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Pacienta G. In varsta de 19 ani, administreaza tratament cu
anticonvulsivante pentru crize comitiale. De cateva luni, paci-
enta a abandonat tratamentul si au reaparut crizele convulsive.
Laa 5-azidelareinitierea tratamentului cu carbamazeping, au
aparut leziuni cutanate dureroase si usor pruriginoase (fata,
scalp, urechi, torace anterior si posterior, abdomen, membre
superioare si inferioare), prezentate in Figura 1. Pacienta mai
prezenta conjunctivita si leziuni la nivelul mucoaselor (buca-
le si genitale), astenie marcatd, deglutitie dureroasa si febra
39-40°C. In zilele ulterioare leziunile au confluat si au acoperit
arii importante de suprafata tegumentara. Au aparut elemen-
te veziculo-buloase, cu un continut citrin, dureroase, ulterior
cu denudare tegumentara (la nivelul abdomenului, regiunii
posterioare a toracelui, membrelor inferioare si superioare),
decolarile tegumentare interesand circa 6-7% din suprafata
tegumentard. Au aparut si bule in regiunea calcanee, foarte
dureroase la mers. S-au constatat secretii oculare purulente,
mictiuni dureroase, ulceratii la nivelul mucoasei bucale cu sin-
drom algic pronuntat. Biologic: leucopenie usoara (3x10°/1) la
debut, urmata de leucocitoza (18x10%/1) cu neutrofilie si VSH
accelerat; IgE totala majorata (x3 ori limita superioara a nor-
mei); sindrom citolitic moderat (transaminazele majorate x3
ori limita superioara a normei), explicat prin hepatita acuta
toxica; leucociturie din leziunile mucoasei uretrale.

intrebari:

1) Descrieti leziunile tegumentare prezentate in Figura 1 A,
B,C,D,E F

2) Care este diagnosticul probabil?

3) Numiti cauzele leziunilor tegumentare prezentate?

4) Care este substratul morfologic al leziunilor cutaneo-mu-
coase?

5) Cu ce entitati patologice se impune diagnosticul diferential?

6) Care este tratamentul indicat?
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A 19 year old woman, known with idiopathic seizures dis-
order, had committed a several months break from her anticon-
vulsant medication. Due to the reappearance of seizures she
restarted administration of carbamazepine and on the 5% day
she experienced painful and slightly itchy skin rash on her face,
scalp, ears, chest, and limbs (Figure 1). Additionally at hospital
admission she presented mouth and genitals mucosa lesions,
conjunctivitis, painful swallowing, fever (39-40°C) and asthe-
nia. During the next days, merging and considerable extension
of the skin injuries were observed. Subsequently, there were
developed vesiculo-bullous lesions with citrine secretion and
epidermal denudation (up to 6-7% of body surface - mainly on
abdomen, posterior thoracic surface and limbs). Later on, pa-
tient’s complains included also painful mouth ulcers, sharply
painful bullae on the calcaneal zone, purulent eye discharge
and painful urination. Her blood tests detected mild leucope-
nia (3x10%/1) with later shift to leukocytosis (18x10°/1) and
neutrophilia, increased ESR and total IgE (x3 folds increment),
as well as high transaminases level (x3 folds elevation). Trans-
aminase increment were explained by acute toxic hepatitis and
leucocyturia by urethral mucosa lesions.

Questions:

1) Describe the skin lesions presented in Figure 1 A, B, C,
D,E FE

2) What is the most probable diagnosis in this case?

3) Which are the potential causes of the presented skin le-
sions?

4) What morphological abnormalities do correspond to the
skin lesions presented in Figure 1?

5) What is the list of diferential diagnosis for the presented
lesions?

6) What treatment interventions are required?
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Fig 1. Leziunile tegumentare prezentate la internare.

Fig 1. Skin lesions presented at hospital admission.
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Raspunsuri

1) Eruptia polimorfa eritemato-papulo-veziculo-buloasa
extinsd pe o suprafata tegumentara considerabila (A, B, D, E,
F), cu modificari erozive si cruste pe buze si ulceratii la nivelul
mucoasei bucale (A). Bule flasce la nivelul tegumentelor mem-
brelor superioare si abdomenului (B, C, F). Denudari eroziv-
ulceroase tegumentare cu decolari marginale la nivelul regiu-
nii posterioare a toracelui si abdomenului (D, E).

