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ABSTRACT

Introduction. Gottron’s papillomatosis is a rare benign type of dermatosis with pseudoepitheliomatous hyperplasia of the epidermis, first
described as an independent disease by the German dermatologist H.A. Gottron. Invasive epidermal growth and hyperkeratosis reveal no
signs of malignancy. Chronic venous insufficiency and lymphedema can be associated with various secondary skin lesions: the formation of
ulcers, hyperkeratosis and skin papillomatosis, as well as infectious complications. Skin papillomatosis may be a manifestation of paraneo-
plastic syndrome, which requires a careful differential diagnosis. Timely treatment of complications in a patient with concomitant somatic
pathology performed by a multidisciplinary team of specialists is necessary to improve the prognosis. Considering the relative rarity of Got-
tron’s papillomatosis and the lack of awareness among practicing physicians regarding the differential diagnosis of this disease, we present
this clinical analysis. Description of a clinical case. Patient L., 42 years old (body mass index — 76.5 kg/m?) with chronic lymphovenous
insufficiency, lymphedema, erysipelas of the right lower limb associated with unspecified skin papillomatosis, was urgently hospitalized in
a health care institution “City Clinical Hospital No. 3” of Grodno (Republic of Belarus), consulted by a multidisciplinary team of clinicians
including a therapist, a cardiologist, a dermatologist, an endocrinologist, an infectious disease specialist, and a surgeon. Taking into account
the clinical status of the patient and the retrospective analysis of archival records of previous examinations performed on the patient in the
health care institution “Grodno University Clinic”, the type of dermatosis was determined as Gottron’s papillomatosis of both lower ex-
tremities. In terms of the clinical diagnosis of the patient, complex therapy was initiated in a hospital setting, which was then continued at
the outpatient stage. Conclusion. Adequate long-term treatment of morbid obesity and chronic lymphovenous insufficiency is necessary to
prevent serious complications. According to the academic literature, timely diagnosis of such a rare dermatosis as Gottron’s papillomatosis,
as well as the prescription of adequate therapy determine the possibility of regression in the early stages of the disease.
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AHHOTALINA

