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Resumo: As reagBes cutaneas graves adversas a droga (RCGAD) &0 as que geralmente necessitam de internacdo hospitalar,
por vezes em unidade de terapia intensiva ou de queimados, com observagdo minuciosa dos sinais vitais e da fun¢do de
6rgdos internos. O objetivo é descrever essas reagOes, facilitando seu reconhecimento e tratamento. Fazem parte desse
grupo a anafilaxia, a sindrome de Stevens-Johnson (SSJ), a necrdlise epidérmica toxica (NET) e, dependendo do envolvimen-
to sistémico, as eritrodermias. Neste artigo, sdo abordados as caracteristicas clinicas e o tratamento de algumas reagdes
adversas a droga: anafilaxia, as eritrodermias, a sindrome de Stevens-Johnson (SSJ) e a necrélise epidérmica toxica (NET).
Palavras-chave: anafilaxia; eritema multiforme; hipersensibilidade a drogas; necrélise epidérmica toxica; preparagdes
farmacéuticas/efeitos adversos; sindrome de Stevens-Johnson.

Summary: Severe cutaneous adverse reactions to drugs (SCARD) generally require hospitalization, and at times in the
intensive therapy or burn care unit for observation of the vital signs and the viscera function. The aim of this study
is to describe these reactions in order to facilitate recognition and treatment. This group of drug reactions includes
anaphylaxis, Stevens-Johnson syndrome (S35), toxic epidermal necrolysis (TEN) and, depending on the systemic invol-
vement, erythroderma. In this article we approach the characteristics and treatment of some adverse reactions to
drugs: anaphylaxis, erythroderma, Stevens-Johnson syndrome (S35) and toxic epidermal necrolysis (TEN).

Key-words: anaphylaxis; eryithema multiforme; drug hypersensitivity; epidermal necrolysis, toxic; pharmaceutical
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INTRODUCAO

As reacOes adversas a drogas sdo complicacgdes rele-
vantes da terapéutica medicamentosa.! Estima-se que 5% a
15% dos pacientes tratados com algum medicamento
desenvolvam reacOes adversas.!

A incidéncia de reacdo adversa a droga em pacientes
hospitalizados ocorre em cerca de 30%, 2% a 3% constituin-
do reacfes cutineas.'? Tais reagdes freqiientemente ndo séo
graves, mas podem determinar consideravel morbidade.?

A prevaléncia de reacOes cutineas graves adversas a
droga (RCGAD) é estimada em 1/1.000 pacientes hospitaliza-
dos, sendo a sindrome de Stevens-Johnson (SSJ) e a necrdli-
se epidérmica toxica (NET) particularmente graves.* De
forma geral reacBes cuténeas fatais a drogas ocorrem em
0,1% dos pacientes clinicos e 0,01% dos pacientes cirirgi-
cos.!

Podemos definir RCADG como as que geralmente
necessitam de internacdo hospitalar, por vezes em unidade
de terapia intensiva ou de queimados, com observacdo
minuciosa dos sinais vitais e da fungdo de érgédos internos.
Fazem parte desse grupo a anafilaxia, a sindrome de
Stevens-Johnson (SSJ), necrolise epidérmica toxica (NET),
a sindrome de hipersensibilidade a droga e, dependendo do
envolvimento sistémico, as eritrodermias, a pustulose exan-
tematica generalizada aguda (Pega), a necrose cutanea
induzida por anticoagulante, as vasculites induzidas por
droga e as reac6es tipo doenca do soro.*

A rapida diferenciacdo entre RCGAD e uma erupgao
menos grave pode ser dificil, porém é essencial, sendo a
retirada da droga suspeita a intervencdo mais importante
para reduzir a morbidade.*

A maioria das reacfes cutdneas a drogas costuma ser
observada como um exantema morbiliforme ou maculopa-
puloso.?*¢ Infelizmente os exantemas morbiliformes (Figura
1) constituem com freqtiéncia a forma de apresentagdo ini-
cial de reacGes mais graves, incluindo a NET, doenca do
soro e a sindrome de hipersensibilidade a droga.*

Djien et al.,* estudando 133 pacientes com reacfes a
drogas, as quais clinicamente se manifestaram como erupcoes
cuténeas eritematosas (exantemas morbiliformes, escarlatini-
formes, maculopapulosos e

INTRODUCTION

Adverse reactions to drugs are complications that
are of relevance to medicinal therapy.® It is estimated that 5-
15% of patients treated with some medication develop
adverse reactions.!

The incidence of adverse reactions to drugs in hos-
pitalized patients is roughly 30%, 2-3% constituting cuta-
neous reactions.*? Such reactions are seldom severe, but
they might lead to high mortality rates.®

The prevalence of severe cutaneous adverse reac-
tions to drugs (SCARD) is estimated at 1/1000 hospital-
ized patients. Stevens-Johnson syndrome (SJS) and toxic
epidermal necrolysis (TEN) are particularly severe.’ In
general, fatal cutaneous drug-induced reactions occur in
0.1% of clinical patients and 0.01% of surgery patients.*

SCARD may be defined as usually requiring hospital
internment, at times in intensive therapy or burn care units
for close observation of vital signs and viscera function.
This group of drug reactions includes anaphylaxis, Stevens-
Johnson syndrome (SJS), toxic epidermal necrolysis (TEN),
drug hypersensitivity, and depending on the systemic
involvement, erythroderma, acute generalized exanthema-
tous pustulosis (AGEP), cutaneous necrosis induced by anti-
coagulants, drug-induced vasculitis and reactions like
serum disease.*

Quick differentiation between SCARD and a less
severe eruption may be difficult, although essential.
Withdrawal of the suspected drug is the surest way of inter-
vening to reduce mortality.*

Most cutaneous reactions to drugs are usually
observed as a morbilliform or maculopapulous exanthe-
ma.2*¢ Unfortunately, erythema morbilliform (Figure 1)
most often characterizes the appearance at onset in the
severest of cases, including TEN, serum disease and drug
hypersensitivity syndrome.*

Djien et al.,® studying 133 patients with reac-
tions to drugs clinically presenting with erythematous
cutaneous eruptions (morbilliform and scarlatiniform
exanthema, maculopapulous, and small isolated
papules), reached the conclusion that three types of
severe clinical markers

pequenas papulas isoladas),
concluiram pela existéncia de
trés marcadores clinicos de
gravidade, frente a esse tipo
de reacdo: febre, linfoadeno-
patia e acometimento cuta-

Figura 1: Exantema
Morbiliforme. Elementos
papuloeritematosos ndo
coalescentes no abddémen,
entremeados por pele sa.
Exantema pela amoxicilina. L

exist with respect to this
kind of reaction: fever, lym-
phadenopathy and exten-
sive cutaneous affection.
The authors excluded spe-
cific forms from the study,

Figure 1: Exanthema
Morbilliform.
Papuloerythematous ele-
ments non coalescent in the
abdomen, interspersed with
healthy skin. Exanthema by
amoxicillin.
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neo extenso. Esses autores excluiram do estudo formas espe-
cificas, tais como a SSJ, NET, erupcéo fixa a droga, Pega, foto-
toxicidade e vasculites, sugerindo que nos casos de reacdo a
droga com acometimento cutaneo extenso, com ou sem lin-
foadenopatia, ha necessidade de investigacdo laboratorial
com hemograma completo e provas de fungao hepatica.

Em 1994, Roujeau e Stern* propuseram critérios cli-
nicos e laboratoriais que permitem a suspeita de que uma
reacdo a droga possa progredir para comportamento mais
grave (Quadro 1).

Neste artigo sdo abordadas as seguintes reagdes:
anafilaxia e reacOes anafilactoides, eritrodermia e o espec-
tro clinico da sindrome de Stevens-Johnson e da necrdlise
epidérmica toxica (sindrome de Lyell).

DISCUSSAO
1. Anafilaxia e Rea¢bes Anafilactoides

A anafilaxia € uma reagdo sistémica, rapida, a qual
geralmente determina risco de vida, decorrente de uma rea-
cdo de hipersensibilidade imediata mediada pela IgE. As
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such as SJS, TEN, fixed drug eruption, AGEP, phototox-
icity and vasculitis. This suggests that in cases of drug-
induced reactions with extensive cutaneous affection,
with or without lymphadenopathy, a laboratory inves-
tigation is required with a complete hemogram and
hepatic function test.

In 1994, Roujeau and Stern* put forth clinical and
laboratory criteria leading to the suspicion that a reac-
tion to drugs could develop into more severe behavior
(Chart 1).

This article discusses the following reactions: ana-
phylaxis and anaphylactoid reactions, erythroderma and
the clinical spectrum of Stevens-Johnson syndrome and
toxic epidermal necrolysis (Lyell’s disease).

DISCUSSION

1. Anaphylaxis and Anaphylactoid Reactions
Anaphylaxis is a quick systemic reaction usually

presenting a risk to life and resulting in immediate hyper-

sensibility mediated by IgE. Anaphylactoid reactions mimic

Quadro 1: Sinais clinicos e alteraces laboratoriais de alerta para as rea¢des graves adversas a droga.
Chart 1: Alarming clinical signs and laboratory alterations for severe adverse cutaneous drug reactions.