2) Leziunile cutanate sub forma de exantem polimorf eri-
temato-papulo-veziculo-bulos, dar si afectarea mucoaselor
(oculare, urogenitale, bucale), insotite de denudari tegumen-
tare <10%, se Incadreaza in sindromul Stevens-Johnson (SSJ),
sinonim - ectodermoza erozivi pluriorificiali. in caz daca lezi-
unile eroziv-ulceroase depdsesc 30% din suprafata tegumen-
tara, se constatd sindromul Lyell, sau necroliza epidermica
toxica (NET).

3) Cauzele pot fi diverse, de la infectii bacteriene sau vira-
le, la cauze medicamentoase. Peste 100 de medicamente pot
avea ca si reactii adverse manifestari severe cutanate, pana la
SSJ/NET [1]. Medicamentele frecvent incriminate sunt: alo-
purinolul, anticonvulsivantele (carbamazepina, lamotrigina,
fenitoina), antibacterienele sulfonamide, aminopenicilinele,
nevirapina, oxicamii, AINS, sulfasalazina [2]. La copii, medica-
mentele cel mai frecvent asociate cu SSJ/NET sunt sulfonami-
dele, fenobarbitalul, carbamazepina, lamotrigina, dar au fost
raportate si asocierile cu acetaminofenul [3]. Infectiile cel mai
frecvent incriminate sunt cele cu Mycoplasma pneumoniae sau
citomegalovirus, mai frecvent, la copii. Ca si cauze rare au fost
mentionate vaccinurile, bolile de sistem, substantele de con-
trast, expunerea la substante chimice, unele produse din me-
dicina naturista sau alimentele. Cazuri de SS] au fost raportate
si dupa transplant de maduva osoasa [4-6].

4) Substratul leziunilor cutanate este reprezentat de
degenerescenta vacuolara (edem intracelular) a keratinoci-
telor stratului bazal, denumita si dermatita de interfata, care
conduce la necroza tegumentara si aspect tipic de , piele opari-
ta”. Mecanismul citotoxic este cauzat de o reactie de hipersen-
sibilizare celulara sistemica.

5) Diagnosticul diferential se impune cu infectia stafiloco-
cica severd, eritemul polimorf (predominant, postherpetic),
DRESS (drug rash with eosinophilia and systemic symptoms),
iradiere, fotodermatita, traumatisme, eritrodermia ihtiosi-
forma buloasa congenitald, porfiria cutanatd, epidermoliza
buloasd, boala cu IgA lineare, pemfigus autoimun, pemfigoid
bulos, epidermoliza buloasa dobandita, lupus eritematos sis-
temic bulos, conjunctivita cu Corynebacterium diphtheriae,
conjunctivita adenovirald, carcinom sebaceu, epiteliom intra-
epitelial, pustuloza exantematica acuta generalizata [4-7].

6) Sistarea tratamentului cu medicamentele incriminate
este esentiala. Tratamentul este de sustinere, internarea in
spital este obligatorie, principiile fiind similare ca si In arsuri.
in cazurile severe, cu comorbiditati, cu decoldri tegumen-
tare importante, pacientul trebuie internat intr-o unitate de
terapie intensiva pentru arsi, ceea ce le poate ameliora sem-
nificativ prognosticul. Tratamentul include ingrijire, fluide si
electroliti, suport nutritional, managementul temperaturii si
controlul durerii.
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Answers

1) Extended maculo-papullar erythematous exanthema
(A, B, D, E, F), with crusts and desquamation on lips (A). Flac-
cid bullae on the skin of the superior limbs and abdomen (B,
C, F). Epidermal detachment on chest and abdomen (D, E).

2) Skin lesions represented by maculo-papullar erythema-
tous exanthema, associated with mucosa lesions that involve
two or more distinct sites (ocular, genital, oral), as well as epi-
dermis detachment on less than 10% of the skin surface de-
fine Stevens-Johnson Syndrome (S]S). Synonyms for SJS are:
erythema multiforme bullosum, erythema multiforme exuda-
tivum, erythema multiforme major.