Beenenmne. [Tanmnomaro3 [oTTpoHa — peaknii JOOPOKaYeCTBEHHBIH 1epMaTo3 ¢ ICEBJOATHTEIIMOMATO3HOI THITepIUIa3yeil anuaepmuca,
BIIEPBBIC ONMCAHHBIN HeMenkuM aepmartoioroM H.A. Gottron kak camocTosiTeqbHOE 3a0osieBaHne. VIHBa3UBHBII SMHepMabHBINA POCT
U TUIIEPKEPaTO3 He NMEIOT PU3HAKOB MAJIMTHU3ANNN. XPOHHYECKasi BEHO3HAsI HEIOCTATOYHOCTh M JTMM(eieMa MOTYT OBITh aCCOIMUPO-
BaHBI C Pa3IMYHBIMU BTOPUIHBIMY TOPAKSHUSIMH KOXKHU: (POPMUPOBAHHEM SI3B, TUIIEPKEPATO3a U MAMTMILIOMATO3a KOXKH, a TAKXKe NHPEKIIH-
OHHBIMH OCJIO’KHEHHSMH. [lanmimomMaros3 KoK MOXKET OBITh IPOSIBICHUEM MTApAaHEOINIaCTHYECKOT0 CHHIPOMa, YTO TPeOyeT IIPOBEACHUS
TmaTenabHoro quddepennuanbaoro fuarsosa. CBoeBpeMEHHas Teparus OCJI0KHEHHUH y MaleHTa ¢ COIy TCTBYIOIIEH COMaTHYECKOI aTo-
JIOTHeH ¢ y9acTHeM MHOTONpO(MIBHON KOMaHIbI CIIEIHAJINCTOB HEOOX0JUMA C IIEIbI0 YIIYUIICHHS IIPOTHO3a. YUHUTHIBAst OTHOCHTEIBHYIO
peIKOCTh ManmIIoMaTo3a [0OTTpoHa M HEeOCTATOUYHYIO OCBEIOMIIEHHOCTh IPAKTUKYIOIINX Bpadeil B BOIpocax ero AnddepeHnnaIbHon
JMAaTHOCTHKH, TIPEJICTABIISIEM HACTOSIIMH KIMHUYECKUi pa3oop. Onmncanne KIMHNYecKkoro cay4das. [Tanuent JI., 42 rona (MHIeKC Macchl
Tena— 76,5 Kkr/M?), ¢ XpOHHYECKOH JTHM(OBEHO3HOM HEJOCTATOUHOCTHIO, TMM(EIEMOii, POKUCTHIM BOCITAJICHHEM PaBOil HUKHEH KOHEeY-
HOCTH, aCCOIIMMPOBAHHBIMY C HEYTOUYHEHHBIM ITAIMJIOMATO30M KOXKH, OBUT TOCITUTAIM3HPOBAH B DKCTPEHHOM IOPSIIKE B YUPEXKJICHHE
3npaBooxpanenust «loponckas kiauHHYeckas OonbpHUIA Ne 3» 1. I'poxgno (PecryGinka Benapych), KOHCYJIBTHPOBAH MYJIBTHIUCIIUTLIH-
HapHOIT KOMaHI0H KJIMHUINCTOB: TEPANIEBTOM, KapJAHOJIOTOM, IepMaTOJIOrOM, 3HIOKPHUHOIOTOM, HHPEKITHOHUCTOM, XHUpyproM. C yueTom
KJIMHUYECKOT'0 cTaTyca MaIieHTa ! 10 PeTPOCIEKTHUBHOMY aHaJH3y apXHMBHBIX 3aIHCceil 0 paHee BBHIIIOJIHEHHBIX MAUeHTY 00CIeI0BaH -
SIX B YCIOBUSX YUPEXKACHUS 31paBOOXpaHeHUs «I'pOfHEHCKass yHUBEPCUTETCKAs! KIIMHUKA» YCTAaHOBJIECH THUII IepMaTo3a — ManujIoMa-
T03 ['0TTpOHA 00€enX HIKHUX KOHeYHOCcTel. C y4eTOM KJIMHUYECKOro JHarHo3a MalueHTa Oblila MHUIIMAPOBaHA KOMIUICKCHAS Teparus
B YCIIOBHSX CTallMOHAPa, KOTOpas 3aTeM ObliIa MPOJIOJKEeHa Ha aMOyIaTOPHOM dTarie. 3aKJIloYenne. AIeKBaTHOE JI0ITOCPOYHOE JICUeHHEe
MOpPOUTHOT'O OXKHPEHUSI, XPOHUYECKOI TMM(POBEHO3HOI HEOCTATOYHOCTH HEOOXOIUMO ISt MPO(UIAKTHKY Cephe3HbIX ocioxHeHuit. Co-
[JIACHO JTUTEPATyPHBIM JaHHBIM, CBOEBPEMEHHAsl JUAarHOCTHKA PEIKOro AepMaTo3a — NanuioMaro3a [oTTpoHa, Ha3HaueHue aleKBaTHON
TEpaIuu OIpeeITIOT BO3MOXKHOCTD perpecca Ha paHHHUX CTaJANIX Pa3BUTH 3a00JeBaHMSL.

KJIIOUEBBIE CJIOBA: kapuuHOMAHBIN ManuioMaTo3 Koxu [oTTpoHa, MOpOMIHOE OKHpEHUE, XPOHUYECKasi BEHO3HAS HEIOCTaTOU-
HOCTb, TuMpeaemMa, poxa
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INTRODUCTION

Gottron’s carcinoid papillomatosis of skin is a rare type of
dermatosis, accounting for approximately 60 cases in the aca-
demic literature across the world [1, 2].

There are no epidemiological data of Gottron’s carcinoid
papillomatosis in Belarus, and, therefore, this fact does not al-
low behavior analysis the of the disease in our population. In
our opinion, the incidence and prevalence of Gottron’s carci-
noid papillomatosis in Belarus is poorly understood, probably
because of the difficulty in accurately identifying and docu-
menting such cases. According to some sources, Gottron’s
carcinoid papillomatosis is precancerous condition that can
transform to the squamous cell carcinoma. Dating back to
2010-2019, the Belorussian Cancer Registry reported a high
increase in morbidity (46.7%) of skin cancer among Belarus-
sian population'. Further research is required to fill existing
gaps in understanding the epidemiology of Gottron’s carcinoid
papillomatosis and tendencies in its incidence across Belarus.