Cutaneos / Cutaneous

Clinicos / Clinical

Gerais / General

Laboratoriais / Laboratory

Eritema confluente > 60% / Confluent erythema > 60%

Dor ou ardéncia / Pain or burning sensation

Edema facial / Facial edema

Necrose / Necrosis

Parpura palpavel / Palpable purpuric

Bolhas ou destacamento epidérmico / Blisters ou scaling skin
Edema da lingua ou Gvula / Edema of the tongue or uvula
Sinal de Nikolsky positivo / Nikolsky’s sign positive

Eros6es das membranas mucosas / Erosions of the mucous membranes

Febre alta (> 40°C) / High fever (> 40°C)
Adenomegalia / Adenomegaly

Acrtralgia ou artrite / Arthralgia ou arthritis
Taquipnéia/sibilos / Tachypnea/respiratory sounds

Hipotensédo / Hypotension

abEosinofilia (> 1.000 cel/mm?®) / Eosinophil (> 1.000 cel/mm?)
Linfocitose com linfécitos atipicos / Lymphocytosis with atypical lymphocytes

Provas de funcdo hepatica anormais / Hepatic function test abnormal

Fonte: Adaptado de Roujeau J-C, Stern RS. Severe adverse cutaneous reaction to drugs. N Engl J Med, 1994;10:1272-85.
Source: Adaptation of Roujeau J-C, Stern RS. Severe adverse cutaneous reaction to drugs. N Engl J Med, 1994;10:1272-85.
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reagdes anafilactéides mimetizam a anafilaxia, embora ndo
sejam relacionadas a mecanismos imunes.*” Essas reacoes
levam a potente ativacdo dos mastécitos com liberagao
macica de mediadores.”®

As drogas ndo so a causa mais importante de anafila-
xia, sendo responsaveis por cerca de 13 a 20% casos.® As dro-
gas que causam reagOes anafilaticas sdo os antibidticos -lacta-
micos (responsaveis por 75% das reagGes anafilaticas fatais nos
Estados Unidos da América), cefalosporinas, sulfonamidas,
hemoderivados, enzimas (tripsina, quimopapaina e estreptoqui-
nase), insulina (possibilidade hoje extremamente rara, devido
ao emprego de insulina recombinante humana), vacinas (devi-
do aos conservantes, componentes protéicos, gelatina, e em
pacientes muito sensiveis a ovos ha relatos de reacdo alérgicas),
extratos alergénicos, protamina e progesterona.’®

As reacOes anafilactoides podem ocorrer pelo acido
acetilsalicilico, antiinflamat6rios ndo hormonais, contrastes
iodados, inibidores da ECA e fluoresceina.’

Durante a anestesia geral podem ocorrer reacGes
anafilaticas e anafilactdides dificilmente diferenciadas
devido a grande quantidade de medicamentos empregada,
como os anestésicos, relaxantes musculares, analgésicos,
antiinflamatorios ndo hormonais e antibi6ticos.”

Clinicamente costumam instalar-se de forma subita,
ocorrendo em geral em intervalo de 30 minutos a uma hora
apds o contato com o desencadeante, sendo raras reagoes
mais tardias. Incluem o aparecimento de prurido, urticaria
(Figura 2), sintomas rinoconjuntivais, angioedema, espe-
cialmente laringeo, hipotensdo e sibilos.” Pode-se observar
a ocorréncia de dores abdominais, diarréia, vomitos, contra-
¢Oes uterinas e arritmias cardiacas. Ap6s algumas horas ha
a possibilidade de haver, embora ndo necessariamente, uma
fase tardia com o reaparecimento dos sintomas.*”

O reconhecimento do paciente com anafilaxia deve
ser 0 mais rapido possivel, e o tratamento, iniciado imedia-
tamente, o que diminui a ocorréncia de reagdes fatais.® S&o
sinais de anafilaxia com risco de vida a presenca de estridor,
edema da glote, dispnéia intensa, sibilos, hipotensao, arrit-
mia cardiaca, choque, convulsdes e perda da consciéncia.’®
Nos pacientes em uso de betabloqueadores, a anafilaxia é
freqlientemente grave e pode

anaphylaxis, though they are not related to immulogical
mechanisms.*” These reactions lead to a powerful activa-
tion of mastocytes, with a massive release of mediators.”®

Drugs are not the more important cause of anaphy-
laxis as they are responsible for merely 13-20% of cases.®
Some of the drugs causing anaphylactic reactions are the
following: beta-lactamic antibiotics (responsible for 75%
of fatal anaphylactic reactions in the United States of
America), cephalosporin, sulphonamides, hemoderivatives,
enzymes (trypsin, chemopapaine and streptokinase), insulin
(very rare nowadays, due to use of recombinant human
insulin), vaccines (due to conservatives, proteic compo-
nents, gelatin, and there are reports of patients showing
sensitivity to eggs and having allergic reactions to vac-
cines), allergenic extracts, protamine and progesterone.’®

The anaphylactoid reactions may occur with acetyl-
salicylic acid, non hormonal anti-inflammatories, iodide
contrasts, ACE inhibitors and fluoresceine.’

During general anesthesia, anaphylactic and ana-
phylactoid reactions may occur. They are difficult to differ-
entiate due to the large amount of medications used, like
anesthetics, muscular relaxant, analgesics, non-hormonal
anti-inflammatories and antibiotics.”

Their clinical emergence tends to occur suddenly
within 30-minute to one-hour intervals after contact with
the precipitating factor, though delayed reactions are
rarer. They show an appearance of pruritus, urticaria,
(Figure 2) rhinoconjuntival symptoms, angioedema symp-
toms, especially laryngitis, hypotension and lung sounds.’
The following ailments may be observed: abdominal
pains, diarrhea, vomiting, uterine contraction and cardiac
arrhythmia. After a few hours, there is a possibility of a
late phase with symptoms reappearing, though this is by
no means automatic.*’

Identifying patients with anaphylaxis must be done
as fast as possible, and treatment begun immediately.® This
reduces the risk of fatal reactions.® The following are signs
of anaphylaxis that pose a risk to life: presence of stridor,
edema of the glottis, intense dyspnea, lung sounds,
hypotension, cardiac arrhythmia, shock, convulsions and
loss of consciousness.”® With

ser refrataria ao tratamento
convencional.®

Diversas condicoes
devem ser consideradas no
diagnostico diferencial fren-
te a suspeita de anafilaxia:®
arritmia cardiaca, infarto

Figura 2: Urticaria Aguda.
Urticas de aspecto figurado
no tronco e nos membros
superiores. Urticéria pelo
4cido acetilsalicilico.

patients using betablockers,
anaphylaxis is often severe
and may be resistant to con-
ventional treatment.?

Various  conditions
must be considered in the dif-
ferential diagnosis when sus-

Figure 2: Acute Urticaria.
Hives on the trunk and in
upper limbs. Urticaria by
acetylsalicylic acid.
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agudo do miocardio, aspiracdo alimentar, doenca convulsi-
va, reacdo a insulina, embolia pulmonar, sindromes causa-
doras de flushing (como, por exemplo, a presenca de tumor
carcindide ou reacdo entre alcool e clorpropamida), com-
portamento histérico, reagdes vasovagais e reacoes alérgi-
cas ficticias. As reacdes vasovagais sao as mais freqiiente-
mente confundidas com a anafilaxia.® Em geral sdo conse-
guéncias de procedimentos como injecBes e manifestam-se
com quadro clinico constituido de palidez facial, ndusea,
sudorese profusa e sincope, os sintomas melhorando sem
tratamento em 20 a 30 minutos.® A auséncia de prurido na
presenca de um pulso lento e pressdo arterial normal distin-
guem a reagdo vasovagal da anafilaxia.t

O tratamento da anafilaxia consiste em medidas a
curto e longo prazo.® O objetivo imediato é a manutencao
da permeabilidade das vias aéreas e da pressdo arterial,
além da instituicdo, nas reagdes mais graves, do aporte de
oxigénio.® A epinefrina deve ser administrada o mais breve
possivel, sendo a dose padronizada de 0,01ml/kg de uma
solugdo a 1:1.000, até o méaximo de 0,3 a 0,5ml, via subcu-
tanea a cada 10 a 20 minutos até a estabilizacdo do pacien-
te. Um algoritmo com o tratamento da anafilaxia pode ser
observado no quadro 2.

2. Eritrodermias

E quadro caracterizado por um estado de eritema
generalizado e descamacéo (dermatite esfoliativa) da pele,
constituindo a apresentacdo morfoldgica de varias doengas
cutaneas, como a psoriase, a dermatite atépica, o linfoma
cutaneo de células T e as reagdes a drogas.’