3) Causes may be different ranging from infections (bacte-
rial or viral) to drugs. More than 100 drugs have been report-
ed to have as side effects severe cutaneous manifestations
like SJS/TEN [1]. Most frequently SJS/TEN associated drugs
are: allopurinol, anticonvulsants (carbamazepine, lamotrigi-
ne, phenytoin), antibacterial sulfonamides, aminopenicillins,
nevirapine, oxicams, NSAID, sulfasalazine [2]. In children SJS/
TEN most often are caused by sulfonamide, antimicrobials,
phenobarbital, carbamazepine, and lamotrigine. An associa-
tion with acetaminophen administration has also been re-
ported [3]. Most commonly incriminated infectious triggers
in children are Mycoplasma pneumoniae and cytomegalovi-
rus. Among rare causes of SJS/TEN are listed vaccines, sys-
temic diseases, contrast media, chemical exposure, herbal
medicines, food and bone marrow transplantation [4-6].

4) Histological appearance of “scalded skin” lesion is given
by significant apoptotic destructions of keratinocites. The le-
sion mainly involved basal keratinocites layer characterized
by intracellular edema, also described as interface dermatitis
that leads to skin necrosis. Systemic allergic cell reaction is
responsible for the cytotoxic mechanisms of the disease.

5) Differential diagnosis includes: Staphylococcal scalded
skin syndrome, erythema multiforme, erythroderma and
erythematous drug eruptions, acute generalized exanthema-
tous pustulosis, irradiation, phototoxic eruptions, trauma,
progressive systemic sclerosis, erythroderma ichthyosiform
congenita, porphyria cutanea, epidermolysis bullosa, linear
IgA bullous dermatosis, paraneoplastic pemphigus, bullous
systemic lupus erythematosus, Corynebacterium diphtheria
conjunctivitis, adenoviral conjunctivitis, sebaceous cell carci-
noma, intraepithelial epithelioma [4-7].

6) Avoidance of the involved drug is extremely important.
Treatment is mainly supportive and hospital admission is
mandatory. Basic treatment principles are similar to those
in burns injuries. In case of severe disease, presence of co-
morbidities or extended skin detachment, patient should be
admitted to burn intensive care unit that is associated with
a significantly better prognosis. Treatment includes wounds
care, fluid and electrolytes replacement, nutritional support,
pain and temperature control.
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Fig 2. La 14 zile de la internare. Leziuni secundare eroziv-crustoase pe fata si semimucoasa buzelor pe un fundal usor eritematos.

Fig 2. On 14" day after admission. Secondary lesions, erosions and crusts on face and lips.

Fig 3. La 5 luni de la externare. Leziuni secundare maculoase discromice, preponderent hiperpigmentate; pe fatd, un fundal usor
eritemato-edematos. La nivelul ochiului sting - entropion al pleoapei inferioare cu eroziune corneana si ptoza pleoapei superioare.

Fig 3. At the 5" month from hospital discharges. Secondary hyper pigmented macules. Left eyelid entropion with upper eyelid ptosis
and corneal erosion.

Discutii

Sindromul Stevens-Johnson si Necroliza Epidermica To-
xicd sunt afectiuni cutaneo-mucoase severe, acute, rare si
conditionate de administrarea de medicamente, in cea mai
mare parte a cazurilor. Se considera ca sindromul Stevens-]Joh-
nson (decolari tegumentare <10%) si Necroliza Epidermica
Toxica (decolari tegumentare 230%), sunt manifestari diferi-
te ale aceleiasi boli. SS] este o forma minora a NET. Pot exista

Discussions

Stevens-Johnson syndrome (S]S) and Toxic Epidermal
Necrolysis (TEN) are severe, commonly drug induced, acute,
quite rare muco-cutaneous disorders. It is considered that SJS
(epidermal detachment <10%) and TEN (epidermal detach-
ment 230%) are different manifestations of the same disease.
So far SJS is a minor form of TEN. Also, an overlap type of SJS/
TEN disease (detachment between 10-30%) has been de-
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si forme mixte SSJ/NET - detasarea a 10-30% din suprafata
tegumentara. Afectarea mucoaselor apare in peste 90% din-
tre cazuri, cu doud sau mai multe localizari (oculara, bucala,
genitald). Diagnosticul este clinic, anemia si limfopenia sunt
frecvente, eozinofilia se intdlneste rar, neutropenia sugerea-
za un prognostic prost [6, 7]. Printre factorii de risc, au fost
mentionati infectia HIV, factorii genetici (HLA-B*1502 si HLA-
A*31:01), patologiile imune concomitente, procesele maligne
sau unii factori fizici (lumina cu raze ultraviolete sau radio-
terapia). Semnul Nikolski este un semn clinic dermatologic,
caracteristic procesului histologic de acantoliza; este pozitiv
cand la apasarea sau frecarea usoara a stratului superficial al
epidermului se obtine decolarea marginald a acestuia. Este
pozitiv in leziunile produse prin epidermoliza (SSJ/NET) si
acantoliza (pemfigus vulgaris) [1, 7, 8].

