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Rezumat

Morfeea este o boald autoimund rard caracterizatd prin
inflamatia si fibroza pielii si a tesuturilor moi. Etiologia sa
ramane necunoscutd, dar au fost postulate mai multe teorii
care afirmd interactiunea dintre factorii genetici, de mediu
si imuni. In prezent, nu existd un remediu pentru morfee.
Cu toate acestea, prin investigarea celulelor, mediatorilor si
cdilor implicate in patogeneza bolii, au fost identificate noi
potentiale terapii pentru a preveni fibroza, desfiqurarea si
afectarea fizicd produse de progresia bolii. In contextul
pandemiei de COVID-19, tocilizumab, un antagonist al IL-
6, a cdstigat atentia datoritd potentialului rol in gestionarea
cazurilor severe de infectie cu SARS-CoV-2. In ultimii ani,
au fost raportate mai multe cazuri de morfee tratate cu
succes cu tocilizumab. Acest articol analizeazi cazurile de
morfee tratate cu tocilizumab si oferd noi perspective

asupra rolului acestuia in managementul bolii.
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Summary

Morphea is a rare autoimmune disease characterized
by inflammation and fibrosis of the skin and soft tissue. Its
etiology remains unknown, but several theories have been
postulated and assert the interplay between genetic,
environmental and immune factors. Currently, there is no
cure for morphea. However, by investigating the cells,
mediators, and pathways involved in disease pathogenesis,
new potential therapies have been identified to prevent
fibrosis, disfigurement, and physical impairment caused by
disease progression. In the setting of COVID-19 pandemic,
tocilizumab, an IL-6 antagonist, has gained attention due
to a potential role in management of severe cases of
infection with SARS-CoV-2. In recent years, several cases
of morphea successfully treated with tocilizumab have been
reported. This article reviews morphea cases treated with
tocilizumab and provides new insights into its role in the
management of the disease.
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Introducere

Morfeea sau sclerodermia localizatd este o
boald autoimund sclerozantd a pielii cu etiologie
necunoscutd care afecteazd copiii si adultii. in
patogeneza bolii sunt implicati factori genetici,
modificari ale raspunsului imun si factori de
mediu [1]. Sclerodermia localizatd juvenild are o
ratd de incidenta estimata de 3,4 cazuri per
milion de copii [2] si afecteazd frecvent copiii cu
varsta cuprinsd intre 2 si 14 ani, fiind
diagnosticatd mai frecvent la fete [3]. in
aproximativ 50% din cazuri, remiterea spontand a
bolii sau imbunitatirea aspectului pielii apare in
medie la 3 ani de la debut. Cu toate acestea, in
multe cazuri persistd sechelele cauzate de
leziunile active anterior precum atrofia, contrac-
turile sau hiperpigmentarea [4]. Mecanismele
fiziopatologice nu sunt pe deplin elucidate, dar
se stie cd evenimentele initiale sunt alterarea
microcirculatiei si dereglarea raspunsului imun
mediat de celulele T, fenomene care sunt asociate
cu productia anormala de colagen si fibroza [5].
In functie de numirul, dimensiunea, forma si
localizarea leziunilor, au fost descrise cinci tipuri
principale de morfee, incluzand tipul liniar,
circumscris, generalizat, pansclerotic si mixt.
Morfeea liniara este cel mai frecvent tip la copii,
implicand de obicei capul si membrele. Cand
extremitatea cefalicd este afectatd, pot apdrea
complicatii oculare, dentare sau neurologice [6].

