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Caso Clinico / Case Report

Disceratose congénita - Relato de caso e revisao da
literatural

Dyskeratosis Congenita - Case Report and Literature
Review

Silvia Pimenta de Carvalho! Cléudia Mércia de Resende Silve’ Bernardo Gontijo®
Luciana Baptista Pereirg Everton Siviero do Vale'

Resumo: A disceratose congénita é doenca hereditéria rara, caracterizada pela triade de pigmentagéo
reticulada da pele, distrofia ungueal e leucoceratose em mucosas. Alteracbes dentarias, gastrintestinais,
geniturindrias, neuroldgicas, oftalmoldgicas, pulmonares e esqueléticas associadas tém sido relatadas. A
faléncia medular ¢ a principal causa de morte precoce e também é descrita predisposi¢do para doencas
malignas. Afeta principalmente homens, e reconhecem-se formas recessivas ligadas ao X, autossémicas
dominantes e recessivas. Relata-se 0 caso de uma crianga do sexo masculino, que apresentava a triade
classica das lesGes sem antecedentes familiares. Faz-se revisdo da literatura com o objetivo de enfatizar
a necessidade do acompanhamento médico multidisciplinar, de modo a permitir diagndstico precoce
das possiveis complicagoes.

Palavras-chave: disceratose congénita; doengas da unha; hiperpigmentacdo; leucoplasia bucal; pigmen-
tacdo da pele.

Summary: Dyskeratosis congenita is an inherited disease characterised by the triad of abnormal skin
pigmentation, nail dystrophy and mucosal leukoplakia. Non-cutaneous abnormalities (dental, gas-
trointestinal, genitourinary, neurological, ophthalmic, pulmonary and skeletal) have also been repor-
ted. Bone marrow failure is the main cause of early mortality, with an additional predisposition to
malignancy. Men are more affected than women and X-linked recessive, autosomal dominant and
autosomal recessive forms of the disease are recognised. We report a case of a male child who presen-
ted the classic triad of lesions, without familial cases. A review of the literature is also made, empha-
sizing the importance of a multidisciplinary approach, which is fundamental for an early diagnosis
of the complications.

Key words: dyskeratosis congenita; nail diseases; hyperpigmentation; leukoplakia, oral; skin pigmentation.

INTRODUCAO INTRODUCTION
A disceratose congénita € genodermatose multissisté- Dyskeratosis congenita is a rare multisystemic
micarara, que apresenta manifestagBes mucocuténess caracte- genodermatosis, which presents characteristic mucocuta-

rigticas: hiperpigmentac&o reticulada da pele, unhas distréficas neous manifestations: reticulate hyperpigmentation of the
e leucoceratose em mucosas® Afeta predominantemente skin, nail dystrophy and mucosal |eukoplakia.** It predomi-
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homens, mas existem casos descritos no sexo feminino. A prin-
cipa formade heranca éarecessivaligadaao X, podendo tam-
bém ser tranamitida de forma autossdmicadominante ou reces-
sva'? Em gerd asdteraghes ndo estdo presentes ao nascimen-
to, mas desenvolvem-se progressivamente com o decorrer dos
anos, namaioria dos casos entre cinco e 10 anos de idade.**

Relata-se 0 caso de um paciente atendido no
Ambulatério de Dermatol ogia Pediétrica com atriade clés-
sica das |esBes e discute-se 0 acometimento sistémico com
suas possiveis complicagdes.

