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Peзюме
Представлено наблюдение лимфоидной опухоли, скрывающейся под «маской» рецидивирующего полихондрита с высокой активностью 

воспалительного процесса и ограниченным ответом на лечение. Помимо поражения ушной раковины, заболевание сопровождалось не-

эрозивным недеформирующим артритом, теносиновитом ахиллова сухожилия с его разрывом, эписклеритом, хондритом носа, поражением 

кожи в виде нейтрофильного дерматоза Свита, дилатацией восходящего отдела аорты, субклиническими признаками поражения лёгких 

и перикарда, а также развитием макроцитарной анемии при нормальном содержании в крови витамина В12 и фолиевой кислоты, отсутстви-

ем лабораторных проявлений аутоиммунизации. Несмотря на то, что рецидивирующий полихондрит с подобными клинико-лабораторными 

признаками может быть частью фенотипа недавно описанного аутовоспалительного синдрома взрослых (VEXAS), определение его генети-

ческого маркера дало отрицательный результат.
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Abstract
A clinical case of lymphoid tumor hiding under the «mask» of recurrent polychondritis with high activity of inflammatory process and limited response 

to treatment is presented. In addition to auricle damage, the disease was accompanied by non-erosive non-deforming arthritis, tenosynovitis of the 

Achilles tendon with its rupture, episcleritis, nasal chondritis, skin lesions in the form of Sweet neutrophilic dermatosis, ascending aorta dilation, 
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subclinical signs of lung and pericardial damage, and development of macrocytic anemia with normal blood levels of vitamin B12 and folic acid, absence 

of laboratory manifestations of autoimmunity. Despite the fact that recurrent polychondritis with similar clinical and laboratory signs may be part of 

the phenotype of recently described adult autoinflammatory syndrome (VEXAS), the determination of its genetic marker gave a negative result.
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AID — autoinfl ammatory disease, ANCA — anti-neutrophil cytoplasmic antibodies — AS-DNAse — serum DNase activity in ankylosing spondylitis, 

ACPA — antibodies against cyclic citrullinated peptide, EBV — Epstein-Barr virus, BT — biological therapy, MDS — myelodysplastic syndrome, MSCT — 

multi-spiral computed tomography, MRI — magnetic resonance imaging, PET — positron emission tomography, RP — relapsing polychondritis, RF — 

rheumatoid factor, SLE — systemic lupus erythematosus, CRP — C-reactive-protein, CLL — chronic lymphocytic leukemia, CIC — circulating immune 

complexes, ENMG — electroneuromyography, EchoCG — echocardiography, HHV — human herpesvirus, HLA — human leukocyte antigen, MCV — 

mean corpuscular volume, SM IgG — IgG-antibodies against the extracted nuclear antigen, UBA1 — ubiquitine-activating protein, VEXAS — a new 

monogenic disease — adult autoinfl ammatory syndrome (V — vacuoles, E — ubiquitine-activating protein E1, X — X-linked, A — autoinfl ammation, 

S — somatic mutation)

Relapsing polychondritis (RP) is a rare multisys-

temic infl ammatory cartilaginous progressive disease 

of unknown etiology. All ethnic groups are aff ected. In 

specifi c countries the rate of RP is 4.5  cases per 1 mil-

lion population, while the prevalence is 0.71  cases per 

1 million population annually [1, 2]. Th e disease is not 

associated with gender and signifi cantly not associated 

with age [3], is characterized by relapsing infl ammation 

and cartilage destruction, in particular aff ecting auricles, 

nose, and the respiratory tract [4, 5]. Joints, eyes, the 

internal ear [6], heart valves and blood vessels, including 

the aorta [7, 8], may be aff ected.

Infl ammatory auricular lesions (tenderness, swelling, 

induration, violaceous-erythematous discoloration/fl ac-

cid formless “caulifl ower-like” ear) are observed almost in 

all patients, while nasal chondritis (cartilaginous septum 

lesions with the saddle-like nasal deformity), nasal con-

gestion, rhinorrhea, epistaxis  — in 82 % patients [9]. 