A disseminacdo de um quadro maculopapular causa-
do por drogas pode levar ao surgimento da sindrome eritro-
dérmica, considerando-se que os diversos tipos de reagdes
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pecting anaphylaxis:® cardiac arrhythmia, acute
myocardic infarction, food aspiration, convulsive disease,
reaction to insulin, pulmonary embolism, syndromes caus-
ing flushing (like, for example, the presence of carcinoid
tumors or reaction to alcohol and chlorpropamide), hys-
terical behavior, vasovagal reactions and fictitious aller-
gic reactions. Vasovagal reactions are most often confused
with anaphylaxis.® In general, they are consequences of
procedures like injections, which present as a clinical con-
dition consisting of facial paleness, nausea, profuse sweat-
ing and syncope, with symptoms improving without treat-
ment 20-to-30 minutes later.® Absence of pruritus in the
presence of a slow pulse and normal blood pressure dis-
tinguish vasovagal reactions from anaphylaxis.?

The treatment of anaphylaxis consists of short and
long-term measures.® The immediate goal is to maintain the
permeability of the air pipes and blood pressure, in addi-
tion to administering oxygen in more severe cases.’
Epinephrine must be administered as soon as possible, with
a standard dose of 0.01 mg/kg of a 1:1000 solution, up to a
maximum of 0.3-0.5 ml, subcutaneously every 10-to-20
minutes until the patient's stabilization. An algorithm for
treating anaphylaxis may be observed in chart 2.7

2. Erythrodermas

This is a condition characterized by a state of gen-
eralized erythema and scaling (exfoliative dermatitis) of
the skin. It has the morphological appearance of various
cutaneous diseases, like psoriasis, atopic dermatitis, T-cell
cutaneous lymphoma and reactions to drugs.’

The dissemination of a maculopapular condition
caused by medication may lead to the emergence of an ery-
throdermic syndrome. Various types of drug-induced cuta-

Quadro 2: Algoritmo para tratamento do angioedema (dados dos autores)
Chart 2: Algorithm for treating angioedema (authors’ data)

Avaliacdo / Assess
® Sinais vitais / Vital signs
® Neuroldgica / Neurological
® Respiratoria / Respiratory

Sim/Yes

Grave/Fatal / Severe/Fatal

Néao/No

-

-

-

® Adrenalina, anti-H1 EV ou IM, corticosteroides,
Adrenalin, anti-H1 EV or IM, corticosteroids,

-

® Adrenalina- 0.3ml SC(A)
Adrenalin  0.01ml/kg(C)

® Ressuscitagéo cardiorrespiratoria, O,, entubacéo traqueal
Cardiorrespiratory ressuscitation, Oy, tracheal intubation

Sem resposta /No response

® Corticosteroide EV, anti-H1
Corticosteroid

Boa resposta /Good response

Y

Y

® Repetir adrenalina em 15 min / Repeat adrenalin in 15 min
® Corticosterdides EV. / Corticosteroids EV.
® UTI/ICU

® Monitorar reacdo tardia / Monitor delayed reaction
® Anti-H1 e corticoterapia oral na alta hospitalar
Anti-H1 and oral corticotherapy upon discharge from hospital
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Quadro 3: Complicagdes da Eritrodermia (dados dos autores) / Chart 3: Complications arising from
Erythroderma (authors’ data)

Dermatite Esfoliativa
Exfoliative Dermatitis

¥

Perdas transepidérmicas 1
Transepidermic
losses 1

Vasodilatacéo /
Vasodilatation

/

2

AlteragBes termorregulatorias
Thermoregulatory alterations

Aumento da taxa metabolica
basal / Increased basal

Perda protéica e hidroeletrolitica
Proteic and hydroelectrolytic loss

Y

metabolic rate

Infec¢des \ Hipotermia / Febre
Infections Hypothermia
Fever
y
Quebra da barreira
epidérmica / Breaking of the -
epidermal barrier Sepse / Sepsis

i ICC alto débito |
CIC high
Hipoalbuminemia
Hipovolemia / +
Hypoalbuminema Taguicardia
¢Hypovolemla Tachycardia
Edema Hemodilui¢do
Edema Hemodilution
Y

Sindrome do desconforto respiratério do adulto

Syndrome of adult respiratory discomfort

|

Obito / Death

cuténeas causadas por drogas (incluindo dermatite de contato,
fotossensibilizacdo e reagbes maculopapulosas) seriam res-
ponsaveis por cerca de 7,3% dos casos de eritrodermia.’® Os
quadros de eritrodermia secundaria a reacdo a drogas, ao con-
trario das eritrodermias devidas a outras etiologias, sdo em
geral de instalacéo rapida e tendem a regredir rapidamente
com a retirada do medicamento envolvido.*

Uma a quatro semanas apos o inicio do uso da droga
surgem prurido associado ao eritema difuso, envolvendo
cerca de 90% da superficie

neous reactions (including contact dermatitis, photosensi-
tivity and maculopapulous reactions) would be responsible
for roughly 7.3% of erythroderma cases.*® The secondary
drug-induced erythroderma conditions, as opposed to ery-
throdermas due to other etiologies, most often set in quick-
ly and tend to regress quickly also after withdrawing the
medication being used.”

One to four weeks after starting drug use, pruritus
arises in association with diffuse erythema covering rough-
ly 90% of the body surface,

corpdrea, e linfoadenopatia,
seguida por descamac&o que,
quando aguda, esfolia gran-
des lamelas de epiderme e,
quando crbnica, produz
pequenos elementos® (Figura
3). Ocorrem prurido e sensa-
¢do de queimacdo difusa.®

Figura 3: Dermatite
esfoliativa. Eritema
de base difuso e esca-
mas lamelares

then lymphadenopathy and
scaling. When acute, large
amounts of epidermis are
exfoliated; when chronic, it
produces small elements®
(Figure 3). Pruritus and a
sensation of diffuse burning
occur.®

Figure 3 : Exfoliative
Dermatitis.
Erythema with a dif-
fuse base and lamel-
lar scales
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A dermatite esfoliativa leva a complicagdes sistémi-
cas, como distdrbio hidroeletrolitico, termorregulatdrio,
insuficiéncia cardiaca de alto débito, taquicardia, sindrome
de escape capilar e infeccdo.*** O efeito da dermatite
esfoliativa sobre o organismo é dependente da intensidade
e da duracdo do processo.”* As complicagdes da eritroder-
mia podem ser vistas no quadro 3.

Os achados laboratoriais comuns no estado eritrodér-
mico incluem anemia leve, leucocitose com eosinofilia, ele-
vacdo da IgE, aumento da velocidade de hemossedimentacéo,
diminuicdo da albumina sérica e aumento do &cido Urico.*** O
aumento de IgE e eosinofilos é achado inespecifico, nao
sendo encontrado apenas nas eritrodermias secundarias a
droga, mas também nas devidas a dermatite atopica.®*

Mudltiplas bidpsias cutaneas realizadas simultanea-
mente, em pontos distintos da pele, podem aumentar a acu-
racia no diagnostico da doenca de base.” Nas reacoes a
droga podem ser observadas alteracBes vacuolares na epi-
derme, bem como ceratindcitos necréticos.’

O tratamento inicial do paciente eritrodérmico por rea-
¢ao a droga € o mesmo das eritrodermias de outras causas,
porém €é o que mais rapidamente produz melhora com a sus-
pensdo da droga.*** Deve-se dar atencédo ao estado nutricional
e a reposicdo hidroeletrolitica, bem como instituir medidas
locais, tais como banhos de amido, compressas Umidas sobre
as crostas, aplicacao de emolientes suaves e corticosterdides
topicos de baixa poténcia.® Anti-histaminicos orais classicos
podem ser prescritos para o alivio do prurido e da ansiedade,
procurando fornecer ao paciente ambiente aquecido e umidi-
ficado, a fim de prevenir a hipotermia e melhorar a hidratacéo
cutinea.®* Sintomas ou sinais de insuficiéncia cardiaca ou
respiratdria devem implicar em rapida assisténcia e hospitali-
zacao.® Os estados eritrodérmicos mais agressivos e debilitan-
tes podem necessitar de cuidados semelhantes aos dispensa-
dos aos pacientes com SSJ ou NET.

O diagndstico diferencial deve ser realizado com
outros tipos de eritrodermias secundarias a doengas cutaneas,
tais como psoriase, dermatite de contato, dermatite seborréi-
ca, liquen plano, penfigdide bolhoso, pénfigo foliaceo, bem
como doencas sistémicas, como as leucemias, o linfoma
cutaneo de células T e o linfoma de Hodgkin, além de esta-
dos eritrodérmicos secundarios a um cancer interno.**

3. O Espectro Clinico da Sindrome de Stevens-
Johnson e da Necrolise Epidérmica Toxica
(Sindrome de Lyell)

Atualmente h4d uma concordancia de conceitos,
segundo os quais se separa 0 espectro do eritema multifor-
me (EM), que inclui tanto o EM minor (EMm) quanto 0 EM
major (EMM), de outro espectro de reagGes que inclui a sin-
drome de Stevens-Johnson (SSJ) e a necrolise epidérmica
toxica (sindrome de Lyell) (NET), referido aqui como
espectro SSJ/NET.**

Segundo Assier et al.,*® parece ser possivel separar
0s pacientes com EMM dos portadores da verdadeira SSJ,
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Exfoliative dermatitis leads to systemic complica-
tions, such as hydroelectrolytic and thermoregulatory dis-
turbances, high cardiac insufficiency, tachycardia, capil-
lary leak syndrome and infection.™**** The effect of exfolia-
tive dermatitis on the organism depends on the intensity
and duration of the process.”* Complications from erythro-
derma may be seen in chart 3.