According to modern concepts, Gottron’s carcinoid papil-
lomatosis is considered as a benign type of dermatosis char-
acterized by pseudoepitheliomatous hyperplasia of epidermis.
This dermatosis is more common in men over 40 with various
pathological conditions and predisposing factors associated
with chronic inflammation, such as other persistent dermatosis
types, chronic skin ulcers, primary or secondary lymphedema,
impaired blood circulation and venous insufficiency, human
papilloma viruses and so on. Some comorbid diseases such as
diabetes mellitus, obesity, and psoriasis are associated with a
host of disorders that can also affect symptoms, function, and
prognosis of Gottron’s carcinoid papillomatosis [3, 4]. The
disease is characterized by the decades-long, slowly progres-
sive course with no necrotic-ulcerative changes. The disease
predominantly affects lower extremities. However, cases of
the skin lesions on the upper extremities and chest have been
described. The location of the lesions can be both symmetrical
and asymmetrical. Patients commonly reveal a combination
of lower extremity edemas due to lymphatic stasis and papil-
lomatosis cutis. Papillomatosis cutis lymphostatica as well as
Gottron’s carcinoid papillomatosis is a severe complication of
chronic lymphedema and venous insufficiency characterized
by hyperkeratotic and papillomatous changes as well as skin
lesions [5]. Practitioners should have basic knowledge and
skills to detect Gottron’s carcinoid papillomatosis in patients
and use available diagnostic methods to determine the diag-
nosis.

CASE PRESENTATION
Patient information

The 42-year-old morbidly obese male was admitted to the
intensive care unit of the Grodno Municipal Clinical Hospital
No. 3 on February 4, 2023, with complaints of severe unre-
lenting pain in right lower limb, swelling of the entire right ex-
tremity and oozing of fluid from the right lower limb, inability
to move independently, burning sensation and fullness in the

legs, fatigue and weakness, shortness of breath, sweating, and
daytime sleepiness.

Anamnesis morbi: The first signs of lipedema and varicose
veins occurred 10 years earlier. Severe varicosities of the leg
veins remained untreated for a long period and led to stasis
dermatitis, lymphedema with multiple polypoid conglom-
erates on the skin of the lower extremities, secondary ulcer-
ations, and so in 2022, the patient applied to the surgical de-
partment of the Health Care Institution “Grodno University
Clinic”. This fact of the past case history was known only from
the words of the patient (the patient had no hospital epicrisis)
and, unfortunately, the patient was not able to give a clear view
of his illness and prescribed medications. After that period, the
patient did not have any medical consultation and was taking
some drugs from time to time. The patient felt worse from the
middle of January, 2023. The following complaints developed:
pain in the right lower extremity, enlargement of the right leg,
fever (temperature up to 39 °C). Domestically he used non-ste-
roidal anti-inflammatory drugs for pain syndrome, but didn’t
remember doses and names. The patient refused to cooperate
with doctors and refused hospitalization as well as skin care
procedures. On February 4, 2023, the patient was hospitalized
by his wife calling the ambulance due to intensity of symp-
toms (severe weakness, febrile fever with chills, intensive pain
(7 according to numeric rating scale).

Anamnesis vitae: The patient had a longstanding history of
hypertension and obesity. His antihypertensive treatment con-
sisted of bisoprolol for 10 mg/day, valsartan for 160 mg/day,
atorvastatin for 20 mg/day, sodium levothyroxine for 75 mcg/
day. No oral anticoagulants or antiplatelet drugs were adminis-
tered. The patient was diagnosed with morbid obesity and au-
toimmune thyroiditis, subclinical hypothyroidism (no medical
treatment received), and adenoma in the right adrenal gland.
Diabetes mellitus type 2 was treated by oral administration of
metformin for 1000 mg. Patient had hereditary history of arte-
rial hypertension. No bad habits or allergies.

Clinical Findings

The patient was admitted in a severe state. He was in a
forced (left lateral) position with body temperature 37,0 °C.
Height— 198 cm, weight— 300 kg, body mass index (BMI) —
76,5 kg/m?. Waist circumference — 140 cm. According to the
numeric rating scale for pain the patient selected score 7. The
color of the face was pink, while his lips were slightly cyanot-
ic. The respiratory rate was 20 breaths/min. Lungs auscultation
revealed decreased vesicular breath sounds under the scapu-
lars. Heart auscultation revealed diminished S, on the apex,
accentuated S, on the aortic valve point, no heart murmurs.
The pulse was arrhythmic, 86 beats per minute. The blood
pressure was 140/90 mmHg.

The right lower leg was severely increased in size (hip cir-
cumference at the upper third was 165 cm, circumference
of the middle third of the tibia was 87 cm), purple-cyanotic,
edematous, painful with erythematous rash, widespread pres-

' Cancer in Belarus: numbers and facts. Analysis of data from the Belarusian cancer registry for 2010-2019. / A.E. Okeanov [et al.]; edited by O.G.
Polyakova. Minsk: N.N. Alexandrova Republican Scientific and Practical Centre of OMR, 2020. P. 298.
Pak 6 Berapycu: yugpul u paxmel. Ananuz oannvix benopycckozo kanyep-peeucmpa 3a 2010-2019 e2. / A.E. Oxeanos [u np.]; nox pexa. O.I. Tloasikosa.