Various ocular symptoms caused by the infl ammation 

of the fi brous ocular layer are detected in every second 

patient, including scleritis, episcleritis, non-granulo-

matous uveitis, conjunctivitis; proptosis with chemo-

sis, periorbital edema, ophthalmoplegia [9, 10]. Classi-

cal arthropathy manifestations in RP patients include 

the symmetric non-erosive non-deforming arthritis, 

although they may vary from arthralgias to monoar-

thritis or polyarthritis with the involvement of large and 

small joints, parasternal joints. Every fourth patient has 

cardiovascular lesions in the form of aortitis  — aortic 

root dilation/aneurysm, aortic regurgitation, myocardial 

infarction, arterial thrombosis (one of the most common 

causes of death in RP). Cutaneous lesions are detected 

in 30 % patients with RP, including cutaneous (and oral) 

ulcers, papules, purpura, nodules [6]. Th ese were pri-

marily presented with vasculitis, although neutrophilic 

dermatosis (Sweet syndrome), panniculitis without vas-

culitis, aseptic abscess, and non-specifi c changes were 

also described [7]. It should be noted that neutrophilic 

dermatosis was observed in RP almost exclusively in 

combination with the myelodysplastic syndrome [7]. 

Respiratory lesions are considered the most severe and 

prognostically signifi cant  — these include dysphonia, 

aphonia, voice hoarseness, respiratory failure symptoms 

resembling bronchopulmonary infections or asthma; 

laryngeal and tracheal lesions are oft en accompanied by 

tenderness of the thyroid cartilage and the anterior tra-

cheal wall [6, 11].

RP is oft en associated with autoimmune and auto-

infl ammatory diseases: SLE, rheumatoid arthritis, sero-

negative spondylitis, mixed connective tissue disorder, 

Sjogren disease; vasculitides (granulomatosis with poly-

angiitis, polyarteriitis nodosa, Takayasu aortoarteriitis), 

Behcet’s diseases, Cogan syndrome are other common 

associations [12, 13].

Cases of RP association with other rheumatic and 

autoimmune diseases, myelodysplastic syndromes, 

rarely lymphomas have also been described [14–16]. For 

example, J. Dion et al. [7] examined 142 patients with RP, 

and 18 (13 %) of those had concomitant hematological 

malignancies, predominantly myelodysplastic syndrome, 
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which occurred only in older males that also had cutane-

ous lesions (commonly neutrophilic dermatosis), some-

times associated with vasculitis. 4  lymphoma cases and 

2  myeloproliferative disorder cases were among more 

rare hematological diseases. It is commonly considered 

that myelodysplasia-associated RP should be considered 

a paraneoplastic syndrome [17], and its poor progno-

sis refl ects the prognosis of the main myelodysplastic 

disorder [18]. Very rare cases of RP association were 

described with several solid tumors, including those of 

the colon and rectum, pancreas, bladder, bronchi, lungs, 

breast [9, 10].

Classifi cation (major) RP criteria [19] include auricu-

lar lesions, nasal chondritis, laryngotracheal chondritis; 

minor criteria include ocular lesions (conjunctivitis, ker-

atitis, episcleritis, uveitis), hearing loss, vestibular dys-

function, and seronegative arthritis. 2 major or 1 major 

and 2 minor criteria are suffi  cient to confi rm the diagno-

sis. Considering clinical manifestations, disease evolu-

tion and prognosis, 3 specifi c phenotypes (clusters) have 

been defi ned: 1) hematological; 2) respiratory; 3) mild 

(with a good prognosis) [7].

Th e etiology and pathogenesis of RP are unknown. 

Associations between RP and several histocompatibility 

antigens (HLA-DRB1*16:02, DR4, etc.) have been estab-

lished [20]. Th e trigger role of infectious agents in the 

emergence of autoimmune disorders has been confi rmed 

by detecting a large amount of antibodies against collage 

II [21], IX, and XI along with the diff use infi ltration of 

aff ected cartilages with lymphocytes (CD4+, plasma 

cells) during the high activity period. Antinuclear, anti-

neutrophil cytoplasmic antibodies, rheumatoid factor 

may also be detected in the blood of patients, thus con-

fi rming the immune-mediated RP character.