RELATO DO CASO

Paciente do sexo masculino, com 10 anos de
idade, pardo, natural e procedente de Belo Horizonte,
com hiperpigmentacdo reticulada associada a lesbes
hipocrémicas e atroficas na regido cervical (Figura 1),
axilas, regido inguinal (Figura 2) e pama das méos
(Figura 3). Aslesdes cutaneas iniciaram-se aos sete anos
de idade com acentuagdo lenta e progressiva. Exibia
também ceratose pontuada nas palmas, coiloniquia,
estrias longitudinais e distrofia das unhas dos pododac-
tilos (Figura 4), além de placas leucoceratéticas no
dorso da lingua (Figura 5). Apresentava ainda microce-
falia (<percentil 2,5), dolicocefalia, ptose palpebral uni-
lateral, ponte nasal alta e implantacdo baixa dos cabelos
(Figura 6). Encontrava-se no percentil 10 para altura e
25 para peso, e ndo se observou retardo mental. Na his-
téria pregressa havia relato de criptorquidia unilateral
corrigida cirurgicamente. N&o apresentava queixas res-
piratorias. Os pais ndo eram consangiiineos e nao havia
casos semelhantes na familia (duas Unicas irmas nao
acometidas).

O exame histopatologico revelou hiperceratose
ortoceratética e pigmentacdo irregular da camada basal
em biopsia realizada na axila e hiperceratose ortoceratoti-

nantly affects men, but there have been cases described in
females. The main form of inheritance is X-linked recessi-
ve, though it may also be transmitted as a autosomal domi-
nant or recessive trait.*> The alterations are not usually
present at birth, but develop progressively in time. Most
cases occur between the ages of 5 and 10 years.*?

The case is reported of a patient who sought assis-
tance at the Paediatric Dermatology Outpatient Clinic pre-
senting with the classic lesion triad. This paper discusses
the systemic involvement and its possible complications.

CASE REPORT

This paper deals with a 10-year-old pardo male
patient, born and raised in Belo Horizonte, with reticulate
hyperpigmentation in association with hypochromic and
atrophic lesionsin the cervical region (Figure 1), the axillae,
theinguinal region (Figure 2) and the palms of hands (Figure
3). The onset of the cutaneous lesions was at seven years of
age with dow and progressive accentuation. Punctuated
keratosis was also exhibited in the palms, as were koilony-
chia, longitudinal streaks and toenail dystrophy (Figure 4) in
addition to leukokeratosis plaques on the dorsal aspect of the
tongue (Figure 5). The patient also showed microcephalia (<
2.5 percentile), dolicocephalia, unilateral palpebral ptoss, a
high nasal bridge and low hair implantation (Figure 6). The
patient was at the 10th percentile for height and 25th for
weight. Mental retardation was not observed. In the patient's
previous history, there was a report of surgically corrected
unilateral cryptorchidism. The patient did not present with
respiratory complaints. His parents were not consanguine
and there were no similar cases in the family (i.e. neither of
his two sisters were afflicted).

The histopathol ogic examination reveal ed orthoker a-
totic hyperkeratosis and irregular pigmentation of the basal
layer in a biopsy performed on the axilla. Meanwhile ortho-

Figura 1: Detalhe da hiperpigmentacéo reticulada, mais acentuada
na regido cervical / Figure 1: Detail of reticulate hyperpigmenta-
tion accentuated at the cervical region
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Figura 2: Hiperpigmentacéo reticulada alternando com lesdes
hipocrémicas e atroficas na regido abdominal inferior, regido
inguinal e genitalia / Figure 2: Reticulate hyperpigmentation alter-
nating with hypochromic and atrophic lesions at the lower
abdominal region, inguinal region and genitalia.
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Figura 3: Hipercromia e hiperceratose pontuada nas palmas
Figure 3: Hyperchromia and punctuated hyperkeratosis
on the palms

ca, hipergranul ose e acantose, com incontinéncia pigmen-
tar na derme papilar, em bidpsia realizada na regido pal-
mar. O hemograma e a pesquisa de quebras cromossomi-
cas no sangue, induzidas e espontaneas, estavam dentro
dos valores e padrbes da normalidade para a idade. A
ultra-sonografia abdominal ndo mostrou anormalidades. A
endoscopia digestiva alta diagnosticou hérnia hiatal por
deslizamento, sem evidéncia de alteragdes na mucosa eso-
fégica

O diagnostico de disceratose congénita € clinico. O
paciente em estudo apresentava todos os componentes da
triade, além de criptorquidia e alteragdes esgueléticas
(microcefdia, dolicocefalia) também descritas nessa sin-
drome. Atualmente encontra-se em acompanhamento nos
ambulatérios de Dermatologia, Hematologia e Gastroen-
terologia pediatricas.