Mumnck: PHITL] OMP um. H.H. Anekcanaposa, 2020. C. 298.
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Figs. 1 A, B. Patient L. Right lower leg. 1 — elephantism, 2 — erysipelas, 3 — lymphedema and lipodermatosclerosis,
4 — erosions, 5 — papillomatosis.
Note: photographs taken by the authors.
Puc. 1 A, b. Iaruent JI. Tonenp npaBoii Horu. 1 — snedantusm, 2 — poxka, 3 — gumdenema 1 JIUIMOACPMATOCKIICPO3,
4 — 5po3un, 5 — MANUJIJIOMaTOo3.

Tpumeuanue: homoepapuu gvinoanenvi asmMopamu.

ence of trophic changes and papillomatosis, erosive defects up
to 5 cm (Figure la-b).

A foul-smelling yellow-whitish secretion expressed from
the lesions; the gray-yellow crusts were present in some areas.
The Kaposi—Stemmer sign was positive. The capillary refill
was less than two seconds. The left lower extremity was pain-
less, but revealed edema and papillomatosis, too. Peripheral
pulses were palpated bilaterally.

The primary diagnosis

Chronic venous insufficiency of both legs, C4, Ep, Ap, d, Pr,
04.02.2023; LI. Chronic lymphedema, grade III. Papilloma-
tosis cutis? Erysipelas in the right lower extremity? Ischemic
heart disease: atherosclerotic cardiosclerosis. Persistent atrial
fibrillation, normasystolic type, EHRA Ila. Atherosclerosis
of aorta, coronary vessels. Heart failure: functional class 111
(NYHA), objective assessment C, Vasilenko-Strazhesko stage
II-A. Arterial hypertension, grade 111, risk 4. Obesity, grade II1
(BMI = 76,5 kg/m?). Obesity hypoventilation syndrome? Dia-
betes Mellitus type 2, compensation. Autoimmune thyroiditis.
Adrenal adenoma (no hormonal activity).

Timeline
The chronology of disease in patient L. is depicted on the
Figure 2.

Diagnostic Assessment

Laboratory investigations (conducted at the health care in-
stitution “City Clinical Hospital No. 3” in Grodno, on Febru-
ary 4, 2023; reference values are indicated in brackets)

Complete blood count: red blood cells (RBC) count
4.02x10"/L ((4.63—6.08)x10'>/L); hemoglobin 115 g/L (135-
175 g/L); mean corpuscular volume (MCV) 80.5 fl (79.0-
92.2 fl); mean cell hemoglobin (MCH) 25.4 pg (25.6-32.2
pg); mean corpuscular hemoglobin concentration (MCHC)
31.6 g/dl (32.2-36.5 g/dl); white blood cells (WBC) count

12.6x10°/L ((4.23-9.07)x10°L): neutrophils: band cells 6%
(1-5%), segmented cells 78% (40-68%), lymphocytes 8.0%
(21,8-53.1%), monocyte 3.0% (5.3—12.2%), eosinophils 5
(1-5%), platelets 434x10%L (150-450%10°/L), erythrocyte
sedimentation rate (ESR) 54 mm/h (1-15 mm/h).

Biochemical blood test: total protein 68 g/L (65-85 g/L),
albumin 34 g/ (3448 g/L), urea 4.8 mmol/L (1.7-8.3
mmol/L), creatinine 1.4 mg/dL (0.6—1.1 mg/dL), estimated
glomerular filtration rate (¢GFR) 64 ml/min/1.73 m? (=120
ml/min/1.73 m?), C-reactive protein (CRP) 46.2 mg/dL (0-6
mg/dL), alanine aminotransferase (ALT) 57 U/L (5-42 U/L),
aspartate aminotransferase (AST) 41 U/L (5-37 U/L), glu-
cose 6.5 mmol/L (3.5-6.2 mmol/L), total bilirubin 0.74 mg/
dL (0.29-1.17 mg/dL), total cholesterol 6.0 mmol/L (3.1-5.2
mmol/L), high density lipoproteins (HDL) 0.8 mmol/l (1.03—
1.55 mmol/l), low density lipoproteins (LDL) 2.15 mmol/l
(2.6-4.1 mmol/l), triglycerides (Tg) 2.52 mmol/l (0.1-1.7
mmol/l), potassium 4.6 mmol/L (3.2-5.6 mmol/L), sodium
142 mmol/L (130-155 mmol/L), total calcium 2.2 mmol/L
(2.0-2.6 mmol/L), chlorides 102 mmol/L (95-110 mmol/L),
ferritin 405 mcg/L (20-250 mcg/L), serum ferrum 17.1 mc-
mol/L (11.6-31.3 mcmol/L).