A new monogenic disease, described in 2020, 

VEXAS adult autoinfl ammatory syndrome (vacuoles; 

E1 enzyme; X-linked; autoinfl ammation; somatic muta-

tion), has largely changed insights into the autoinfl am-

matory diseases in general and possible mechanisms of 

RP in particular. Th e disease associated with the emer-

gence of pathogenic variants in the ubiquitine-activating 

protein (UBA1) gene is characterized by a wide spec-

trum of systemic manifestations, including immunoin-

fl ammatory and hematological ones due to the presence 

of UBA1 in bone marrow precursor cells and circulating 

myeloid cells [22]. Unlike the majority of autoinfl amma-

tory diseases (AIDs) emerging due to hereditary muta-

tions and inherited in successive generations, VEXAS 

syndrome is acquired in an older age and is somatic 

(non-inherited). Th e penetrance (gene realization in 

signs) associated with the UBA1 gene mutations is very 

high. With that, VEXAS syndrome emerges exclusively 

in adults (more oft en males) aft er 50  years of age with 

the prevalence of 1:4000. Th e pathological gene variant 

promotes methionine substitution to valine, threonine, 

or leucin. Th e resulting cytoplasmic UBA1  failure in 

hematopoietic cells leads to the decreased ubiquitine 

activation and, thus, to uncontrollable activation of the 

congenital immunity system, excessive production of 

pro-infl ammatory cytokines, TNF-α, interferon-γ.

It is interesting to note that relapsing polychondritis 

may be a part of the VEXAS phenotype — this variant 

(VEXAS-RP) has some specifi c features, i.e. fever, auric-

ular and nasal chondritis, cutaneous lesions, pulmonary 

infi ltrates, and venous thrombosis; it is characterized by 

frequent relapses and steroid dependence, which are not 

typical for idiopathic RP [23, 24].

In a recently published (fi rst Russian) clinical case 

study of the VEXAS syndrome [25], a male patient pre-

sented with febrile fever, tender swelling and hyperemia 

of auricles, joint and ocular lesions, two-lineage cytope-

nia (macrocytic anemia and thrombocytopenia), high 

CRP, ESR, and ferritin levels, although with the absence 

of rheumatoid and antinuclear factors, anti-double-

stranded DNA antibodies and anti-neutrophil cytoplas-

mic antibodies (ANCA), but with the signifi cant positive 

corticosteroid eff ects. Th e bone marrow biopsy revealed 

alterations typical for the myelodysplastic syndrome, 

with enhanced bone marrow cellularity, expanded granu-

locytic lineage, narrowed erythroid lineage, and elevated 

megakaryocyte counts with signs of dysplasia. Based on 

the whole-exome sequencing, a pathogenic variant of 

the nucleotide sequence was detected in exon 3  of the 

UBA1  gene with methionine substituted to threonine 

in 83 % reads — this defi ned the somatic variant in the 

majority of circulating nucleated cells.

Th e clinical RP variant analyzed by us included many 

signs typical for RP, Sweet syndrome, and VEXAS syn-

drome, thus providing specifi c diagnostic diffi  culties in 

the various disease stages.

Below we present a proper 
case study

Th e male patient S., 53  years old, visited the rheu-

matologist in early 2021  complaining of periodic fever 

(37.3–37.6 °C), body aches, myalgias (especially in calf 

muscles), fl eeting migratory arthralgias (sometimes in 

right sternocostal joints), headache, as well as malaise, 

fatigability, diaphoresis, weight loss, ocular hyperemia, 

periodic pain and swelling of Achilles tendons.

Almost 10 years ago he fi rst develop episodic pain in 

small hand and foot joints, ankles and wrists. In 2020 he 

was treated for chronic relapsing episcleritis of both eyes.

Since March 2021, he starting having almost constant 

pain in feet (plantar surface, Achilles tendons), wrist 

joints, sacroiliac joints, ocular hyperemia, headache, 

subfebrile fever; pain, swelling, and hyperemia of the 

right auricle also emerged. He lost 4 kg of body weight. 

