderea
auzului, inflamatia oculard, disfunctia vestibu-
lard, artrita seronegativa).[31]

Pacienta noastra a indeplinit criteriile de
diagnostic propuse de Damiani si Levine (cel
putin un criteriu McAdam si a confirmdrii
histologice pozitive).

Diagnosticul diferential

Condrita auriculard din PR trebuie dife-
rentiatd de pericondrita infectioasd, otita cronica
externd, traume, muscdturi de insecte, erizipel al
urechii, degeraturi, condrodermatita nodulara
cronicd a wurechii, sifilis congenital, lupus
pernio.[26]

Prognostic

Rata de supravietuire la 5 ani a fost de 66-74%
(45% daca PR apare asociatd cu vasculita
sistemicd). Cele mai frecvente cauze de deces
asociate cu PR includ infectiile secundare
tratamentului cu corticosteroizi sau afectiunile
respiratorii, vasculita sistemicd, malignitatea.
Implicarea renald si anemia reprezinta un factor
de prognostic slab la toate varstele.[32, 33]

Tratament

Tratamentul PR constd in utilizarea de
antiinflamatoare nesteroidiene si corticosteroizi
in doze mici in situatii de condritd auriculara/
nazald usoard sau artritd. Pentru cazurile cu
manifestdri grave, cum ar fi simptomele
laringotraheale sau oculare, inflamatia urechii
interne, condrita auriculard sau nazald severa,
vasculita sistemicd, aortita sau glomerulonefrita,
este indicat prednisonul in doza de 1 mg/kg/zi.
Utilizarea imunosupresoarelor precum metho-
trexat, azatioprina si ciclofosfoamida este
rezervatd cazurilor refractare la terapia cu
steroizi. De asemenea, a fost descrisad utilizarea
dapsonei, colchicinei, anticorpilor monoclonal
anti-CD4, D-penicilaminei si antimalaricelor.
Ciclosporina A in dozd de 5 mg/kg/ zi a avut
efecte benefice pentru cazurile rezistente la
corticosteroizi. [34] Cazurile refractare la imuno-
supresoare includ utilizarea agentilor imuno-
modulatori, cum ar fi infliximab, etanercept,
adalimumab si abatacept. Tocilizumab, a de-
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mation in one of the above cartilages and two
other minor criteria (hearing loss, eye inflam-
mation, vestibular dysfunction, seronegative
arthritis). [31]

Our patient met the diagnostic criteria
proposed by Damiani and Levine (at least one
McAdam criterion and positive histological
confirmation).

Differential diagnosis

RP ear chondritis should be differentiated
from infectious perichondritis, chronic external
otitis, trauma, insect bites, ear erysipelas,
frostbite, nodular chondrodermatitis of the ear,
congenital syphilis, lupus pernio. [26]

Prognosis

The 5-year survival rate was 66-74% (45% if
RP is associated with systemic vasculitis). The
most common causes of death associated with RP
include infections secondary to corticosteroid
treatment or respiratory disorders, systemic
vasculitis, malignancy. Renal involvement and
anemia are a poor prognostic factor at all ages.
[32, 33]

Treatment

RP treatment involves the use of non-
steroidal anti-inflammatory drugs and low-dose
corticosteroids in cases of mild auricular/nasal
chondritis or arthritis. For cases with severe
manifestations, such as laryngotracheal or ocular
symptoms, inflammation of the inner ear, severe
auricular or nasal chondritis, systemic vasculitis,
aortitis or glomerulonephritis, prednisone at 1
mg/kg/day is indicated. The use of immuno-
suppressants such as methotrexate, azathioprine
and cyclophosphoamide is reserved for cases
refractory to steroid therapy. The use of dapsone,
colchicine, anti-CD4 monoclonal antibodies, D-
penicillamine and antimalarials has also been
described. Cyclosporine A at a dose of 5 mg/kg
/day had beneficial effects for corticosteroid-
resistant cases. [34 Immunosuppressive refrac-
tory cases include the use of immunomodulatory
agents such as infliximab, etanercept, adali-
mumab and abatacept. Tocilizumab has been
shown to be useful in patients who do not
respond to TNF antagonists. Allogeneic and
autologous hematopoietic stem cell trans-
plantation may be an option. [35]




monstrat utilitate la pacientii care nu rdspund la
antagonistii TNF. Transplantul de celule stem
hematopoietice alogene si autologe poate fi o
optiune.[35]

Policondrita recidivantd este o afectiune
autoimund progresiva care afecteazd mai multe
organe si tesuturi. Recunoasterea timpurie a
semnelor acestei boli rare si initierea promptd a
terapiei antiinflamatorii si imunosupresoare pot
ameliora simptomele si preveni complicatiile, In
special cele care afecteazd tractul respirator si
inima.

Concluzii

Numaérul rapoartelor de caz care descriu
fenomene autoimune in COVID-19 este in
crestere, iar aceste conditii pot implica diferite
organe si sisteme. Desi cronologia patologiilor la
cazul nostru ne sugereaza posibila implicare a
infectiei cu SARS-CoV-2 in aparitia Policondritei,
mentiondm cd pand in prezent nu au fost
raportate cazuri de Policondritd recidivanta
asociatd cu aceastd infectie virala.
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Conclusions
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different organs and systems. Although the
chronology of pathologies in our case suggests
the possible involvement of SARS-CoV-2
infection in the occurrence of Polychondritis, we
mention that so far no cases of relapsing
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have been reported.
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