Coagulation test: fibrinogen 7.2 g/L (2.0-4.0 g/L), D-dimer
test 1158 ng/mL (500 ng/mL), activated partial thromboplas-
tin time (APTT) 33.2 sec (28.0—40.0 sec), international nor-
malised ratio (INR) 1.12 (0.90—-1.30).

Arterial blood gas analysis: hypercapnic acidosis (PaCO, of
56mm Hg; pH = 7,31); SaO,= 92,1% at room temperature.

Urine analysis: physical properties-color — yellow (straw yel-
low), transparence (transparent), acidic reaction (acidic), specific
gravity — 1022 g/L (1012-1022 g/L); chemical properties —
protein count 0,09 g/L (absent (up to 0,033 g/L); erythrocytes —
1-3 in sight (single in sight), leukocytes — 8 in sight (up to 3
single in sight), bacteria absent, mucus — absent (absent).
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Morbid obesity,
arterial hypertension, diabetes
mellitus type 2,varicose veins

The year of hospitalization to the “Grodno
University Clinic”. Reason for
hospitalization-ulceration of the right leg

Investigations, conservative
management. Having searched archives
of medical record of the patient at the
“Grodno University Clinic” in June
2022, the doctors clarified the type of
papillomatosis of the skin: Gottron’s
carcinoid papillomatosis

: :

From 2000

Around 2014 to
2020

February, 2023

The 4th of The 6th of

February, 2023

The 6th of
February, 2023

Chronic lymphedema,
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The prognosis of the disease is

Fig. 2. Course of the disease in patient L.: key events and prognosis

Note: The timeline flowchart was created by the authors (in accordance with the CARE recommendations).
Puc. 2. Teuenne 60e3nn y manueHTa JI.: KIrFoueBbIe COOBITUS U IIPOTHO3

Ipumeuanue: O10K-cxeMa 8peMeHHOU WKAIbL 8bINOAHEHA asmopamu (cozaacto pekomenoayuam CARE).

Other investigations

Glycated hemoglobin Alc: 6.40% (4.27—6.07%). Thy-
roid hormones: Free thyroxine (free T,) = 12.4 ng/dL (0.7—
1.8 ng/dL), antibodies to thyroid peroxidase > 525 mIU
(0-34 mIU), thyroid stimulating hormone (TSH) = 5.0 mIU/L
(0.3-3.0 mIU/L). Progesterone 3.3 ng/ml (0.2-1.4 ng/ml),
cortisol (8 am) = 234.5 nmol/L (171-536 nmol/L), testoster-
one 3.3 nmol/L (10.4—41.6 nmol/L), prolactin 395.7 mU/ml
(86.0-324.0 mU/ml), follicle stimulating hormone (FSH) =
8.3 mU/ml (1.0-11.0 mU/ml), luteinizing hormone (LH) =
7.5 mU/1 (0.8-8.4 mU/ml).

Syphilis serology negative. Polymerase chain reaction iden-
tified no human papillomavirus. Specific laboratory investiga-
tion for streptococci — positive bacteriological skin culture:
Streptococcus pyogenes (A). Negative syphilis and human
immunodeficiency virus (HIV) screening tests.

Microscopic investigations: Microscopy for fungal infection
of the scraping of the epidermis of the skin was performed
twice (both negative).

Instrumental investigations (conducted at the health care
institution “City Clinical Hospital No. 3” in Grodno)

Electrocardiogram (ECG) 04.02.2023: atrial fibrillation,
normasystolic type. Heart rate = 86/min. Left axis deviation.
Amplitude signs of LV hypertrophy. CHA DS, -VASc scale =
4; HAS-BLED scale = 2.

Chest radiography (04.02.2023) revealed an enlarged heart
shadow with pulmonary venous hypertension and slight signs
of pulmonary congestion.

Bilateral venous duplex ultrasound (04.02.2023) showed
negative results for deep vein thrombosis (DVT), and comput-
ed tomography (CT) angiogram revealed bilateral lower ex-
tremity superficial reflux with enlargement of bilateral greater

saphenous veins and numerous superficial varicosities below
the calf soft tissues along the greater saphenous vein courses
bilaterally.