Abordarea terapeuticd in morfee se bazeaza
pe urmadtoarele trei principii, activitatea bolii,
profunzimea leziunilor si extinderea bolii [1]. Nu
existd un consens cu privire la tratamentul bolii si
de-a lungul timpului au fost utilizate mai multe
scheme terapeutice. Terapiile topice constau in
corticosteroizi, tacrolimus, calcipotriol sau imi-
quimod. Terapia topicd este rezervata pacientilor
diagnosticati cu leziuni circumscrise, superficiale
si neprogresive sau leziuni de morfee liniard care
nu implicd articulatiile [6]. Fototerapia este unul
dintre cele mai utilizate tratamente in morfee. Cu
toate acestea, rdmane ineficientd in cazul
leziunilor profunde care se extind la nivelul
fasciilor si muschilor. Este recomandata pacien-
tilor cu varste peste 12 ani [1]. Terapia sistemica
este recomandatd pentru formele moderate si
severe si include imunosupresoare precum
prednison, metotrexat, micofenolat mofetil sau
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Introduction

Morphea or localized scleroderma is an
autoimmune sclerosing skin disease with
unknown etiology that affects children and
adults. Genetic factors, alterations of the immune
response and environmental factors are involved
in the pathogenesis of the disease [1]. Juvenile
localized scleroderma has an estimated incidence
rate of 3.4 per million children [2] and commonly
affects children aged 2 to 14 years, being
diagnosed more frequently in girls [3]. In about
50% of cases, spontaneous remission of the
disease or skin softening occurs on average 3
years after onset. However, in many cases the
sequelae caused by previously active lesions such
as atrophy, contractures or hyperpigmentation
persist [4]. The pathophysiological mechanisms
are not fully elucidated, but it is known that the
initial events are the alteration of micro-
circulation and dysregulation of the immune
response mediated by T cells, which are
associated with abnormal collagen production
and fibrosis [5]. Depending on the number, size,
shape and location of the lesions, five main types
of morphea were described including linear,
circumscribed, generalized, pansclerotic and
mixed type. Linear morphea is the most common
type in children, usually involving the head and
limbs. When the cephalic extremity is affected,
ocular, dental, or neurological complications may
occur [6].

The therapeutic approach in morphea is
based on the following three principles, the
activity of the disease, the depth of the lesions
and the extent of the disease [1]. There is no
consensus on the treatment of the disease and
over time many regimens have been used.
Topical therapies consist of corticosteroids,
tacrolimus, calcipotriol or imiquimod. Topical
therapy is reserved for patients diagnosed with
circumscribed, superficial, and non-progressive
lesions or linear scleroderma lesions that do not
cross a joint [6]. Phototherapy is one of the most
used treatments in morphea. However, it remains
ineffective in the case of deep lesions that extend
into the fascial and muscular compartments. It is
recommended for patients over 12 years [1].
Systemic therapy is recommended for moderate
and severe forms and includes immuno-
suppressants such as prednisone, methotrexate,




ciclosporina. Tratamentele cu infliximab si
imatinib au fost asociate cu rezultate satisfdca-
toare [7]. Alte terapii care au demonstrat rezultate
promitatoare sunt abatacept si rituximab. Meto-
trexatul singur sau in combinatie cu cortico-
steroizi este tratamentul de electie in primele 3
luni [2]. In ultimii ani, au fost raportate mai multe
cazuri de morfee la copii care au fost tratate cu
tocilizumab, un antagonist al interleukinei (IL)-6.
in acest articol, rezumdam aceste cazuri si
subliniem rolul tocilizumabului in manage-
mentul morfeei.