Common laboratory findings in the erythrodermic
state include light anemia, leukocytosis with eosinophil,
high IgE, an increase of the hemosedimentation process, a
drop in seric albumin and rise in uric acid.** Increased IgE
and eosinophil is a non-specific finding, and is found only
in secondary drug-induced erythrodermas. But it might
also be due to atopic dermatitis.®**

Multiple cutaneous biopsies performed simultane-
ously on distinct points of the skin might increase the accu-
racy of the diagnosis of the base disease.” In drug-reac-
tions, vacuolar alterations may be observed on the epider-
mis, as well as necrotic keratinocytes.®

The initial treatment of the erythrodermic patient
for drug reaction is identical to treating erythrodermas
from other causes.*** Suspending the drug is the quickest
way to improving the patient's condition. One ought to
consider the nutritional state and hydroelectrolytic
replacement, as well as administering local measures
such as antiseptic baths, humid compresses on the crusts,
applying soft emollients and low-strength corticosteroids.®
Classic oral anti-histamines may be prescribed to allevi-
ate the pruritus and anxiety. They provide the patient with
a warm and humid environment so as to prevent hypother-
mia and improve cutaneous hydration.*** Symptoms and
signs of cardiac and respiratory insufficiency may require
emergency assistance and hospitalization.® The most
aggressive and debilitating erythrodermic states may
require similar care to that offered to SJS or NET patients.

The differential diagnosis must be performed with
other types of secondary erythrodermas to cutaneous dis-
eases, such as psoriasis, contact dermatitis, seborrheic
dermatitis, lichen planus, bullous pemphigoid, pemphigus
foliaceus, as well as systemic diseases, like leukemias, T-
cell cutaneous lymphoma, Hodgkin's lymphoma, in addi-
tion to secondary erythrodermic states to internal cancer.**

3. The Clinical Spectrum of Stevens-Johnson
Syndrome and Toxic Epidermal Necrolysis
(Lyell”s Syndrome)

What currently exists is a combination of concepts
according to which the spectrum of erythema multiforme
(EM), including EM minor (EMm) as well as major (EMM),
is separated from another spectrum of reactions, which
include Stevens-Johnson syndrome (SJS) and toxic epider-
mal necrolysis (Lyell’s syndrome) (TEN), here referred to as
the SJS/TEN spectrum.

However, according to Assier et al.”® it seems possi-
ble to separate EMM patients from real SJS patients based
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com base nos sintomas clinicos e na origem da doenga.

Esses autores definiram o EMM como constituido
por erosdes mucosas e lesdes cutaneas caracteristicas em
seu padrao (alvos tipicos, com ou sem bolhas), de distribui-
¢do simétrica e preferencialmente acral. A SSJ seria repre-
sentada por erosdes mucosas € maculas purpdricas cuta-
neas disseminadas, freqientemente confluentes, com o
sinal de Nikolsky positivo e destacamento epidérmico limi-
tado a menos de 10% da superficie corporal.**** O EM com-
preenderia a casos recorrentes, pds-infecciosos (especial-
mente relacionados ao herpes simples e ao micoplasma),
ou eventualmente relacionados com exposi¢do a farmacos,
com baixa morbidade e sem letalidade, enquanto a SSJ
constitui uma reacdo adversa grave a droga, com alta mor-
bidade e prognostico reservado em muitos casos.

Em 1993 Bastuji-Garin et al.*® propuseram uma
classificacdo clinica do espectro que compreende desde o
EM bolhoso até a NET. Para melhor compreensdo dessa
classificacao,® estdo definidas abaixo as caracteristicas das
lesbes dermatologicas que a constituem:

- Descolamento epidérmico: refere-se a perda da
epiderme, a qual se faz por vezes em retalhos (Figura 4).

- Alvos tipicos: constituidos por lesGes com menos
de 3cm de didmetro, em disco, de bordas bem definidas, e
exibindo pelo menos trés zonas distintas, a saber, dois halos
concéntricos em torno de um disco central (Figura 5).

- Alvos atipicos planos: lesdes sem relevo, redondas
ou em disco, com duas zonas e/ou bordas ndo bem definidos.

- Alvos atipicos elevados: lesbes redondas ou em
disco, palpaveis ou elevadas, porém sem as duas zonas e/ou
bordas bem definidas (Figura 6).

- Maculas: manchas eritematosas ou purpdricas, de
formas irregulares e confluentes, com ou sem bolhas
(Figura 7).

on clinical symptoms and disease origin. These authors
define the EMM pattern as consisting of characteristic
mucous erosions and cutaneous lesions (typical targets,
with or without blisters), symmetrically distributed and
commonly acral. SJS would be represented by mucous ero-
sions and disseminated cutaneous purpuric macules that
are frequently confluent, with a positive Nikolsky sign and
epidermal scaling limited to less than 10% of the body sur-
face.**** EM would include recurrent, post-infectious cases
(especially related to herpes simplex and mycoplasma), or
eventually related to exposure to medication, with a low
mortality rate and without lethality. On the other hand, SJS
would comprise a severe adverse drug reaction with high
mortality rates and a reserved prognosis for many
cases. 1

In 1993, Bastuji-Garin et al.* put forward a clinical
classification of the spectrum which included ME bullosa
up to TEN. To better understand this classification,* let us
note the characteristics of the dermatological lesions of
which the group consists, which are defined as follows:

- Epidermal detachment: refers to epidermal loss,
which at times occurs in flaps (Figure 4).

- Typical targets: consists of lesions less than 3 cm
in diameter, in disc shape, with well-defined borders, and
exhibiting at least three distinct zones, namely two concen-
tric halos around a central disk (Figure 5).

- Atypical flat targets: lesions that are not raised,
but are round or disk shaped, with two zones and/or bor-
ders that are not well defined.

- Atypical raised targets: round lesions or in disk
shape, palpable or raised, however without the two zones
and/or well-defined borders (Figure 6).

- Macules/spots: erythematous or purpuric stains,
irregularly shaped or confluent, with or without blisters

e

Figura 4: Descolamento epidérmico. A epiderme necrética é
liberada como retalhos deixando exposta a derme eritematosa
desnuda. Paciente HIV-positivo em uso de sulfonamida. / Figure
4: Epidermal detachment. The necrotic epidermis is released as
flaps leaving the denuded erythematous dermis exposed.
HIV-positive patient using sulphonamide.
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Figura 5: Alvos tipicos. Presenca de dois halos concéntricos em
torno de um disco central. / Figure 5: Typical targets. Presence
of two concentric halos around a central disk.
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Figura 6: Alvos atipicos ele-
vados. Presenca de um halo
concéntrico em torno de um
disco necrético central.

Na medida em que a
extensdo da necrdlise da epi-
derme constitui um dos princi-
pais fatores de progndstico,
formou-se consenso quanto a
classificacdo do espectro da
seguinte forma:**** SSJ nos
casos com erosdes mucosas e

Figure 6: Raised atypical
targets. Presence of a con-
centric halo around a cen-
tral necrotic disk.

(Figure 7).

Insofar as the area of
epidermal necrolysis makes
up one of the two main fac-
tors of prognosis, a consen-
sus was reached on classify-
ing the spectrum as fol-
lows:** SJS in cases with

maculas purpuricas dissemi-
nadas e destacamento da epiderme abaixo de 10%; sobrepo-
sicdo ou transi¢do SSJ-NET nos casos com destacamento epi-
dérmico entre 10% e 30% da superficie corporal, e NET nos
casos com maculas purpdricas disseminadas e destacamento
epidérmico acima de 30% ou nos raros casos com necrolise
disseminada (mais de 10% de destacamento) sem qualquer
das lesGes descritas acima.

3.1 A sindrome de Stevens-Johnson (SSJ)

E entidade caracterizada pela presenca de lesdes
semelhantes as do eritema multiforme, porém com méculas
purpuricas e bolhas amplamente distribuidas ou mesmo
lesdes em alvos atipicos dispostas sobre o dorso das méos,
palmas, plantas dos pés, regido extensora das extremidades,
pescoco, face, orelhas e perineo, sendo proeminente o
envolvimento da face (Figura 7) e do tronco (Figura 8).* A
incidéncia da SSJ é estimada em cerca de um a trés casos
por milhdo de habitantes ao ano.*##

Pode ser precedida por erupcdo maculopapulosa
discreta semelhante ao exantema

mucous erosions and dis-
seminated purpuric macules and scaling of the epidermis
below 10%; SJS-TEN superposition or transition in cases
with epidermal scaling between 10% and 30% of the body
surface, and TEN in cases with disseminated purpuric mac-
ules and epidermal scaling above 30% or in rare cases with
disseminated necrolysis (over 10% scaling) without any of
the lesions described above.