In childhood the patient was sick with rubella and 
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mumps. At the moment of examination, his concomitant 

diseases included urolithiasis (multiple urinary stones 

in the pyelocalyceal system of both kidneys), degen-

erative disc disease, open-angle glaucoma of both eyes. 

Th e patient was not infected with COVID-19, although 

he was vaccinated in December 2020 and January 2021 

(1.5–2  months before the expansion of the symptom 

spectrum and worsening severity).

Physical examination: the patient was of adequate 

nutrition (BMI=25); scleral vascular injection, thickened 

nasal septum were noted. Th e skin of the right auricle 

was congestively hyperemic, hot to the touch, tender on 

palpation. Th e left  ankle joint was enlarged, with limited 

motions and mild tenderness on palpation. Entesopathy, 

achillodynia, talalgia were confi rmed. Functional insuf-

fi ciency: Grade 0-1. Varicose subcutaneous veins were 

detected in both lower extremities (legs) without signs of 

infl ammation and trophic disorders. Locations of carti-

laginous rib attachments to the sternum were tender on 

the right side (Tietze syndrome).

Blood counts demonstrated elevated С-reactive pro-

tein (CRP) levels to 147 mg/L (reference range: < 5 mg/L), 

as well as ESR (80 mm/h) and CIC levels (289 U, refer-

ence range: 0–120  U). Levels of ACPA, ANCA (IgG), 

anti-Sm (IgG), antibodies against native and double-

stranded DNA, antinuclear antibodies, rheumatoid 

factor, AS-DNAase were within normal limits; HLA-B51 

and B27 antigens were negative. MRI confi rmed osteo-

arthritis of both hip joints (Grade 1), moderate sacro-

ileal osteoarthritis. PET/CT scan demonstrated a focus 

of label hyperfi xation in the T3 vertebra. Th e patient was 

counseled by the hematologist, TB specialist. Relaps-

ing polychondritis was diagnosed, and in May 2021 the 

treatment was started (methylprednisolone + sulfasala-

zine; eye drops (Tobradex)). His well-being improved 

mildly: myalgias in calf muscles, body aches, diaphore-

sis, hyperthermia (high febrile fever) persisted, as well as 

elevated CRP and ESR levels.

In summer 2021  and in early 2022  the patient was 

examined twice in the Chief Clinical Hospital of the Rus-

sian Ministry of Internal Aff airs.

During the fi rst hospitalization, the blood count 

detected anemia and macrocytosis (Hb 106  g/L, MCV 

102 fL) with normal folate and vitamin B
12

 levels, hyper-

thrombocytosis (498×109/L), elevated serum potassium 

and ferritin levels, high CRP  — 85.1  mg/L (reference 

range: < 3 mg/L), normal rheumatoid factor (RF) levels. 

Transthoracic echocardiography (EchoCG) revealed a 

mild dilation of the ascending aorta (~3.8 cm). Th e bone 

scan demonstrated symmetric lesions of acromioclavic-

ular and intertibial joints, lesions of the right elbow, left  

wrist, and metacarpophalangeal joints of the left  hand, 

lesions of small hand joints (with a trend to symmetry). 

Ultrasound (US) examination detected lymph nodes 

in axillary regions bilaterally (sized from 2.4×0.8 to 

3.0×0.86 cm) and in inguinal regions (max. 2.4×0.6 cm). 

Electroneuromyography (ENMG) revealed signs of mod-

erately impaired conduction along the sensory fi bers of 

the peroneal nerve in the left  lower extremity (axonal 

sensory neuropathy). Besides the open-angle glaucoma, 

chronic episcleritis was diagnosed in both eyes. Meth-

ylprednisiolone was administered (pulse-therapy with 

subsequent oral dosing (20  mg/day)) along with the 

disease-modifying therapy (methotrexate 20  mg once 

weekly), which was complicated by the relapsing herpes 

infection; a small area of cutaneous hyperemia (without 

itching) appeared in the right shoulder region. Account-

ing for the verifi ed RP diagnosis, outpatient treatment 

ineffi  cacy, and high clinical & laboratory activity, bio-

logical therapy (BT) with tocilizumab (560 mg IV once 

monthly) was initiated; 3  plasmapheresis sessions were 

also arranged. As a result of treatment, myalgias and 

arthralgias, auricular hyperemia and swelling disap-

peared, while ocular symptoms diminished. CRP levels 

decreased from 85.1 to 16.8 mg/L, ESR normalized, while 

hemoglobin levels rose. It was recommended to continue 

treatment with oral methylprednisolone (20  mg/day) 

and methotrexate (20 mg once weekly intramuscularly).