Rolul IL-6 in morfee

IL-6 a fost identificatd cu aproximativ 30 de
ani In urma si a fost descrisa initial ca un factor de
diferentiere a limfocitelor B [8]. De fapt, IL-6 este
o citokind pro-inflamatorie, cu numeroase efecte
in organismul uman, fiind implicatd in infla-
matie, rdspuns imun si hematopoieza. IL-6 a fost
asociatd pentru prima datd cu o afectiune, in
cazul unui mixom cardiac, observatie raportata
de Hirano si colab. in 1987 [9]. Astazi, este bine
cunoscut faptul ca IL-6 este asociata cu aparitia a
diferite afectiuni, inclusiv boli autoimune, boli
inflamatorii cronice si neoplasme [10]. IL-6 se
leaga de celule printr-un complex receptor
specific care include doud proteine, receptorul a
pentru IL-6 si gp130. Tocilizumab este un
anticorp monoclonal umanizat recombinant
directionat impotriva receptorilor solubili si
membranari ai interleukinei 6 (IL-6R) [11] si a fost
aprobat pentru prima datd In Japonia pentru
tratamentul bolii Castleman [12]. Medicamentul
neutralizeaza activitatea IL-6 si IL-6R si, prin
urmare, blocheaza atat caile clasice, cat si trans-
semnalizarea. Tocilizumab prezintd capacitatea
de a disocia complexul IL-6 - sIL-6R, dar nu si
complexul TL-6 — sIL-6R — sgp130 [12]. In timpul
pandemiei de COVID-19, tocilizumab a fost
propus ca o posibild optiune terapeutica pentru
cazurile severe de infectie cu SARS-CoV-2. Cu
toate acestea, meta-analiza realizatd de Lan si
colab. a indicat cd nu existad date suficiente pentru
a atesta faptul ca tocilizumab poate oferi beneficii
suplimentare pentru pacientii cu forme severe de
COVID-19 si sunt necesare studii suplimentare
[13].
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mycophenolate mofetil or cyclosporine. Treat-
ments with infliximab and imatinib have been
associated with satisfactory results [7]. Other
therapies that show promising results are
abatacept and rituximab. Methotrexate alone or
in combination with corticosteroids is the
treatment of choice in the first 3 months [2]. In
recent years, several cases of morphea in children
treated with tocilizumab, an interleukin (IL)-6
antagonist, have been reported. In this review, we
summarize these cases and emphasize the role of
tocilizumab in morphea management.

The role of IL-6 in morphea

IL-6 was identified about 30 years ago and
was originally described as a B-cell differen-
tiation factor [8]. In fact, IL-6 is a potent pro-
inflammatory cytokine, with numerous effects in
the human body, being involved in inflammation,
immune response and hematopoiesis. IL-6 has
been associated for the first time with a disorder,
in the case of a cardiac myxoma, an observation
reported by Hirano et al. in 1987 [9]. Today, it is
well known that IL-6 is associated with the
development of various conditions, including
autoimmune diseases, chronic inflammatory
diseases, and neoplasms [10]. IL-6 binds to cells
through a specific receptor complex including
two proteins, IL-6 receptor a and gp130.
Tocilizumab is a recombinant humanized
monoclonal antibody directed against both
soluble and membrane-bound interleukin 6
receptors (IL-6R) [11] and was first approved in
Japan for the treatment of Castleman’s disease
[12]. The drug neutralizes IL-6 and IL-6R activity
and therefore it blocks both classic and trans-
signaling pathways. Tocilizumab exhibits the
ability to dissociate the IL-6 — sIL-6R complex, but
not the IL-6 — sIL-6R — sgpl130 complex [12].
During the COVID-19 pandemic, tocilizumab was
proposed as a possible therapeutic option for
severe cases of infection with SARS-CoV-2.
However, the meta-analysis by Lan et al
indicated that there is insufficient data to attest
that tocilizumab may offer additional benefits for
patients with severe COVID-19 and further
studies are needed [13].

