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Rezumat

Micozisul fungoid este cel mai frecvent tip de limfom
cutanat primar cu celule T, o formd de limfom non-Hodgkin
caracterizatd clinic prin progresia lezionald de la pete Ia
pldci la tumori. Poate debuta sub formd de prurit cronic,
chiar inainte de aparitia semnelor clinice de boald.
Investigatiile serologice specifice, biopsia ganglionilor
limfatici si imagistica pot fi necesare dacd se considerd cd
leziunile cutanate sunt secundare unui limfom sistemic sau
pacientul este intr-un stadiu avansat de boald (rdspindire
extracutanatd).

Prezentidm cazul unei paciente in varstd de 54 de ani,
fumitoare, cunoscutd cu micozis fungoid din 2007 si
diagnosticatd in Clinica noastrd din 2014, in prezent in
tratament cu Acitretin 40 mg pe zi, care s-a prezentat la
control pentru aparitia unei tumefactii submandibulare
stangi cu extensie pre si retroauriculard, imprecis
delimitatd, cu consistentd fermd si usor dureroasd Ia
palpare, avind tegumentul supraiacent modificat (placd
tumorald ulceratd, cu crustd serohematicd groasd pe
suprafatid).A  fost efectuatd o punctie-biopsie din
limfadenopatia submandibulard stingd, aspectul fiind de
limfom non-Hodgkin agresiv (ki67=70%), CD30+, motiv
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Summary

Mycosis fungoides is the commonest type of primary, a
form of non-Hodgkin characterised clinically by lesional
progression from patches to plaques to tumours.It can begin
as chronic itching, even before the appearance of clinical
signs of the disease. Specific serological investiga-
tions, lymph node biopsy and imaging may be required if
there is concern the skin lesions are secondary to
a systemic lymphoma or in advanced disease (ie,
extracutaneous spread).We are presenting the case of a 54-
year-old female patient, smoker, known with mycosis
fungoides since 2007 and diagnosed in our Clinic in 2014,
currently being treated with acitretin 40 mg per day, who
presented for control due to the appearance of a left
submandibular tumefaction with pre and retroauricular
extension, imprecisely delimited, with a firm consistency
and slightly painful to the touch, with modified overlying
skin (ulcerated tumour plaque, with thick serohematic crust
on the surface).A puncture-biopsy was performed on the left
submandibular lymphadenopathy, the appearance being of
aggressive non-Hodgkin's lymphoma (ki67=70%), CD30+,
reason why it was decided to initiate the therapy with
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pentru care s-a decis initierea terapiei cu Brentuximab
vedotin, un conjugat anticorp-medicament (ADC) activ
impotriva celulelor canceroase CD30-pozitive.
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Brentuximab vedotin, a targeted antibody-drug conjugate
(ADC) active against CD30-positive cancer cells.
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Introducere

Micozisul fungoid (MF) este cel mai frecvent
tip de limfom cutanat cu celule T (CTCL), repre-
zentand aproximativ 40% din toate limfoamele
cutanate si 54%-65% din cazurile de CTCL [1].

Etiologia CTCL este in mare parte necu-
noscutd. Agentii infectiosi, radiatiile ultraviolete
(UV) sau expunerea profesionald sunt discutati ca
posibili declansatori [2].

Micozis fungoid poate avea o evolutie indo-
lenta. MF se prezintad clinic cu stadii lezionale
evolutive de la pete la pldci si tumori. Caracte-
risticile asociate includ pruritul, poikilodermia si
ulceratia tumorilor [2].

Existd multiple tratamente pentru micozis
fungoid cu beneficii incerte ce vizeazd doar
anumite zone ale corpului (terapie locald) sau
intregul corp (terapie sistemicd). Tratamentele in-
clud creme, unguente, medicamente orale sau
injectabile, fototerapie, radioterapie si chimio-
terapie [3].

Aparitia in ultimul deceniu a conjugatelor
anticorpi-medicament (ADC) tintite reprezinta
un progres important in algoritmii de tratament
pentru unele tipuri de cancer, ADC fiind con-
ceput pentru a oferi distrugerea selectivd a
celulelor tumorale cu efecte minime asupra
tesutului normal. Un astfel de ADC este brentu-
ximab vedotin, care vizeaza receptorul de mem-
brand CD30, un membru al superfamiliei
receptorilor factorului de necroza tumoralad [4].