La pacientii cu SSJ/NET, septicemia ramane o importanta
cauza de deces. Desi tratamentul antibacterian profilactic nu
este unanim recomandat, ingrijirea plagilor, ingrijirea ocu-
lara si tratamentul suprainfectiilor este esential. Dincolo de
ingrijirile de sustinere, nu exista tratamente stabilite pentru
SSJ si NET. In practica clinica, se utilizeazd medicamente imu-
nosupresive sau imunomodulatoare (corticosteroizi sistemici,
imunoglobulina i/v, ciclosporing, plasmafereza sau anticorpi
monoclonali anti TNF) [4, 5].

Desi utilizarea steroizilor sistemici ramane controversa-
ta, parerile sunt impartite. Unii autori considera ca acestia
favorizeaza suprainfectiile si creeaza dificultdti de diagnos-
tic diferential Intre SS] si NET, altii sustin ca administrarea
corticosteroizilor sistemici se asociaza cu o rata mai mare a
complicatiilor [9]. Existd parerea ca sunt beneficii in stadiile
initiale, daca sunt administrati in doze moderate-mari (pred-
nison 1-2 mg/kg corp) pentru 3-5 zile, si ca administrarea lor
amelioreazd manifestarile oculare. Imunoglobulinele umane
cu administrare intravenoasa au fost descrise ca fiind utile
atat ca tratament, cat si in profilaxie [4, 5, 10, 11]. Conform
studiului european EuroSCAR, conceput pentru a evalua efica-
citatea diferitelor tratamente pentru pacientii cu SSJ si NET, nu
s-au gasit suficiente dovezi pentru niciunul dintre tratamente-
le aplicate [6, 12].

SSJ/NET sunt potential fatale. Faza acutd a SSJ/NET durea-
za intre 8 si 12 zile. Se caracterizeaza prin febra persistenta,
afectarea severa a membranei cutaneo-mucoasa si descuama-
rea epidermei, rezultdnd zone intinse de denudare tegumen-
tara foarte dureroasa. Re-epitelizarea poate incepe peste ca-
teva zile si necesita 2-4 saptamani. Evolutia este, Insd, impre-
dictibila, astfel, identificarea agentului cauzal si inlaturarea lui
este esentiala pentru ameliorarea prognosticului.

Mortalitatea depinde foarte mult de suprafata tegumenta-
ra detasata. La denudari tegumentare sub 10%, riscul de mor-
talitate este de 5-15%. Detasarea a mai mult de 30% din su-
prafata tegumentului creste rata mortalitatii la 25-35%. Pen-
tru evaluarea riscului de mortalitate, se utilizeaza SCORTEN,
un scor care cuprinde: varsta >40 ani, malignitati, frecventa
cardiaca >120 bpm, procentul initial de detasare epidermica
>10%, nivelul ureei serice >10 mmol/l, glucoza serica >14
mmol/l, bicarbonatul <20 mmol/l. Pacientii cu implicare cuta-
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scribed. Mucous membranes are affected in over 90% of pa-
tients, involving two or more distinct sites (ocular, oral, and
genital). The diagnosis relies on clinical signs. Lymphopenia
and anemia are common, eosinophilia is rare, neutropenia
suggest a poor prognosis. Risk factors associated with SJS/
TEN are: HIV infection, genetic factors (HLA-B*1502 and HLA-
A*31:01), underlying immunologic disorders, malignancy and
physical factors (UV and radiotpheray) [4-7].

Nikolski sign is a dermatological clinical sign, depicting
hystological acantholysis. The sign is present when slight rub-
bing of the skin results in exfoliation of the outermost layer.
Nikolsky’s sign is almost always present in toxic epidermal
necrolysis and is associated with pemphigus vulgaris.