Profibrotic cytokines TGF beta, IL-4, and IL-6
play a crucial role in the pathogenesis of
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Citokinele profibrotice TGF beta, IL-4 si IL-6
joacd un rol crucial in patogeneza sclerodermiei,
conform studiilor recente [14]. IL-6 moduleaza
activitatea fibroblastelor, induce productia de
colagen si inhiba sinteza colagenazelor [15].
Kurzinsky si colab. au revizuit studiile privind
profilul citokinelor la pacientii cu sclerodermie
localizatd. S-a demonstrat cd citokinele eliberate
de limfocitele Th1, Th2 si Th17 sunt implicate in
patogeneza bolii. Au fost raportate niveluri serice
crescute de IL-6 la pacientii cu sclerodermie
localizats, comparativ cu grupul control. In plus,
au fost detectate niveluri mai mari de IL-6 la
pacientii cu sclerodermie localizatd, comparativ
cu cei cu sclerodermie sistemicd. Niveluri
crescute de IL-6 au fost detectate in special la
pacientii cu morfee generalizatd si liniard. S-a
observat cd nivelurile serice de IL-6 scad pe
madsura ce boala se amelioreaza, sugerand ca IL-6
poate fi consideratd un marker al activitatii bolii.
In plus, a fost identificatd o corelatie pozitiva
intre nivelurile serice de IL-6 si prezenta
anticorpilor anti-histone, indicand faptul cd IL-6
poate fi, de asemenea, un marker al severitatii
bolii [16]. Wlodarczyk si colab. nu au identificat
diferente semnificative cu privire la nivelurile
serice de IL-6 atunci cand au comparat pacienti
cu sclerodermie localizata si indivizi sanatosi. Cu
toate acestea, autorii au observat o corelatie
pozitiva intre IL-6 si viteza de sedimentare a
eritrocitelor in randul acestor pacienti, sugerand
posibila implicare a IL-6 in inflamatia cronica
[17]. Un studiu recent a ardtat cd expresia
anormald a IL-6 este legata de alterarea epi-
dermului la pacientii cu sclerodermie localizata.
Secretia anormald de IL-6 derivatd din
keratinocite contribuie la ingrosarea epidermului
si induce xeroza [18].

Utilizarea tocilizumabului la pacientii cu
morfee

Lythgoe si colab. au raportat 5 cazuri de
sclerodermie localizatd juvenild refractard la
terapiile clasice care au avut evolutie favorabila
dupa terapia cu tocilizumab. Pacientii au fost
tratati cu tocilizumab pe o perioadd de 12 pana la
25 de luni. Nu au fost inregistrate reactii adverse
grave la niciunul dintre pacienti. Scorurile de
activitate a bolii s-au Iimbunatatit; a fost obtinuta
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scleroderma, according to recent studies [14]. IL-
6 modulates fibroblast activity, induces collagen
production and inhibits collagenase synthesis
[15]. Kurzinsky et al. reviewed studies on the
cytokine profile in patients with localized
scleroderma. Cytokines released by Thl, Th2 and
Th17 cells have been shown to participate in the
pathogenesis of the disease. Elevated serum IL-6
levels have been reported in patients with
localized scleroderma compared to a control
group. In addition, higher levels of IL-6 were
detected in patients with localized scleroderma
compared to those with systemic sclerosis.
Elevated levels of IL-6 have been detected
especially in patients with generalized and linear
morphea. It has been observed that serum IL-6
levels decrease as the disease improves,
suggesting that IL-6 may be considered a marker
of disease activity. Furthermore, a positive
correlation was found between serum IL-6 levels
and the presence of antihistone antibodies,
indicating that IL-6 may also be a marker of
disease severity [16]. W}odarczyk et al. did not
identify significant differences in serum IL-6
levels when comparing patients with localized
scleroderma and healthy individuals. However,
they observed a positive correlation between IL-6
and erythrocyte sedimentation rate among these
patients, suggesting the possible involvement of
IL-6 in chronic inflammation [17]. A recent study
has shown that the abnormal expression of IL-6 is
related to epidermal alteration in patients with
localized scleroderma. Abnormal keratinocyte-
derived IL-6 secretion contributes to the
thickening of the epidermis and induces dryness
[18].