3.1. Stevens-Johnson Syndrome (SJS)

This is an entity characterized by the presence of
lesions similar to those of erythema multiforme, however
with purpuric macula and widely distributed blisters or
even lesions in atypical targets disposed over the dorsal
aspect of the hands, palms, plants of the feet, extensor
region of the extremities, neck, face, ears and perineum,
with the face (Figure 7) and trunk (Figure 8) being promi-
nently involved.” Incidence of SJS is estimated at roughly
one in three cases per million residents yearly.*##

It may be preceded by a discreet maculopapulous
eruption similar to exanthema mor-

morbiliforme.” E possivel a forma-
¢cdo de bolhas, geralmente ndo
determinando descolamento epidér-
mico maior do que 10% da superfi-
cie corporea.*** O envolvimento
mucoso ocorre em cerca de 90%
dos casos, em geral, em duas super-
ficies mucosas distintas, podendo
preceder ou suceder o envolvimento
cutaneo.*** Inicia-se com enante-
ma e edema, que originam erosoes e
formagdes pseudomembranosas,
nos olhos, boca, genitais, faringe e

Figura 7: Maculas purpuricas.
Elementos purpuricos ora isolados, ora
coalescentes na orelha e na face.
Sindrome de Stevens-Johnson devido
ao uso de carbamazepina e fluoxetina.

billiform.** Blister formations are
possible, though usually not deter-
mined by an epidermal detachment
of over 10% of the body surface.****
Mucous involvement occurs in
roughly 90% of cases, in general,
on two distinct mucous surfaces;
this may precede or follow cuta-
neous involvement.****  Onset
begins with enanthema and edema,
which give rise to erosions and
pseudomembranous formations on
the eyes, mouth, genitals, pharynx

Figure 7: Purpuric macules. Purpuric
elements either alone or coalescing on
the ear and face. Stevens-Johnson
syndrome due to the use of
carbamazepine and fluoxetine.
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Figura 8: Sindrome de Stevens-
Johnson. Mdltiplos elementos purpari-
cos com epiderme necrética no dorso.

vias aéreas superiores.” Cerca de 10
a 30% dos casos ocorrem com
febre, lesdes no trato gastrointesti-
nal e respiratorio.* O progndstico
parece ndo ser afetado pelo tipo e
dose da droga responsavel nem por
infeccdo pelo HIV.*

As opgBes terapéuticas para a
SSJ séo limitadas e controversas.*##
Os corticosterdides sdo freqiente-
mente utilizados,” porém em alguns
casos nhdo se observa resposta satis-
fatoria.* Atualmente, de acordo com

Figure 8: Stevens-Johnson syndrome.
Multiple purpuric elements with
necrotic epidermis on the back.

and upper air ways.*® Some 10 to
30% of cases occur with fever and
lesions in the gastrointestinal and
respiratory tracts.* Its prognosis
appears to not be affected by the
type and dose of the drug responsi-
ble, nor by HIV infection.*

The therapeutic options for
8JS are limited and controver-
sial.*## Corticosteroids are fre-
quently used,® however some cases
have not shown satisfactory
response.? In agreement with most

a maioria dos autores, o uso de cor-
ticosterdides sistémicos nas formas iniciais da SSJ e da NET
ndo demonstra beneficios comprovados, sendo claramente
deletério nas formas avangadas desse espectro de reagdes.”
O tratamento e o progndstico da SSJ serdo abordados con-
juntamente com os da NET.

3.2 A Necrdlise Epidérmica Toxica (NET) ou sindrome de
Lyell

E entidade caracterizada por extenso destacamento
da epiderme secundario a necrose (necroélise da epider-
me).*** O termo "necrolise epidérmica téxica" foi introdu-
zido por Lyell em 1956.** Constitui felizmente uma reacéo
adversa a droga rara, estimando-se na Europa sua incidén-
cia em 1-1,* caso para cada milhdo de habitantes ao ano.26
Em pacientes com Aids, porém, o risco dessa reacdo €
maior, sendo estimado em cerca de um caso para cada 1.000
pacientes por ano.** De forma geral ha nitida predominancia
entre as mulheres (1,5 a 2 casos nas mulheres para cada
caso entre homens), contribuindo a ocorréncia em pacientes
com Aids para equilibrar a taxa de incidéncia entre os
sexos.*

ANET tem como caracteristicas iniciais sintomas ines-
pecificos, influenza-simile, tais como febre, dor de garganta,
tosse e queimagdo ocular, considerados manifestaces prodro-
micas que precedem em um a trés dias o acometimento cuté-
neo-mucoso. Erupgdo eritematosa surge simetricamente na
face (Figura 9) e na parte superior do tronco, com extensdo cra-
niocaudal, provocando sintomas de queimag8o ou dolorimen-
to da pele.*** As les6es cutaneas individuais sdo, em sua maio-
ria, caracterizadas por maculas eritematosas, de contornos mal
definidos, com centro purplreo.*** Progressivamente elas
envolvem o tdrax anterior e o dorso (Figura 10).* Em alguns
casos, de forma menos comum, a erup¢do inicial pode ser
constituida por um exantema escarlatiniforme extenso.** Em
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authors, the use of systemic corti-
costeroids on the initial SJS and TEN forms do not current-
ly demonstrate any proven benefits. The advanced forms of
this spectrum of relations have clearly deleterious effects on
the patient.® The treatment and prognosis of SJS will be
tackled in combination with that of TEN.

3.2 Toxic Epidermal Necrolysis (TEN) or Lyell’s Syndrome

This is an entity characterized by extensive scaling
of the epidermis in the wake of necrosis (epidermal necro-
sis).**** The term "toxic epidermal necrosis" was intro-
duced by Lyell in 1956.* Fortunately, it consists of a very
rare adverse reaction to drugs. In Europe, its incidence is
estimated to be at 1-1.* cases per million residents yearly.*
With AIDS patients, however, the risk of this reaction does
rise, estimated at one case per every 1,000 patients yearly.*
In general, there is a slight predominance among women
(1.5-to-2 cases in females for every male case). Indeed, the
disease's occurrence in Aids patients ends up balancing out
the incidence rate between the sexes.*

The initial characteristics of TEN are non-specific
influenza-like symptoms, such as fever, sore throat, cough-
ing and burning eyes. These are considered prodromic man-
ifestations preceding a cutaneous and mucous affection by
one to three days.* An erythematous eruption emerges sym-
metrically on the face (Figure 9) and in the upper part of
the trunk, extending to the craniocaudal region to provoke
symptoms of burning or painful skin.** The individual cuta-
neous lesions are, for the most part, characterized by ery-
thematous macules with poorly defined contours and a pur-
ple center. They progressively spread over the anterior tho-
rax and back (Figure 10).* In some cases, less commonly,
the initial eruption may consist of an extended scarlatini-
form exanthema. In roughly two to five days or, at times,
within a few hours, or more seldom, in about a week, the
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Figura 9: Necrdlise epidérmica toxica.
Observar o eritema difuso na face, area
de descolamento epidérmico na
palpebra inferior e acometimento dos
labios com crosta hematica. NET devido
ao uso do piroxicam.

cerca de dois a cinco dias ou, por
vezes, em questdo de horas, ou, mais
raramente, em cerca de uma semana,
ocorre 0 estabelecimento completo
da extensdo do quadro cutineo.* No
inicio, em alguns casos as lesdes
podem prevalecer nas areas fotoex-
postas da pele.** O apice do processo
é constituido pela caracteristica denu-
dacdo da epiderme necrotica, a qual é
destacada em verdadeiras lamelas ou
retalhos, dentro das areas acometidas
pelo eritema de base (Figura 11).** A

Figure 9: Toxic epidermal necrolysis.
Observe the diffuse erythema on the
face, area of epidermal detachment
on the lower eyelid and affection of
the lips with hematic crust. TEN due
to piroxicam use.

complete extension of the cuta-
neous condition occurs.* At first,
some cases may see lesions persist-
ing in sun-exposed areas of the
skin.** The apex of the process con-
sists of characteristic denuding of
the necrotic epidermis, standing out
as veritable red strips or flaps on
the areas affected by the base ery-
thema (Figure 11).4*

The epidermis is raised by
the serum content of flaccid blis-
ters, which are progressively con-

epiderme é elevada pelo conteido
seroso de bolhas flacidas, as quais progressivamente con-
fluem e provocam sua ruptura e descolamento, atribuindo ao
paciente o aspecto de grande queimado, com a derme desnu-
da, sangrante, eritémato-purplrica e com continua eliminagao
de serosidade, contribuindo para o desequilibrio hidroeletroli-
tico e acentuada perda protéica.*** O sinal de Nikolsky torna-
se positivo sobre grandes areas da pele.** As areas da pele
submetidas a pressdo, como os ombros posteriores, dorso e
nadegas, sdo as primeiras a liberar os retalhos de epiderme.**
O acometimento cutaneo extenso pode determinar o estado de
faléncia cutdnea aguda (Quadro 4).”#" Pode haver virtualmen-
te acometimento de cerca de 100% da superficie cutanea,
sendo excepcional o acometimento do couro cabeludo.* De
85% a 95% dos pacientes tém acome-

fluent and provoke rupture of the
blisters and detaching of the skin. This causes an aspect of
severe burns on the patient's skin, with the skin denuded,
bleeding and with an erythematous-purple color, and with
continued elimination of serosity, which contributes to
hydroelectrolytic unbalance and accentuated protein
loss.** The Nikolsky sign is positive over widespread areas
of the skin.*** The areas of the skin subjected to pressure,
like the lower shoulders, back and buttocks, are the first to
release epidermal flaps.*** The cutaneous extensor affec-
tion might determine a state of acute cutaneous failure
(Chart 4).%# The cutaneous surface can virtually be affect-
ed 100%, though scalp affection is exceptional.* Some 85-
95% of patients experience affection of the mucous mem-
branes. It is common for the latter

timento das membranas mucosas,
sendo comum isso preceder o envol-
vimento da pele por cerca de um ou
dois dias.** Em ordem de freqtiéncia
acomete orofaringe, olhos, genitalia e
anus.* ErosOes extensas e dolorosas
determinam crostas labiais, salivacéo,
impedimento da alimentacéo, fotofo-
bia, miccdo e evacuacdo dolorosas.*
Graves sequelas oculares, com a for-
magcao de sinéquias entre as palpebras
e a conjuntiva, por erosdes conjunti-
vais pseudomembranosas e cegueira
podem ocorrer.*** Ceratite e erosdes