CD30 este o tinta terapeutica ideald, deoarece
este exprimatd in multe limfoame, avéand
selectivitate crescuta pentru tesutul tumoral cu
expresie scdzutd pe tesutul normal [5].

Prezentare de caz

Prezentdm cazul unei paciente in varsta de 54
de ani, fumé&toare, cunoscutd cu micozis fungoid
din 2007, cu diagnostic cert din 2014, in prezent in
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Introduction

Mycosis fungoides (MF) is the most common
type of cutaneous T-cell lymphoma (CTCL),
accounting for approximately 40% of all cuta-
neous lymphomas and 54%—-65% of CTCL cases
[1].

The etiology of CTCL is largely unknown.
Infectious agents, ultraviolet (UV) radiation, or
occupational exposure are being discussed as
possible triggers [2].

Mycosis fungoides can have an indolent
evolution. Mycosis fungoides clinically presents
with progressive lesional stages from patches to
plaques, and tumors.Associated features include
pruritus, poikiloderma and ulceration of tumours
[2].

There are multiple treatments for mycosis
fungoides with uncertain benefits that target only
certain areas (local therapy) or the entire body
(systemic therapy). Treatments include creams,
ointments, oral or injected medicines, light
therapy, radiotherapy and chemotherapy [3].

The introduction of highly-targeted anti-
body-drug conjugates (ADC) in the last decade
represents an important advance in treatment
algorithms for some cancers, with ADC designed
to provide highly-selective killing of tumour cells
with minimal effects on normal tissue. One such
ADC is brentuximab vedotin, which targets the
CD30 membrane receptor, a tumour necrosis
factor receptor superfamily member [4].

CD30 is an ideal therapeutic target because it
is expressed in many lymphomas, having high
selectivity for tumor tissue with low expression
on normal tissue. [5].

Case report

We are presenting the case of a 54-year-old
female patient, smoker, known with mycosis
fungoides since 2007, with a certain diagnosis




Figura 1. Inainte de Brentuximab
Figure 1. Before Brentuximab

tratament cu Acitretin 40 mg pe zi, care s-a pre-
zentat prima data in Clinica noastrd pentru
prezenta unei eruptii faciale generalizate consti-
tuitd din placi si placarde tumorale eritematoase,
bine delimitate, cu tablou histopatologic compa-
tibil cu un limfom. Curand a dezvoltat tumori cu
ulceratii, secretii purulente si cruste serohematice
pe suprafatd, prurit generalizat si leziuni de
grataj. A fost tratatd atat de dermatologi, cat si de
oncologi. La ultima prezentare se constata o
tumefactie submandibulard stdngd cu extensie
pre si retroauriculard, imprecis delimitatd, cu
consistentd fermd si usor dureroasd la palpare,
avand tegumentul supraiacent modificat(placa
tumorald ulceratd, cu crustd serohematica groasa
pe suprafatd).A fost efectuatd o punctie-biopsie
din limfadenopatia submandibulara stanga,
aspectul fiind de limfom non-Hodgkin agresiv
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Figura 2. Dupd Brentuximab
Figqure 2. After Brentuximab

since 2014, currently being treated with Acitretin
40 mg per day, who was referred first to our
Clinic for the presence of a generalized facial
eruption constituted by well-defined erythema-
tous tumour plaques and placards, with a
histopathological picture compatible with
lymphoma. Soon she developed tumours with
ulcerations, purulent secretions and serohematic
crusts on the surface, generalized pruritus and
scratching lesions. She was treated both by
dermatologists and oncologists. At the last
presentation, there is a left submandibular tume-
faction with pre and retroauricular extension,
imprecisely delimited, with a firm consistency
and slightly painful to the touch, with modified
overlying skin (ulcerated tumour plaque, with
thick serohematic crust on the surface). A
puncture-biopsy was performed on the left
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Figura 3. Inainte de Brentuximab
Figure 3. Before Brentuximab

(ki67=70%), CD30+, motiv pentru care medicul
hematolog in evidenta cdruia este pacienta a
decis sd initieze regimul COP (ciclofosfamida,
vincristind si prednison). Avand in vedere
limfomul refractar la regimul COP, medicul
hematolog decide sa initieze terapia cu Bren-
tuximab vedotin. Doza administratd a fost de
1,8 mg/kgc in perfuzie la 3 sdptdmani, minim
8 cicluri. Pacienta a rdspuns favorabil atat
cutanat, cat si sistemic la administrarea trata-
mentului cu Brentuximab vedotin, fara efecte
adverse notabile.