Bilateral arterial duplex ultrasound (04.02.2023) was with-
out abnormalities.

Transthoracic echocardiography (07.02.2023): echo-signs
of atherosclerosis of the aorta. Dilatation of both atria of the
heart. Left ventricular (LV) myocardial hypertrophy. Left ven-
tricular ejection fraction = 50%. Valvular regurgitation (mi-
tral, tricuspid) 2 degree. Moderate pulmonary hypertension
(44 mmHg).

Ultrasound of the abdomen (07.02.2023): enlargement of
the liver (right lobe is 259 mm, left is 132 mm), v. portae 10
mm, spleen size is 158x54 mm. No pancreas visualization.
Kidney: right — 138x69 mm, left — 136x66 mm, parenchy-
ma thickness: 14-15 mm. Contour: uneven. Echostructure:
heterogeneous. The projection of the right adrenal gland pres-
ents adenoma of 45%30 mm.

Ultrasound of the thyroid gland (05.02.23) revealed fibrous
diffuse changes in visible areas, without clear data for nodular
formations.

Sonographic assessment of the breast (05.02.23) showed a
glandular-stromal complex with the presence of ducts is deter-
mined, with a total size of about 50%25 mm on the right, 38x30
mm on the left side. There are lymph nodes up to 20 mm on
the right, up to 12 mm on the left side of the inguinal regions.

Histological investigation (conducted at the health care in-
stitution “Grodno University Clinic”, 03.06.2022)

Histopathological analysis from archives of the medical re-
cord of the patient at the “Grodno University Clinic”: a skin
fragment with hyperkeratosis, papillomatosis, pronounced
pseudoepitheliomatous epidermal hyperplasia, acanthosis, the
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f a skin fragment of the right leg (he-
matoxylin-eosin; magnification x50): 1 — hyperkeratosis,
2 — papillomatosis, 3 — severe pseudoepitheliomatous
hyperplasia of the epidermis, the formation of epithelial
strands penetrating the deep dermis layers, 4 — a large
number of small caliber vessels and focal lymphoid infil-
tration
Note: photographs taken by the authors.
Puc. 3. I'uctonorus ¢parmMeHnTa Ko>Xu MpaBoii HOTH (rema-
TOKCHJIMH-303WH; yBenumdenue x50): 1 — rumepkeparos,
2 — manmIIoMaro3, 3 — BbIPaXXEHHAs NCEBIOSMUTEINO-
MaTo3Hasi THIEPIUIA3Hs AHIEpPMuUca, HOPMHUPOBAHHUE IITH-
TENUAIBHBIX TSDKEH, TPOHUKAIOIIUX B TIIYOOKHE CIION JIep-
MBI, 4 — GOJBIIOE KOJTMIECTBO COCYIOB MEIKOTO Kaauodpa

1 ogaroBas TuMpongHas HHQUITBT AT
Ipumeuanue: pomoepaguu vinoaHeHbL ABMOPAMU.

formation of epithelial strands penetrating into the deep layers
of the dermis with the presence in the dermis of a large number
of vessels of small caliber and focal lymphoid infiltration. No
atypical cells (Fig. 3).

The final clinical diagnosis

Chronic venous insufficiency of both legs, C4, Ep, Ap, d, Pr,
04.02.2023; LI. Chronic lymphedema, grade III. Gottron’s car-
cinoid papillomatosis. Erysipelas in the right lower extremity.
Ischemic heart disease: atherosclerotic cardiosclerosis. Per-
manent atrial fibrillation, normasystolic type, EHRA Ila. Ath-
erosclerosis of aorta, coronary vessels. Heart failure with pre-
served ejection fraction (50%): functional class III (NYHA),
objective assessment C, Vasilenko—Strazhesko stage II-A.
Moderate pulmonary hypertension (44 mmHg). Arterial hy-
pertension grade III, risk 4. Obesity, grade III (BMI = 76.5
kg/m?). Obesity-hypoventilation syndrome. Diabetes melli-
tus type 2, compensation. Chronic tubulointerstitial nephritis.
Chronic kidney disease c¢2 (eGFR by CKD-EPI on 04.02.23
= 64 ml/min/1.73 m?). Metabolic associated fatty liver disease.
Autoimmune thyroiditis, subclinical hypothyroidism. Gyneco-
mastia. Adrenal adenoma (no hormonal activity).

Differential Diagnosis

Squamous cell carcinoma, spinocellular epithelioma, warty
tuberculosis, chronic vegetative pyoderma and chromomyco-
sis are the most important diseases for differential diagnosis.
Paraneoplastic cutaneous manifestations (cutaneous papillo-

matosis) recognition and identification can enable early diag-
nosis and treatment of associated neoplasms [6].