Figura 10: Necrolise epidérmica
toxica. Extenso acometimento com
véarias areas de derme desnudas na

pele. Uso de benzodiazepinico.

to precede skin involvement by a
day or two.* In the order of fre-
quency, the disease afflicts the
oropharynx, eyes, genitalia and
anus.** Extensive and painful ero-
sions lead to labial crusts, saliva-
tion, feeding obstruction, photo-
phobia, painful urination and evac-
uation.*

Severe eye sequelae, with
the formation of synechias between
the eyelids and conjunctiva by
pseudomembranous conjunctival
erosions, and blindness may

Figure 10: Toxic epidermal
necrolysis. Extensive affection
with various areas of denuded
skin. Use of benzodiazepinics.
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Figura 11: Necrdlise epidérmica
toxica. Areas extensas de
desnudacao epidérmica que
determinam a sindrome da
faléncia cutanea aguda.

NET devido a cefalexina.

da cornea tém sido relatadas,
bem como sindrome sicca
secundaria.*

Febre alta ou hipoter-
mia podem ocorrer por dese-
quilibrio termorregulatério,
até a cicatrizacdo completa,

Figure 11: Toxic epidermal
necrolysis. Extensive areas of
denuded epidermis causing
acute cutaneous failure.

TEN due to cephalexin.

occur.**  Ceratitis and
corneal erosions have been
reported, as well as a sec-
ondary siccalike syndrome.*

High fever or
hypothermia may occur due
to a thermoregulatory imbal-

mesmo na auséncia de infec-
¢ao concomitante.** A queda abrupta da temperatura é mais
indicativa de sepse do que a propria febre.** Agitacdo psico-
motora e confusdo mental ndo sdo incomuns, geralmente
indicativas de complicacbes hemodindmicas e sepse.*
Muitos 6rgdos internos sao acometidos pelo mesmo proces-
so patoldgico que envolve a pele, determinando um espectro
de manifestaces sistémicas.**

O comprometimento sistémico ocorre determinando,
no trato gastrointestinal, erosdes no es6fago, as quais podem
evoluir para constrigao esofégica, elevagdes das transamina-

ance until complete healing,
even in the absence of concomitant infections.** The abrupt
drop in temperature is more indicative of sepsis than of fever
itself. ** Psychomotor agitation and mental confusion are not
uncommon, and are usually indicative of hemodynamic com-
plications and sepsis.** Many internal organs are affected by
the same pathological process that involves the skin and
determines a spectrum of systemic manifestations. “*
Systemic involvement occurs causing erosion in the
esophagus, in the gastrointestinal tract, which may progress
into esophagal constrictions, transaminasis increases in

Quadro 4: Fisiopatologia da faléncia cutanea aguda e suas repercussdes sistémicas (dados dos autores)
Chart 4: Physiopathology of acute cutaneous failure and its systemic repercussions (authors’ data)

Necrolise da epiderme / Necrolysis of the epidermis

Faléncia cutanea aguda / Acute cutaneous failure

Perdas hidricas e eletroliti-
cas (2-31/24 horas em adul-
tos com 50% de SAC com
descolamento epidérmico)
Hydric and electrolytic
losses (2-31/24 hours in
adults with 50% of BAS
with epidermal detaching)

Horménios do estresse
Stress hormones

Infecgdo
Disfuncdo imune Infection

Immune disfunction

Desequilibrio da
termorregulagéo
Thermoregulatory

Catabolismo: resisténcia
periférica a insulina;
hiperglicemia e glicosuria
Catabolism: peripheral
resistence to insulin;
hyperglicemia and glycosuria

disbalance '

t1L-1, TNF-a, IL-6
t1L-1, TNF-a, IL-6

¥

Febre alta; sintese de proteinas de fase aguda;
hipoalbuminemia; anemia;
leucopenia / High fever;

Acute phase protein synthesis;
Hypoalbuminemia; Anemia; leukopenia.

Nota: SAC = superficie de area corporal / Note: BAS = body area surface
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ses em 50% dos casos (hepatite em 10%), colite pseudomem-
branosa e pancreatite.”® No trato respiratorio podem ocorrer
erosfes traqueobronquicas e edema intersticial pulmonar
secundario ou ndo a correcdo da hipovolemia.** Podem ser
observadas de forma constante anemia e linfopenia em até
90% dos pacientes.”® A trombocitopenia é encontrada em
15% dos pacientes; a neutropenia ocorre em 30% dos casos e
quando presente indica pior prognostico.’**

As drogas que podem causar a NET mais comumen-
te sdo as sulfas, o fenobarbital, a carbamazepina, a dipiro-
na, piroxicam, fenilbutazona, aminopenicilinas e o alopuri-
nol, porém é preciso considerar que continuamente sao rela-
tadas novas drogas capazes de desencadea-la.**+*5%

Consideracdes sobre a fisiopatogenia da SSJ
e da NET

O mecanismo exato pelo qual ocorre o desenvolvi-
mento da SSJ e da NET ainda n&o se encontra bem definido.

Alguns autores sugerem a participacdo de metabolis-
mo alterado das drogas, com a predominancia de um geno-
tipo de acetiladores lentos entre os pacientes com SSJ e
NET, e deficiéncia nos mecanismos envolvidos na detoxifi-
cagdo de metabdlitos intermediarios reativos.?2%®

Além do mecanismo metabolico ha evidéncias suge-
rindo que, sobretudo na NET, a necrose epidérmica é media-
da imunologicamente.***** Sabe-se hoje que a SSJ e a NET
sdo distarbios mediados pelas células T, de forma similar a
doenca enxerto-versus-hospedeiro aguda (GVHDA), com
células T citotoxicas sendo responsaveis pela necrose da
epiderme, via apoptose de ceratinécitos.**

Posadas et al.** demonstraram a associagao de niveis
elevados do TNF-a (fator de necrose tumoral alfa) com a
gravidade da reacdo. Essa citocina tem sido relacionada
com a inducéo na adesdo e ativacdo de células T e mondci-
tos, e participa também na apoptose, independente da acao
das perforinas.®* Demonstrou-se também que, além do TNF-
a, as perforinas, a GRB (granzima B) e o FasL (Fas ligante)
se encontrame elevados nos estagios iniciais da reacdo a
droga, particularmente na SSJ e na NET, fortalecendo a
hipotese da participacdo de mecanismos citotoxico.*

Correia et al.* observaram perfil sérico de citocinas
similar entre a NET e a GVHDA. Esses autores demonstra-
ram nivel sérico significativamente elevado da IL-6 (inter-
leucina 6) e da IL-10 (interleucina 10) nos pacientes com
NET e GVHDA em relacdo a doadores de sangue normais.*
A IL-6 € uma citocina pro-inflamatéria multifuncional pro-
duzida por varias células, incluindo os ceratindcitos, e cons-
titui o principal pirégeno endégeno circulante.® Isso expli-
ca a presenca de febre ndo relacionada a infecgdo nos pri-
meiros dias da NET e GVHDA.* Por sua vez, a IL-10 é um
agente antipirogeno enddgeno, sendo produzida pelos cera-
tinocitos, com funcdo de bloquear citocinas inflamatorias
como IL-1, IL-6 e o TNF-a, além de constituir potente
supressor das fungdes dos macréfagos, células T e células
NK.* Por outro lado, como a IL-10 recruta linfécitos CD8+
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50% of cases (hepatitis in 10%), pseudomembranous colitis
and pancreatitis.® In the respiratory tract tracheobronchial
erosions and secondary pulmonary interstitial edema or not,
with the correction of hypovolemia, can be found.”* Anemia
can be constantly observed, as well as lymphopenia in up to
90% of patients.** Thrombocytopenia is found in 15% of
patients; neutropenia occurs in 30% of cases, and when
present it indicates a worse prognosis.’#

The medications most commonly causing TEN are
sulfas, phenobarbital, carbamazepine, dipyrone, piroxicam,
phenylbutazone, aminopeniciline and allopurinol.
However, it is necessary to consider that new drugs are con-
tinually being reported as triggering TEN.*4%2

Considerations on the Physiopathology of SJS
and TEN

The exact mechanism by which SJS and TEN develop
is not to well defined.