The use of tocilizumab in morphea
patients

Lythgoe et al. reported 5 cases of juvenile
localized scleroderma refractory to classical
therapies that had a favorable outcome following
tocilizumab therapy. The patients were treated
with tocilizumab for a period of 12 to 25 months.
No serious adverse reactions were registered in
any of the patients. Disease activity scores
improved; a statistically significant improvement
was achieved for the physician’s global assess-
ment of activity (PGA-A) at 6 months. However,




o ameliorare semnificativa statistic cu privire la
evaluarea globald a activitatii bolii realizate de
medic (the physician’s global assessment of activity -
PGA-A) la 6 luni. Cu toate acestea, nu s-au
inregistrat progrese In ceea ce priveste modi-
ficarile produse de boald si calitatea vietii
pacientilor. Trebuie remarcat faptul ca modi-
ficarile in cursul bolii sunt adesea ireversibile si
utilizarea tocilizumabului in stadii incipiente
poate avea beneficii mai mari [19]. In urmatoarele
subsectiuni prezentam cazurile clinice de morfee
tratate cu tocilizumab, raportate in literatura
medicald.

Sclerodermia liniard ,,en coup de sabre”

Au fost descrise doud cazuri de sclerodermie
liniard ,en coup de sabre” cu manifestari
neurologice, tratate cu tocilizumab. Osminina si
colab. au raportat un caz de sclerodermie liniara
,en coup de sabre” asociata cu epilepsie si uveita.
Boala a debutat la un copil de sex feminin de 2 ani
si 10 luni cu episoade de epilepsie. Mai tarziu,
pacienta a dezvoltat leziuni cutanate de morfee si
uveitd. Initial a fost tratatd cu agenti imuno-
supresori (prednison, metotrexat) iar evolutia
bolii a fost favorabild timp de 2 ani. Cu toate
acestea, leziunile au progresat si au devenit
refractare la terapia conventionald. Terapia cu
tocilizumab a fost initiata si continuatd pe o
perioada de 26 de luni. La un an de la oprirea
tratamentului cu tocilizumab, boala nu a
progresat, iar pacienta a continuat tratamentul cu
metotrexat [20]. Magro si colab. au raportat un
caz de sclerodermie liniard ,en coup de sabre” la
un copil de sex feminin care a dezvoltat epilepsie
refractard si tulburdri cognitive. Pe o perioadd de
7 ani s-a observat o deteriorare neurologica
progresiva si boala a devenit refractara la terapia
clasicd. A fost efectuatd o biopsie cerebrald si
examenul histopatologic a evidentiat ischemie
corticala acuta si cronicad asociata cu vasculita
limfocitard a vaselor mici. Imunofluorescenta
directa a aratat depuneri de C5b-9 si IgG in
endoteliu. Un test pozitiv pentru anticorpi anti-
celule endoteliale a fost de asemenea prezent.
Pacienta a Inceput terapia cu tocilizumab, ceea ce
a condus la rezultate satisficatoare. IL-6 pare s
fie implicatd in apoptoza celulelor endoteliale
[21]. Patschan si colab. au demonstrat ca tocili-
zumab stimuleazd populatia de celule pro-
genitoare endoteliale, un grup de celule implicate
in vasculogeneza la adulti [22]. Aceste 2 cazuri
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no progress has been made in terms of disease
damage and patient quality of life. It should be
noted that changes in the course of the disease are
often irreversible and the use of tocilizumab in
earlier stages may have greater benefits [19]. In
the following subsections we present the
reported clinical cases of morphea treated with
tocilizumab.

Linear scleroderma “en coup de sabre”