A significant risk factor of squamous cell cancer is old age,
together with cumulative sun exposure, fair skin, prolonged
immunosuppression and previous skin cancer diagnoses. In-
vasive carcinoma generally present as a persistent ulcer. Der-
matoscopy and microscopy enhanced the diagnosis. The main
histological features are parakeratosis, hyperkeratosis with an
epidermis characterized by the presence of disordered matu-
ration with atypical keratinocytes through all the epidermal
layers, individual cell keratinization, pleomorphism of nuclei,
atypical mitoses, and multinucleated tumor cells [7]. Spinocel-
lular epithelioma is invasive malignant tumor with cytonuclear
abnormalities [8].

Chronic ulcerative vegetative pyoderma has unique clini-
cal and histological characteristics. These lesions begin as a
single furunculoid purple abscess, nodule or plaque. They are
most commonly present on the trunk. Pseudoepitheliomatous
hyperplasia and diffuse neutrophilic infiltration with microab-
scess formation are present in dermis [9].

In atypical variants of cutaneous tuberculosis, one has to rely
on investigations like histopathology, bacilli culture, or poly-
merase chain reaction for confirmatory diagnosis. Histopatho-
logical investigations show nodular or diffuse tuberculoid
granulomatous inflammation involving the papillar and retic-
ular dermis. The granuloma consists of lymphocytes, plasma
cells, epithelioid cells; with or without Langhan’s or foreign
body giant cells. The overlying epidermis shows moderate to
severe hyperplasia (pseudoepitheliomatous hyperplasia) [10].

Chromoblastomycosis can be proved by direct microscopy
(reveals muriform, sclerotic bodies). Occasional dematiaceous
hyphae may be associated with the muriform bodies in the ma-
terial. The specimens with the highest likelihood of a positive
result are those from lesions with the so-called “black dots”
that are visible on the lesion’s surface [11].

In case of Gottron’s papillomatosis, papillomatous warts are
detected which protrude 1 cm above the skin level and they are
covered with vegetation. The grooves between the expansions
are filled with a yellowish-white sticky mass with an unpleas-
ant smell, and in some areas the gray-yellow crusts. Biopsy
with histological examination can prove diagnosis (acanthosis
with enlarged epithelial growth, penetrating deep into the der-
mis, no atypical cells).

Medical interventions (Therapeutic intervention)

On the day of admission (04.02.2023) patient was pre-
scribed empirically 2 g intravenous ceftriaxone once daily,
rozuvastatin 20 mg/day orally, rivaroxaban 20 mg/day oral-
ly, lansoprazole 30 mg/day orally, levothyroxine natrium 75
mcg/day. The patient remained hemodynamically stable, and
blood pressure and heart rate were controlled with bisoprolol
10 mg/day orally, valsartan 160 mg/day orally, torasemide
10 mg/day orally. It was made a decision to administer da-
pagliflozin 10 mg/day orally, additionally to metformin 1000
mg bid orally. The patient was given non-invasive ventila-
tion (the O, flow rate was 5 I/min). It was recommended bed
rest with elevated position of the legs. Surgery was consulted
thereafter, was adviced conservative treatment without sur-

Ky6anckuit Hay4uHblil MenunnHCKu BecTHUK / Kuban Scientific Medical Bulletin

86 2023 | Tom 30 | Ne 6 | 81-88



Balabanovich T.I., Surmach K.M., Dziamidzik S.N., Budrevich V.V., Warnakulasuriya Fernando R.S.
Gottron’s Carcinoid Papillomatosis: Case Report

Table 1. Laboratory dynamics throughout the entire period of hospitalization
Tab6nuna 1. JlunaMuka 1abopaTOPHBIX MOKa3aTeNell Ha MPOTSIKEHUH BCErO TIEPHO/Ia FOCIUTAIN3aUN

Laboratory parameters Day of the disease
04.02.2023 07.02.2023 14.02.2023 20.02.2023

RBC, 10%/1 4.2 4.8 5.2 4.6
Hemoglobin, g/l 115 126 133 140
Platelets, 10%/1 434 406 328 395
WBC, 10%/1 12.6 11.5 6.9 6.4
ESR, mm/h 54 51 37 22
Total protein, g/l 68 60 62 66
Albumin, g/l 34 33.8 36 41
Creatinine, mg/dl, 1.4 1.58 1.33 1.24
CKD-EPI GFR, ml/min/1.73 m? 64 56 68 74
CRP, mg/dl 46.2 43 34.5 20.2
ALT/AST, U/l 57/41 60/49 53 /39 50/47
D-dimer, ng/ml 1158 1010 897 780
Fibrinogen, g/l 7.2 6.9 5.7 5.5
Procalcitonin, ng/ml 0.90 0.50 0.09 0.06