Sepsis remains an important cause of death in SJS/TEN
patients. Although prophylactic antibacterial treatment is
not universally recommended, wound and eye care as well as
treatment of associated infection are crucial. Beyond support-
ive care, there are no accepted treatments for SJS and TEN. In
clinical practice immunosuppressive or immunomodulatory
medications are applied (systemic steroids, i.v.immunoglobu-
lin, cyclosporine, plasmapheresis or anti-TNF monoclonal an-
tibodies) [4, 5].

Use of systemic steroids remains controversial. Some au-
thors consider that steroids increase risk of superinfections
or other complications and create difficulties in differentia-
tion diagnosis SJS and TEN. At the same time administration
of systemic steroids is associated with an increase rate of com-
plications. Other data suggests that systemic steroids, in mod-
erate-high doses (prednisone 1-2 mg/kg) for 3-5 days, are
beneficial in the early stages and improves ocular manifesta-
tions. Administration of intravenous human immunoglobulin
has been reported as being helpful in therapy and prophylaxis.
EuroSCAR study analyzing efficacy of various treatments for
patients with SJS and TEN, did not find sufficient evidence for
any of the evaluated treatments [4, 5, 8-11].

SJS/TEN clinical course is unpredictable and are potentially
fatal. Identification and removal of the causative agent is es-
sential for a better prognosis. The acute phase of SJS/TEN lasts
8-12 days. It is characterized by persistent fever, severe mucosa
injuries and very painful epidermal detachment. Re-epithelial-
ization may start in a few days and requires 2-4 weeks. Mor-
tality depends of the extension of skin detachment. In patients
with skin detachment less than 10% - mortality risk range be-
tween 5-15%. When epidermal detachment exceeds 30% mor-
tality rate increase up to 25-35%. For the assessment of mortal-
ity risk SCORTEN score can be used. That assess the following
factors: age >40 years, malignancies, heart rate >120 bpm, the
percentage of initial epidermal detachment >10%, serum urea
>10 mmol/], serum glucose >14 mmol/l and bicarbonate <20
mmol/l. Patients with limited skin lesions and SCORTEN score
of 0-1, can be treated in unspecialized departments, patients
with SCORTEN score 22 should be treated in burn intensive
care units, if is available. The most common causes of death are
sepsis, acute respiratory distress and multiple organ dysfunc-
tion [4, 5, 7].

Acute complications includes: water-electrolyte imbalance,
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nata limitatd, cu SCORTEN 0-1, pot fi tratati si in sectii nespeci-
alizate; ins3, pacientii cu SCORTEN 22, trebuie tratati in unitati
de terapie intensiva pentru arsi, daca sunt disponibile [4, 5, 7].
Cele mai frecvente cauze de deces sunt sepsisul, detresa respi-
ratorie acuta si disfunctia multipla de organe [5, 6].

Complicatiile fazei acute sunt dezechilibrele hidroelec-
trolitice, socul hipovolemic cu insuficienta renala, septicemia
si socul septic, rezistenta la insuling, disfunctiile multiple de
organe, complicatiile pulmonare (pneumonie, pneumopatie
interstitiala, sindrom de detresa respiratorie, insuficienta re-
spiratorie), complicatiile gastro-intestinale (necroza epiteliala
a esofagului, intestinului subtire sau colonului).

Sechelele pe termen lung pot fi cutanate (pigmentari, nevi,
anomalii ale unghiilor, alopecie sau cicatrici), oculare (ochi
uscat, fotofobie, trichiazd, neovascularizarea corneei, kera-
tita, entropion, simblefaron sau cicatrici corneene), mucoa-
se (disconfort bucal, xerostomie, inflamatii gingivale, carii si
boli parodontale, anomalii de crestere a dintilor la copii; se-
chele genitale sau urinare la femei), pulmonare (bronsiolita,
bronsiolita obliterantd, bronsiolita obliterantd cu pneumonita
in organizare, bronsiectazii si disfunctii obstructive - inclusiv,
la pacientii asimptomatici) [5]. Recidivele sunt posibile la ex-
punerea repetatd la medicamentele incriminate.
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can occur at the repeated exposure to the causative drug.
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