Some authors have suggested the participation of
the altered metabolism of drugs with the predominance of a
slow acetylator genotype in SJS and TEN patients, and a
deficiency in the mechanisms involved in detoxification of
reactive intermediary metabolites.?2%

In addition to the metabolic mechanisms, there is
evidence to suggest that, especially in TEN, the epidermal
necrosis is mediated immunologically.**** It is known today
that SJS and TEN are disturbances mediated by T-cells, sim-
ilarly to acute graft-vs-host disease (GVHD), with cytotoxic
T-cells being responsible for the epidermal necrosis through
an apoptosis in keratinocytes.**

Posadas et al.** have shown the association of high
TNF-alpha levels (tumor necrosis factor alpha) with the
severity of the reaction. This cytokine has been related to an
induction in the adhesion and activation of T-cells and
monocytes. It also participates in the apoptosis, irrespective
of the action of perforins.® It has been demonstrated also
that apart from TNF-alpha, the perforins, GRB (Granzyme
B) and a Fas ligand (FasL) are found to be high in the ini-
tial stages of a drug-reaction, particularly in SJS and TEN.
This reinforces the hypothesis of the participation of cyto-
toxic mechanisms.*

Correia et al.** have observed a similar seric cytokine
profile between TEN and acute GVHD. These authors showed
a significantly high seric level of IL-6 (interleukin 6) and 1L-10
(interleukin 10) in TEN and acute GVHD patients as opposed to
normal blood donors.® IL-6 Is a multifunctional pro-inflam-
matory cytokine produced by various cells, including the ker-
atinocytes. It consists of a main circulating endogenous pyro-
gen.® This explains the presence of fever that is unrelated to
the infection in the first days of TEN and GVHD.* In turn, IL-
10 is an endogenous anti-pyrogen agent. It is produced by ker-
atinocytes with the purpose of blocking inflammatory
cytokines like IL-1, 1L-6 and TNF-alpha, in addition to being a
powerful suppressant of macrophage, T-cell and NK-cell func-
tions.® By contrast, as 1L-10 recruits CD8+ lymphocytes from



484 Criado, Criado, Vasconcellos, Ramos & Gongalves

do sangue periférico, seu aumento no fluido das bolhas
explica o nimero elevado dessas células na epiderme dos
pacientes.® A elevacdo da IL-10 constituiria um mecanis-
mo natural contra reagdo inflamatéria tecidual excessiva.®

Chosidow et al.** propuseram que os alvos da cito-
toxicidade celular seriam antigenos virais potencializados
pela exposicdo a medicamentos, o que alteraria as respos-
tas imunes.

Consideracdes sobre o tratamento da SSJ e NET

O tratamento dos pacientes com SSJ e NET é simi-
lar ao daqueles com queimaduras extensas, com raras exce-
¢Oes.” Todos os pacientes devem ser submetidos a biopsia
cutdnea para confirmacdo diagnostica.”® O paciente deve
ser observado em UTI, isolamento e ambiente aquecido,
evitando-se a0 méaximo o trauma cutaneo.**# O tratamen-
to deve ser realizado com a suspensdo de qualquer droga
ndo essencial a vida e inicio de reposicao de fluidos via
endovenosa, principalmente se houver lesdo de mucosa
oral que impeca a ingestdo de liquidos.***# Isolamento e
alimentacdo via sonda nasogastrica devem ser instituidos,
pois o0 paciente apresenta perda cal6rica e protéica.*4*

Os corticosteroides s6 deverdo ser ministrados nas
primeiras 48 horas do inicio do quadro, ndo se mostrando
benéficos apds esse periodo, por retardar a epitelizagao e,
aumentar o catabolismo protéico, além de aumentar o risco
de infecgdes.?*

A antibioticoterapia devera ser iniciada nos casos
em que ocorra diminuicéo brusca da temperatura, queda no
estado geral ou aumento das bactérias cultivadas na pele
com predominio de uma Unica cepa.?* Deve-se salientar
que nos primeiros dias as infec¢des mais comuns sdo pelo
Staphylococcus aureus e posteriormente por gram-negati-
vos (Pseudomonas aeruginosa) ou a Candida albicans.®

As medidas terapéuticas gerais para 0s casos mais
graves de SSJ e na NET podem ser observadas na quadro 5.7

Existem relatos de casos e estudos ndo controlados
de tratamento da NET, como o uso de imunoglobulina
endovenosa, ciclosporina, ciclofosfamida, talidomida,
plasmaferese, anticorpos monoclonais anticitocinas, entre
outros, na tentativa de cessar 0 processo de necrose epidér-
mica, sendo seu valor questionado, mesmo porque, na
maioria dos pacientes, no momento da internacdo, o fen6-
meno da necrose praticamente cessou sua progressdo.

Recentemente Prins et al.* publicaram estudo multi-
céntrico e retrospectivo sobre o uso da imunoglobulina endo-
venosa no tratamento dos pacientes com NET, obtendo exce-
lentes resultados. Uma coorte de 48 pacientes, com média de
idade de 43 anos (+24), constituida por 24 mulheres e 24
homens, com variagéo de descolamento epidérmico entre 10%
e 95% da area de superficie corpdrea total. Havia comprome-
timento mucoso em 91,7% deles pacientes. Os pacientes rece-
beram infusdo endovenosa de gamaglobulina iniciada com
média de sete dias (variagdo de dois a 30 dias) apds o inicio da
NET, administrada em periodo de um a cinco dias, em doses

An bras Dermatol, Rio de Janeiro, 79(4):471-488, jul./ago. 2004.

the peripheral blood, its increase in blister fluid explains the
high number of these cells in patients' epidermis.® The eleva-
tion of IL-10 makes up a natural mechanism against excessive
tissue inflammatory reaction.®

Chosidow et al.*® have suggested that the cellular
cytotoxic targets are viral antigens with a potential to
alter immune responses resulting from exposure to med-
ications.

Considerations on treating SJS and TEN

Treatment for SJS and TEN patients is similar to that
for patients who have suffered extensive burns, with a num-
ber of rare exceptions.? All patients have to submit to cuta-
neous biopsy to confirm the diagnosis.® The patient must
be observed in an ITU, in an isolated and heated environ-
ment so as to avoid any cutaneous trauma.***# The treat-
ment must proceed by suspending any drug that is not
essential to the patient's life and begin replacement of
intravenous fluid, mainly when an oral mucous lesion
obstructs liquids from being ingested.“**# Isolation and
feeding through the nasogastric probe must be done,
because the patient shows calorie and protein loss.**

Corticosteroids should only be administered within
48 hours of the condition's onset. It has not proved to be
beneficial after this period due to its delaying epitheliza-
tion and increasing proteic catabolism, in addition to
increasing the risk of infection.»#*

Antibioticotherapy has to be performed on cases in
which a sudden drop in temperature occurs and with a
drop in the general state or increase of cultivated bacteria
on the skin with a predominance of a single strain.»* |t
must be emphasized that during the first days, the most
common infections are by Staphylococcus aureus and later
by gram-negatives (Pseudomonas aeruginosa) or Candida
albicans.?

The general therapeutic measures for more severe
cases of SJS and TEN can be viewed in chart 5.7

Cases do exist of non-controlled reports and studies
on treating TEN, as using intravenous immunoglobulin,
cyclosporine, cyclophosphamide, plasmapheresis, anticy-
tokine monoclonal antibodies, among others, in an attempt
to curb the process of epidermal necrosis. The value of
these studies has been questioned though, particularly
owing to the fact that in most patients who are hospitalized
the phenomenon of necrosis virtually comes to a halt.*®

Recently Prins et al.** published the multicentric
and retrospective study on intravenous immunoglobulin
use in treating TEN patients, which obtained excellent
results. A 48-patient cohort, average age 43 years (+24)
and consisting of 24 women and 24 men, with a 10-95%
variation of epidermal detachment of the total body sur-
face area. Mucous was affected in 91.7% of these
patients. The patients received intravenous infusion of
gammaglobulins begun on average seven days after onset
of TEN (with a variation of two to 30 days). It was admin-
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Quadro 5: Manejo dos doentes com sindrome de Stevens-Johnson apresentando descolamento epidérmico ou
com necroélise epidérmica téxica / Chart 5: Management of patients with Stevens-Johnson syndrome showing
epidermal detachment or toxic epidermal necrosis

® Manipular o doente em ambiente aquecido (30°C a 32°C), condicdes estéreis e evitar trauma cutaneo
Place the patient in a heated environment (30°C to 32°C), sterile conditions and avoid cutaneous trauma

® Obter linha venosa periférica para injecao de solu¢des macromoleculares
Obtain a peripheral venous line for injecting macromolecular solutions

® Avaliar estado geral: peso, freqliéncia respiratoria, débito urinario, hidratacao
Assess general state: weight, respiratory frequency, urinary rate, hydration

® Calcular a extensao do descolamento epidérmico: “regra dos nove”
Calculate the extension of the epidermal detachment: “rule of nine”