In December 2021 (before the second hospitaliza-

tion to the Hospital of the Ministry of Internal Aff airs), 

the following alterations were detected in the complete 

blood count: anemia (RBCs 3.75×1012/L, Нb 106  g/L, 

Ht 34.6 %), moderate leukopenia (3.8×109/L), relative 

granulocytopenia (45.8 %) and lymphocytosis (43 %). 

MCV = 99.8 fL.

Th e second hospitalization confi rmed the sig-

nifi cantly decreased activity of the main disease  — no 

anemia, CRP level normalization (0.334–0.185  mg/L), 

diminished (even eliminated) neurological and ophthal-

mological signs. Th e patient was administered tocili-

zumab (480  mg), oral methylprednisolone (4  mg) was 

preserved, and mofetil mycophenolate (50  mg twice 

daily) was administered for long-term therapy.

Final diagnosis: Relapsing polychondritis, Activity 

3 (perichondritis of the right auricle; chronic episcleri-

tis of both eyes; myalgias of the leg muscles; peripheral 

non-erosive arthritis of the left  ankle joint, foot joints; 

axonal sensory neuropathy of the peroneal nerve in the 

left  lower extremity; peripheral lymphadenopathy; sub-

febrile fever; mild anemia; thrombocytosis).

Results of laboratory tests in early 2022 (aft er the 

treatment with tocilizumab, methylprednisolone, and 

mofetil mycophenolate): МСV = 100.6, normal CRP level 

(3.3 mg/L), elevated antinuclear factor, 1:320 (reference 

range: < 1:160). Chondroperichondritis of the quadran-

gular cartilage of the nasal septum was fi rst diagnosed by 

Professor V.P. Karpov.

In mid-April 2022, a rash in the form of edematous 

and erythematous papules, plaques emerged on the skin 

of the upper torso, neck, scalp (see Fig.). A biopsy was 
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arranged; the microscopy demonstrated cutaneous areas 

with focal epidermal atrophy and focal moderate hyper-

keratosis. Signifi cant dermal edema and fi ber separation: 

severe infl ammatory infi ltration with segmented neu-

trophils is detected between collagen fi bers. Histological 

signs correspond to the neutrophilic (Sweet) dermatosis 

(Professor S.Z. Chukov).

Paraaortic lymphadenopathy was detected with 

MSCT in April 2022. EchoCG demonstrated myocar-

dial hypertrophy in the basal part of the interventricu-

lar septum, initial pulmonary hypertension, marginal 

induration of the right semilunar aortic valve leafl et, 

aortic dilation at the level of Valsalva sinuses and the 

ascending part, thickened visceral pericardial layer due 

to fi brin accumulation. Pulse-therapy with corticoste-

roids was administered (with no eff ect). Apixaban 5 mg 

was started, then (in June 2022) abatacept (750 mg once 

every 2  weeks) was administered for 3  months (also 

without signifi cant eff ect).

Pain, swelling, subcutaneous hematoma emerged in 

the region of the right Achilles tendon with US signs of 

complete intra-trunk rupture of central tendon fi bers 

with the distal end retraction, eff usion in the tendinous 

vaginal cavity (tenosynovitis of the Achilles tendon).

Th e skin biopsy specimen was reviewed (on June 9, 

2022). Th e changes detected did not contradict the diag-

nosis of neutrophilic (Sweet) dermatosis. However, one 

should not exclude exudative erythema multiforme. Due 

to new rash on the skin of upper and lower extremities, 

the patient was consulted by the dermatologist: account-

ing for arthralgia and malaise that accompanied the rash, 

paraneoplastic origin cannot be excluded.