Pacienta a urmat in paralel si tratament local
cu imiquimod pentru doud dintre leziunile
cutanate de tip tumoral ulcerate, neresponsive la
tratamentele sistemice si locale utilizate.
Beneficiul terapeutic a fost evident, dar pacienta
a intrerupt terapia topica.

Tratamente anterioare: 10 sedinte de foto-
terapie PUVA (2014), radioterapie externd -
tehnica ,, whole body” din 2014 pand in 2016, cu
perioade de remisie completa.
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Figure 4. After Brentuximab

submandibular lymphadenopathy, the appea-
rance being of aggressive non-Hodgkin’s
lymphoma (ki67=70%), CD30+, reason why the
hematologist who cared for the patient decided
to initiate the COP regimen (cyclophosphamide,
vincristine and prednisone). Considering the
lymphoma refractory to COP regimen, the
hematologist decides to initiate therapy with
Brentuximab vedotin. The administered dose
was 1.8 mg/kg in infusion every 3 weeks,
minimum 8 cycles.

The patient responded favorably, both cuta-
neously and systemically to the administration of
Brentuximab vedotin treatment, without notable
adverse effects.

In parallel, the patient also underwent local
treatment with imiquimod for two of the
ulcerated tumor-type skin lesions, unresponsive
to the systemic and local treatments used.
Therapeutic benefit was evident, but the patient
discontinued topical therapy.

Previous treatments: 10 sessions of PUVA
phototherapy (2014), external radiotherapy —




Antecedentele personale patologice au evi-
dentiat prezenta diabetului zaharat non-insulino-
dependent (tip II) si a cardiomiopatiei ischemice.
Examenul clinic a aratat o pacienta de greutate
normald, echilibrat cardio-respirator, ganglioni
laterali cervicali, occipitali, axilari si inghinali
palpabili, confirmat prin CT toraco-abdomino-
pelvin cu contrast: limfadenopatie supradia-
fragmatica, farda limfadenopatie abdominala,
hepatomegalie omogena.

Analizele de laborator au evidentiat sindrom
inflamator, leucocitoza cu neutrofilie, trombo-
citozd usoara, cresterea imunoglobulinei IgE.

Discutii

Cazul prezentat este interesant atat pentru
diagnosticul intarziat al limfomului initial
diagnosticat ca lupus eritematos si tratat cu
hidroxicloroquine, ducdnd astfel la progresia
bolii, cat si prin caracterul refractar la multiplele
tratamente conventionale. Utilizarea cu succes a
terapiei topice cu imiquimod poate fi o optiune in
cazuri selectionate de MF, iar formele agresive
pot beneficia de terapiile moderne cu ADC.

CD30 este o tintd ideald pentru terapia bazata
pe ADC, avand in vedere nivelurile sale ridicate
de expresie pe celulele tumorale specifice si
expresia limitatd pe celulele normale (restransa la
o populatie mica de celule, predominant celule B
si celule T activate) [4].
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“whole body” technique from 2014 to 2016, with
periods of complete remission.

Personal pathological history revealed the
presence of non-insulin-dependent (type II)
diabetes mellitus and ischemic cardiomyopathy.
On clinical examination we detected a normal-
weight patient, cardio-respiratory normal,
palpable lateral cervical, occipital, axillary and
inguinal lymph nodes, confirmed by thoracic-
abdominal-pelvic contrast-enhanced CT: supra-
diaphragmatic lymphadenopathy, without abdo-
minal lymphadenopathy, homogeneous hepato-
megaly.

Laboratory analyses have revealed inflam-
matory syndrome, leukocytosis with neutro-
philia, mild thrombocytosis, increased IgE
immunoglobulin.

Discussions

The presented case is interesting both for the
delayed diagnosis of Ilymphoma initially
diagnosed as lupus erythematosus and treated
with hydroxychloroquine, thus leading to disease
progression and for its refractory nature to
multiple conventional treatments.Successful use
of topical imiquimod therapy may be an option
in selected cases of MF, and aggressive forms
may benefit from modern ADC therapies.

CD30 is an ideal target for ADC-based
therapy, given its high levels of expression on
specific tumour cells and limited expression on
normal cells (restricted to a small population of
cells, predominantly activated B cells and T cells)

[4].
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