Note: The table was compiled by the authors. Abbreviations: RBC — red blood cell count; WBC — white blood cell count; ESR — erythrocyte
sedimentation rate; CKD-EPI GFR — CKD-EPI Equations for Glomerular Filtration Rate; ALT — alanine aminotransferase; AST —

aspartate aminotransferase; CRP — C-reactive protein.

Ipumeuanue: mabnuya cocmaesnrena asmopamu. Cokpawenus: RBC — koauuecmeo spumpoyumos, WBC — xonuuecmeo neukoyumos;
ESR — cxopocmb oceoanus spumpoyumos;, CKD-EPI GFR — cxopocmo kayboukosoil ¢purempayuu (CKD—EPI kanvkynamop oyenku);
ALT — ananunamunompancgepasza; AST — acnapmamamunompancgepaza;, CRP — C-peaxmugnwlil 6e0K.

gical excision. The patient reported right lower extremity
pain (according to numeric rating scale for pain the patient
had 7), for which aceclofenac was administered. Initially, the
detoxication therapy was started with 400,0 mg intravenous
meglumine sodium succinate once daily. The patient’s im-
munodeficiency was corrected with 1 million units of inter-
leukin-2 intravenous. Vitamin therapy was initiated with the
complex of vitamins B, B, B ,. Ultraviolet irradiation was
used as a treatment method. The antibiotics were continued
until the erythema and pain disappeared (course of 14 days).
Erosion care treatment with chlorhexidine application was
performed, along with complex application of “Betameth-
asonum+Gentamicinum+Clotrimazolum” ointment. Com-
pression wraps were used to reduce swelling.

Follow-up and outcomes

The patient had a good response to antibacterial treatment:
within 72 hours, there was no more fever, pain and skin signs
were reduced. Such positive dynamics supported a diagnosis
of erysipelas [12]. During the first 3 days after the admission,
patients’ laboratory indicators of inflammation (CRP, WBC,
procalcitonin) increased followed by a gradual decrement in
follow-up days (table 1). On the 18" days of the disease pa-
tient’s general condition was of moderate severity. The patient
was evaluated by a dermatologist and a surgeon. The conser-
vative therapy started consisting of antimicrobials, diuretics,
and topical agents, to reduce edema and infection, recom-
mendations for weight reduction and treatment of concomi-
tant diseases, the use of compression bandaging, mechanical
massage, exercise, and elevation, physiotherapy [5, 13]. On
the day 18" of the disease the general condition of the patient

was satisfactory. The erosions on the intact areas healed. The
patient was stable and afebrile.

The patient was discharged on the 18" day after admission
and got instructions to follow up concerning his adequate
long-term outpatient treatment and medical monitoring.

Treatment prospects

The prognosis is doubtful. Medical recommendations can
help in reducing significant symptoms, but it is not a defin-
itive cure and the majority of such patients typically reveal
similar symptoms and ulcer manifestations again. The patient
continues his out-patient treatment. The patient has not been
readmitted in-patient to the point of writing the present paper.

Patient’s opinion

In the patient’s opinion, poorly managed dermatologic prob-
lems associated with cardio-vascular disorders and diabetes
mellitus together with his uncooperation may lead to the delayed
treatment effect and such complications as he had previously.

DISCUSSION

Gottron’s carcinoid papillomatosis is an extremely rare case
[14, 15]. It can be diagnosed based on its unique clinical pic-
ture and characteristic morphological changes. Nevertheless
diagnostics errors are still common among practitioners due
to rareness of this condition [1, 4, 15]. Lesions expressed as
multiple papillomatosis and tumor like growths, oozing out
of exudate between the foci, the presence of hyperkerotic
and cortical layers on their surface. Dermatoscopy first used
high technological method to diagnosis as well as pronounced
pseudoepitheliomatous hyperplasia of the epidermis without
the signs of atypia, papillomatosis, and acanthosis. By the
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opinions of most researchers’ priority is the prevention of pre-
vious dermatosis, including timely diagnostics and treatment
of chronic skin diseases and other comorbid pathology [1, 15].

CONCLUSION
Diagnosis and management of Gottron’s carcinoid pap-
illomatosis developed in a comorbid patient with severe
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