In June 2022, the genetic testing for the VEXAS syn-

drome was arranged in the Scientifi c Research Institute 

of Rheumatology. Th e exome sequencing did not reveal 

pathogenic, probably pathogenic variants, as well as 

variants of undetermined clinical signifi cance were not 

detected in the UBA1 genome.

PET-CT in August 2022 (V.  A. Almazov NMRC). 

Signs of active lymphoproliferative disease aff ecting 

the cervical, intrathoracic, axillary, intraabdominal and 

extraperitoneal, pelvic, inguinal lymph nodes; foci of 

pulmonary tissue induration in S2 and S10 of the right 

lung could correspond to the main disease manifesta-

tions. Inguinal lymph node histology: normal nodular 

structure lost; a detected tumor was represented by lym-

phoid cells, sized a little larger than small lymphocytes. 

Th e tumor structure and immunophenotype most likely 

corresponded to chronic lymphocytic leukemia / small 

lymphocytic lymphoma.

Main diagnosis: Small lymphocytic lymphoma/CLL, 

Grade IVB, aff ecting cervical, axillary, intraabdominal, 

intrapelvic, inguinal lymph nodes, and the right lung.

Complication: Grade 1 anemia.

Concomitant diagnosis: Relapsing polychondritis aff e-

cting ears (auricular perichondritis), eyes (episcleritis), 

Drawing. Patient S. Sweet neutrophilic dermatosis
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musculoskeletal system (arthritis, arthralgias, tenosyno-

vitis), skin (neutrophilic (Sweet) dermatosis/exudative 

erythema multiforme), ascending aorta (dilation), lungs 

(induration foci), asociated with a lymphoproliferative 

disease, high activity.

Th e increased perichondritis activity led to the 

increase in methylprednisolone dose to 32  mg/day 

with moderate positive eff ects. Specifi c immunotherapy 

(rituximab), target therapy (venetoclax ramp-up), main-

tenance immunosuppressive therapy (methylpredniso-

lone), and preventive antiviral therapy (acyclovir) was 

administered.

Subsequently the disease progressed. Th e small 

lymphocytic lymphoma/CLL transformed into diff use 

large B-cell lymphoma CD5+, non-GCB variant, bulky, 

IIB (Ann Arbor), with the refractory-relapsing course. 

Hypoplastic variant of the myelodysplastic syndrome 

also developed. Despite the treatment with corticoste-

roids, venetoclax, rituximab, glofi tamab, 5-azacitidine 

(for MDS correction), blood component transfusions, 

polychemotherapy, and an attempt to inject donor (hap-

locompatible) T-lymphocytes, several complications 

(including thrombosis, steroid-induced myopathy, pro-

tein-energy defi ciency) developed, and the patient died 

in August 2024.

Discussion

Rheumatic manifestations of malignancies and malig-

nancies in patients with rheumatic diseases form one 

of the most interesting issues of internal diseases. Such 

associations are caused by simultaneous oncogenic and 

rheumatogenic potentials of various virus groups (hepa-

titis B, C, EBV, cytomegalovirus, HHV-8, etc.), chemi-

cal (including drug-induced) factors and  autoantigens 

(oncoproteins, tumor suppressor, proliferative antigens) 

as triggers of antibody production with the activation 

of autoimmune mechanisms in patients with neoplasms 

(especially hematological ones). With that, the tumor 

either precedes the rheumatic disease (true paraneopla-

sia) or develops as a secondary pathology (RD as a risk 

factor of malignancies) [26].

Th e patient S. had a clear time association between 

the disease manifestation and vaccination against the 

SARS-CoV-2 virus, although several articular and even 

ocular symptoms were present earlier (within several 

years).

Th e diagnosis of RP was established in the patient very 

quickly, considering the presence of a single major (right 

auricular lesion) and two minor signs — episcleritis and 

non-erosive, non-deforming arthritis (aff ecting the hand 

and foot joints, sacroiliac and sternocostal joints), which 

were later joined by nasal chondritis, tenosynovitis of 

the Achilles tendon (with the intra-trunk fi ber rupture); 

aortitis (aortic root dilation) was confi rmed as well. Th e 

latter two lesions are not included into the diagnostic 

criteria, but their presence (including tenosynovitis fi rst 

confi rmed in RP) is a good addendum to the diagnosis, 

while aortitis is another evidence of the disease “viscer-

alization”. Th e patient S. had a rare (3 %) variant of car-

diac lesions in the form of pericarditis (fi brin accumu-

lation on the visceral layer) and peripheral neuropathy 

(detected less than in 4 % RP cases) [7]. Foci of the pul-

monary tissue induration were also detected.