® Evitar 0 uso de corticosteroides apos as primeiras 48 a 72 horas da instalagdo do quadro cutaneo
Avoid using corticosteroids after the first 48-72 hours of onset of the cutaneous condition

® Retirar todas as drogas possiveis e ndo essenciais a manutencao da vida do doente
Withdraw all possible medications non essential to saving the patient’s life

® Biopsia cutanea e fotografias para seguimento
Cutaneous biopsy and pictures for follow-up

® Cuidados oftalmolégicos
Ophtalmologic care

® Acalmar o paciente, relatando a natureza transitoria da doenga e administrar tranquilizantes, caso a fungdo pulmonar permita
Keep the patient clam, explaining the transitory nature of the disease and administering tranquilizers in the event lung function allows it

® Transferéncia para a Unidade de Queimados ou Unidade de Terapia Intensiva
Transfer to the Burn Intensive Care Unit or Intensive Therapy Unit

® Uso de fluidos e suporte calérico nas 24 horas iniciais*
Use of fluids and calorie support in the first 24 hours*

® Antibioticoterapia caso se verifique: presenca de bactérias cultivadas da pele com selecdo de uma Unica cepa, queda rapida na
febre ou deterioracdo do estado geral
Antibioticotherapy when observing: presence of cultivated bacteria on the skin with a selection of a single strain, quick drop in
fever or deterioration of the general state

® Aplicacdo de anti-sépticos liquidos Nitrato de prata a 0,5% ou clorhexidina a 0,05%
Application of liquid anti-septic Silver Nitrate at 0.5% or chlorhexidine 0.05%

® Antiacidos orais e anticoagulacdo com heparina
Oral antacids and anticoagulant with heparin

@ Evitar corticosteroides por periodos prolongados (aumentam o risco de sepse, aumentam o catabolismo protéico, retardam a reepitelizacéo)
Avoid corticosteroids for prolonged periods (increase risk of sepsis and proteic catabolism, and delay re-epithelization)

Fonte: Adaptado de Roujeau JC, et al.23

*Infuséo intravenosa: macromoléculas (1ml/kg / % de SAC envolvida) e solucdo salina isoténica (0,7ml/kg / % de SAC envolvida).
Alimentagdo nasogastrica: iniciar com 1.500 calorias em 1.500ml nas primeiras 24 horas e aumentar a ingestdo em 500 calorias/dia, até
3.500 a 4.000 calorias ao dia. (SAC = superficie de area corporal; macromoléculas: albumina humana diluida a 40g/litro em solucdo
isotdnica ou col6ide ndo protéico, como Dextran®).

Source: Adapted from Roujeau JC, et al.23

*Intravenous infusion (1 ml/kg/% of BAS involved) and isotonic saline solution (0.7 ml/kg/% BAS involved). Nasogastric feeding:
begin with 1,500 calories in 1,500 ml in the first 24 hours and increase ingestion of 500 calories daily until 3,500 to 4,000 calories
daily. (BAS=body area surface; macromolecules: human albumin diluted in 40 g/l in an isotonic or non protein colloid solution,
like Dextran®).
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variando entre 0,65 e 5,8g/kg (dose média total de 2,7g/kg).
Uma resposta positiva objetiva ao tratamento foi definida
quando houve interrupgdo da progressdo da NET, o que foi
observado em 43 (90%) dos 48 pacientes. No total houve seis
oObitos. Os autores concluiram que o uso precoce da gamaglo-
bulina endovenosa € seguro e o recomendam em dose de
1g/kg/dia por trés dias consecutivos. Em contraste com os estu-
dos de Prins et al.,* o grupo francés (Bachot, Revuz e Roujeau)
conduziu estudo ndo comparativo, prospectivo com 34 pacien-
tes com diagnostico de SSJ (nove doentes), sobreposi¢do SSJ-
NET (cinco doentes) e NET (20 doentes), no qual concluiram
que o uso de gamaglobulina endovenosa na dose de 2g/kg/dia,
administrada por dois dias consecutivos, ndo promoveu
decréscimo na mortalidade dos pacientes.*

Até que essas discrepancias de resultados tenham
sido esclarecidas, o uso da gamaglobulina endovenosa no
tratamento da NET permanecera controverso.* Contudo, em
fungdo do volume de dados que respalda seu uso e da ausén-
cia de alternativas terapéuticas efetivas, parece dificil ndo

istered over a period of one to five days, in doses varying
from 0.65-t0-5.8 g/kg (mean total dose of 2.7 g/kg). An
objective positive response to treatment occurred with a
break in the progression of TEN, observed in 43 (90%) of
the 48 patients. In all, there were six deaths. The authors
concluded that early use of intravenous gammaglobulin is
safe, with a recommended dose of 1 g/kg daily for three
days in a row. In contrast to the studies of Prins et al.,*
the French group (Bachot, Revuz and Roujeau) led a non-
comparative, prospective study of 34 patients diagnosed
with SJS (nine patients), SJS-TEN overlapping (five
patients) and TEN (20 patients). They concluded that
intravenous gammaglobulin in a 2g/kg daily dose, admin-
istered for two days in a row, did not reduce patient mor-
tality.®

Until such discrepancies in the results have been
cleared up, intravenous gammaglobulin use in treating ™
will remain controversial.*® However, as the volume of data
encourages its application and effective alternate therapies

Quadro 6: Classificacdo de acordo com o padréo das lesBes cutdneas, sua distribuicdo e extensdo do acometi-
mento / Chart 6: Classification according to cutaneous lesion patterns, distribution and extension of affection

Tipo de reacdo
Reaction Type

Eritema multiforme maior
Erythema multiforme majus

Sindrome de Stevens-Johnson

Stevens-Johnson Syndrome

Superposicdo SSJ-NET
SSJ-TEN overlap

NET com “méculas”

TEN with "macules"

NET sem “maculas”

TEN without "macules"

Padréo das lesGes
Lesion Patterns

Alvos tipicos, alvos
atipicos elevados
Typical targets, raised
atypical targets

Bolhas sobre méaculas,
alvos atipicos planos
Blisters over macules,
flat atypical targets

Bolhas sobre méaculas,
alvos atipicos planos
Blisters over macules,
flat atypical targets

Bolhas sobre méaculas,
alvos atipicos planos
Blisters over macules,
flat atypical targets

Sem outras lesdes além de
grandes areas eritematosas
With no other lesions apart
from large erythematous areas

Distribuicéo
Distribuition

Localizada (acral)

Localized (acral)

Disseminada

Disseminated

Disseminada

Disseminated

Disseminada

Disseminated

Disseminada

Disseminated

Extensédo das bolhas/
destacamento epidérmico (%)

Extension of blisters/epider
mal detachment

<10

<10

10-29

>30

>10

Fonte: Adaptado de Auquier-Dunant A, Mockenhaupt M, Naldi L, Correia O, Schréder W, Roujeau J-C. Correlations Between Clinical
Patterns and Causes of Erythema Multiforme Majus, Stevens-Johnson Syndrome, and Toxic Epidermal Necrolysis. Arch Dermatol
2002;138:1019-1024. / Source: Adapted from Auquier-Dunant A, Mockenhaupt M, Naldi L, Correia O, Schroder W, Roujeau J-C.
Correlations between Clinical Patterns and Causes of Erythema Multiforme Majus, Stevens - Johnson syndrome, and Toxic
Epidermal Necrolysis. Arch Dermatol 2002;138:1019-1024.
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propor o uso da gamaglobulina endovenosa em alta dose,
particularmente como intervencdo precoce nos casos de NET
em rapida progressdo.

Consideragdes sobre o progndstico

Enquanto a mortalidade é baixa no EMM (< 1%) e
na SSJ (cerca de 5%), entre os pacientes com NET com
maculas, é superior a 40%.*” A mortalidade aumenta com a
elevacdo da faixa etria e 0 aumento da area de superficie
do destacamento epidérmico.*’

CONCLUSOES

Com a finalidade de sintetizar os principais topicos
referentes ao diagnostico do espectro de lesdo composto
pela SSJ e NET, os autores ressaltam a metodologia de clas-
sificagdo adotada pelo estudo multicéntrico e prospectivo
denominado Scar (Severe Cutaneous Adverse Reactions),
cujos resultados foram recentemente publicados com base
na analise de 552 pacientes e 1.720 controles.* Esse siste-
ma de classificagdo pode ser visualizado na quadro 6.

Apesar do grande nimero de drogas que podem
proporcionar maior risco na ocorréncia da SSJ ou NET,
nenhuma delas excede o risco anual de cinco casos por ano
entre usuarios de medicamentos.* a
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intravenous gammaglobulin, especially as a way of inter-
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Considerations on the prognosis
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age range and increased surface area of the epider-
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CONCLUSIONS
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main topics related to diagnosing the lesion spectrum of
SJS and TEN. They emphasized the classification method-
ology adopted by multicenter studies, prospectively named
SCARD (Severe Cutaneous Adverse Reactions). The results
of the latter were recently published based on the analysis
of 552 patients and 1.720 controls.*® This classification sys-
tem may be viewed in chart 6.
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