Two cases of linear scleroderma “en coup de
sabre” with neurological manifestations, treated
with tocilizumab have been described. Osminina
et al. reported a case of linear scleroderma “en
coup de sabre” associated with epilepsy and
uveitis. The disease started in a girl of 2 years and
10 months with episodes of epilepsy. Later, the
girl developed skin lesions of morphea and
uveitis. Initially, she was treated with immuno-
suppressive agents (prednisone, methotrexate)
and the evolution of the disease was favorable for
2 years. However, the lesions progressed and
became refractory to conventional therapy.
Treatment with tocilizumab was started and
lasted for 26 months. One year after stopping the
treatment with tocilizumab, there was no
progression of the disease and the patient
continued treatment with methotrexate [20].
Magro et al. reported a case of linear scleroderma
“en coup de sabre” in a child who developed
refractory epilepsy and cognitive impairment.
Over a period of 7 years, a progressive
neurological deterioration was observed and the
disease becamerefractory to classical therapy. A
brain biopsy was performed and the histo-
pathological examination revealed acute and
chronic cortical ischemia associated with small
vessel lymphocytic vasculitis. Direct immuno-
fluorescence examination showed C5b-9 and IgG
depositsin endothelium. A positive anti-
endothelial cell antibody assay was also present.
The patient started tocilizumab, which led to
satisfactory results. IL-6 seems to be involved in
endothelial cell apoptosis [21]. Patschan et al.
have shown that tocilizumab stimulates the
population of endothelial progenitor cells, a
group of cells involved in vasculogenesis in
adults [22]. These 2 cases suggest the utility of
tocilizumab in morphea with nervous system
involvement.
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sugereazd utilitatea tocilizumabului in formele
de morfee care implicd afectarea sistemului
nervos.

Meneghetti si colab. au prezentat cazul unui
copil de sex masculin in varstd de 4 ani cu
sindrom Pary Romberg asociat cu sclerodermie
liniara ,en coup de sabre” tratat cu succes cu
tocilizumab. Pacientul avea leziuni semnificative
la nivelul maxilarului. Imagistica prin rezonanta
magnetica a evidentiat resorbtia radécinii dentare
si inflamatia severd a regiunii periodontale.
Studiile au aratat ca procesul inflamator joacd un
rol crucial in activitatea morfeei, iar ameliorarea
procesului inflamator ar putea incetini progresia
bolii [23]. A fost initiatd terapie cu tocilizumab si
micofenolat mofetil. Dupa 6 luni, durerea de la
nivelul cavitdtii orale si disfagia au scazut in
intensitate, imagistica prin rezonantd magnetica a
evidentiat o reducere a edemului osos perio-
dontal, iar scorurile pentru evaluarea bolii au
scazut [23].

Mortfeea panscleroticd

Ventejou si colab. au raportat cazul unei
paciente in varsta de 8 ani diagnosticatd cu
morfee panscleroticd, un subtip rar de sclero-
dermie localizatd. Pacienta a fost tratatd cu
corticosteroizi, metotrexat si tocilizumab si s-a
obtinut o remisiune completd si sustinuta.
Autorii sugereaza cd administrarea timpurie de
tocilizumab poate conduce la vindecare com-
pletd. Avand in vedere cd pacienta a primit
terapie tripld, este dificil sa se indice rolul exact al
tocilizumabului. Cu toate acestea, evolutia ne-
satisficdtoare a bolii In urma terapiei imuno-
supresoare conventionale trebuie luatd In consi-
derare [15]. Zhang si colab. au prezentat cazul
unei paciente de 6 ani cu morfee pansclerotica
refractard la terapiile imunosupresoare clasice,
care a avut o evolutie favorabild dupé terapia cu
metotrexat in asociere cu tocilizumab. Autorii
considerd ca addugarea de tocilizumab la meto-
trexat poate fi utild in morfeea refractara [24].

Martini si colab. au raportat 2 cazuri de
morfee pansclerotica tratate cu tocilizumab.
Primul caz este al unei fete de 16 ani dia-
gnosticatd cu morfee mixta (morfee pansclerotica
pe membrul inferior drept si morfee profunda pe
trunchi). Boala a debutat la varsta de 4 ani. De-a
lungul timpului, ea a urmat tratamente cu
prednison, metotrexat si micofenolat mofetil cu
rezultate incurajatoare. Mai tarziu, in cursul bolii,
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Meneghetti et al. presented the case of a 4-
year-old child with Pary Romberg syndrome
associated with scleroderma “en coup de sabre”
successfully treated with tocilizumab. The
patient had significant damage to the jaw.
Magnetic resonance imaging showed resorption
of the dental root and severe periodontal bone
inflammation. Studies have shown that the
inflammatory process plays a crucial role in the
activity of morphea, and the decrease in the
inflammatory process could slow its progression
[23]. Tocilizumab and mycophenolate mofetil
were initiated. After 6 months, oral pain and
dysphagia improved, magnetic resonance
imaging revealed a reduction in periodontal bone
edema, and the scores for disease assessment
decreased [23].