At the initial disease stage, no specifi c diagnostic 

doubts were present, although signifi cant systemic signs 

observed in RP combined with the high activity and lim-

ited response to the treatment with methylprednisolone 

and methotrexate raised some questions. It is important 

to note (including the diff erential diagnosis) that the 

patient S. did not have laboratory signs of autoimmune 

pathologies that could be associated with RP (ANCA, 

ACPA, rheumatoid factor, anti-DNA, anti-Sm (IgG), 

antinuclear antibodies, etc.)  — these sometimes allow 

to put relapsing polychondritis into the group of auto-

infl ammatory diseases (oft en genetically determined), 

although the two-fold elevation in CIC levels (289  U; 

reference range: 0–120  U) and a single mild elevation 

in the antinuclear factor titer (1:320) could not lead to a 

unanimous decision.

Th e emergence of cutaneous lesions in the form of 

neutrophilic (Sweet) dermatosis became a turning point 

in the diagnostic search; this pathology is an infl amma-

tory non-infectious cutaneous reaction with predomi-

nant dermal neutrophilic infi ltrate, which oft en develops 

in response to the tumor, drug, immune diseases, sar-

coidosis, Behcet’s disease, etc. Based on the existing data, 

Sweet syndrome associated with malignancies (most 

oft en hematological, predominantly myeloid ones) forms 

a signifi cant portion (85 %) of cases [27, 28]. Cutaneous 

manifestations (Sweet syndrome, etc.) is one of the most 

common signs emerging in 90 % cases of the VEXAS 

syndrome [29].

Meanwhile, simultaneous MSCT detected paraaor-

tic lymphadenopathy in the patient, although 8 months 

before (almost 5  months aft er the RP manifestation) 

axillary and inguinal nodes sized up to 3.0x0.86 cm were 

detected in the patient S. during the US study in one of 

the inpatient departments.

One should discuss macrocytic anemia in the patient 

with normal folate and vitamin B
12

  levels in blood. It 

should be noted that this hematological phenomenon 

was detected in the majority of patients with the VEXAS 

syndrome [30], leading to the required repeated blood 

transfusions in every third case [31]. Macrocytic anemia 

was periodically accompanied by leukopenia (neutro-

penia) in the patient S. — almost a two-lineage cytope-

nia, which was possibly a precursor of myelodysplastic 

syndrome. Th e latter one is reported on average in half 

of patients with the VEXAS syndrome [30, 32], and it 



Р А З Б О Р  К Л И Н И Ч Е С К И Х  С Л У Ч А Е ВАрхивъ внутренней медицины • № 5 • 2025

389 

developed during the fi nal disease stage during the cyto-

static therapy. Accounting for these data, the genetic test-

ing for the VEXAS syndrome was arranged in June 2022, 

but its result was negative.

Conclusion

When comparing clinical and laboratory data of the 

patient S. with the VEXAS-negative paraneoplastic RP 

and results obtained by M.-Y. Khitri et al. [33] in the 

population of 55 patients with VEXAS-RP, we confi rmed 

the presence of the following clinical signs in both cases: 

hyperthermia, lesions of the skin, eyes, heart (aorta), 

lungs; association with MDS, low treatment effi  cacy, 

poor prognosis. Th us, fi rstly, the combination of highly 

active RP with a wide spectrum of clinical manifesta-

tions, including Sweet syndrome, may be characterized 

by a severe progressive polychondritis course regardless 

of VEXAS presence; secondly, VEXAS-negative RP cases 

demonstrating a high activity, a wide spectrum of clinical 

manifestations (including visceral ones) in the absence 

of laboratory autoimmune signs should be consi dered a 

prognostically poor (possibly, hematological) variant.
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