Pansclerotic morphea

Ventejou et al. reported the case of an 8-year-
old girl diagnosed with pansclerotic morphea, a
rare subtype of localized scleroderma. The
patient was treated with corticosteroids,
methotrexate, and tocilizumab, and complete and
sustained remission was achieved. The authors
suggest that early administration of tocilizumab
may lead to complete cure. Since the patient
received triple therapy, it is difficult to show the
exact role of tocilizumab. However, the unsatis-
factory course of the disease under conventional
immunosuppressive therapy should be con-
sidered [15]. Zhang et al. presented the case of a
6-year-old girl with refractory pansclerotic
morphea to classical immunosuppressive thera-
pies, who had a favorable evolution following
methotrexate in combination with tocilizumab.
The authors consider that the addition of
tocilizumab to methotrexate may be useful in
refractory morphea [24].

Martini et al. reported 2 cases of pansclerotic
morphea treated with tocilizumab. The first case
is of a 16-year-old girl diagnosed with mixed
morphea (pansclerotic morphea on her right limb
and deep morphea on her trunk). The disease
started at the age of 4 years. Over time, she
underwent treatments with prednisone,
methotrexate, and mycophenolate mofetil with
encouraging results. Later, in the course of the
disease, new lesions were observed on her trunk
and worsening of fibrosis on her right limb. The




au fost observate noi leziuni pe trunchi si
agravarea fibrozei la nivelul membrului inferior
drept. Pacienta a refuzat tratamentul cu meto-
trexat sau micofenolat mofetil, in consecintd, a
fost initiat tratamentul cu imatinib, dar in ultimii
4 ani boala a continuat sd se agraveze semni-
ficativ. Indicele de activitate si progresie a bolii
LoSCAT a fost 58 (mLoSSI 15, LoSDI 43).
Pacientei i s-a administrat tocilizumab, iar dupa
18 luni de tratament s-a observat o imbunatatire
semnificativda (LoSCAT 47, mLoSSI 7, LoSDI 40)
[25]. Al doilea caz se referd la o pacientd care
fusese diagnosticatd de asemenea la varsta de 4
ani. Ea a fost tratatd initial cu prednison si
metotrexat, dar cand leziunile s-au agravat,
terapia a fost inlocuitd cu micofenolat mofetil. In
urmatorii trei ani evolutia a fost favorabila, dar
ulterior leziunile s-au extins si au devenit
refractare la terapia imunosupresoare (LoSCAT
57, mLoSSI 24, LoSDI 33). A fost tratatd cu
tocilizumab timp de 6 luni, iar la 24 de luni de la
ultima dozd de tocilizumab, boala era inca
inactiva (LoSCAT 43, mLoSSI 10, LoSDI 33) [25].

Concluzii

Morfeea este o afectiune inflamatorie a pielii
care poate evolua spre leziuni severe care
provoacd desfigurare si mobilitate anormald si
este asociatd cu un impact semnificativ asupra
calitdtii vietii. Terapiile actuale sunt dezamagi-
toare. Cu toate acestea, terapiile biologice par sa
aducd sperantd in acest domeniu. Terapia cu
tocilizumab, un antagonist al IL-6R, indica
rezultate incurajatoare In mai multe cazuri de
morfee severd la copii, refractare la terapiile
imunosupresoare conventionale. Datele sunt inca
putine si sunt necesare studii suplimentare
pentru a stabili recomandarile, momentul initierii
si durata tratamentului cu tocilizumab si
necesitatea asocierii cu terapii imunosupresoare.
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