DISCUSSAO

A disceratose congénita € umaformarara de displa
sia ectodérmica hereditdria descrita inicialmente por
Zinsser, em 1906 e, posteriormente, caracterizada por Cole
e Engman, por isso receben-

Figura 4: Distrofia ungueal
Figure 4: Nail dystrophy

keratotic hyperkeratosis, hypergranulosis and acanthosis,
with incontinencia pigmenti on the papillary dermis were
revealed in a biopsy performed on the palmar region. The
hemogram and search for chromosomal breaks in the blood,
either induced or spontaneous, were within normal values
and patterns for the patient's age. The abdominal ultrasono-
graphy did not show abnormalities. The high digestive
endoscopy gave a diagnosis of diding hiatal hernia, without
any evidence of alterations in the esophagic mucosa.

The diagnosis of dyskeratosis congenita is clinical.
The patient in this study presented all the components of the
triad, in addition to the cryptorchidism and skeletal altera-
tions (microcephalia, dolicophalia) also described as part
of the syndrome. The patient is currently undergoing outpa-
tient treatment at the Paediatric Dermatology, Hematol ogy
and Gastroenterology Outpatient Clinics.

DISCUSSION

Dyskeratosis congenita is a rare form of hereditary
ectodermic dysplasia. It was initially described by Zinsser
in 1906 and later characterized by Cole and Engman, thus
explaining the name of

do a denominacdo de sindro-
me de Zinsser-Cole-Engman.
Caracteriza-se pela triade de
hiperpigmentagdo reticulada
da pele, distrofia unguea e
leucoceratose das mucosas.™®
Em geral as anormalidades

Figura 5:
Leucoceratose no
dorso da lingua

Zinsser-Cole-Engman
syndrome. It is characterized
by the triad of reticulate
hyperpigmentation of the
skin, nail dystrophy and
mucosal leukoplakia.*®* The
abnormalities are usually

Figure 5: Leukokeratosis
plaques on the dorsal
aspect of the tongue
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Figura 6: Microcefalia,
dolicocefalia, implantagdo
baixa dos cabelos, hiper-
pigmentacéo reticulada

ndo estdo presentes ao nascimento,
mas surgem progressivamente com
0 decorrer dos anos. A pigmentacdo
cutanea e a distrofia ungueal mani-
festam-se tipicamente durante a pri-
meira década de vida, enquanto a
leucoplasia, mais comumente na
segunda.2*”® Ha relato na literatura
de inicio precoce, ja nos primeiros
meses de vida® O paciente descrito
apresenta hiperpigmentacdo reticu-

Figure 6: Microcephalia,
dolicocephalia, low hair
implantation and reticu-
late hyperpigmentation.

not present at birth, but arise pro-
gressively. Cutaneous pigmenta-
tion and nail dystrophy are mani-
fested typically during the first
decade of life, while the leukopla-
kia is more common to the
second.>*"® There is a report in the
literature on premature onset
already during the first months of
life.® The patient described in this
paper showed reticulate hyperpig-

lada da pele, que se iniciou aos sete
anos de idade, distrofia ungueal nos pododéctilos e leuco-
ceratose no dorso da lingua; portanto, os trés compontentes
datriade cléssica

A idade de surgimento dos sinais e sintomas varia
em funcdo do grupo genético do paciente: heranga recessi-
valigada ao X, autossbmica dominante ou recessiva.*’® A
doenca afeta predominantemente o sexo masculino, e isso
sugere que a principal forma de transmisséo seja a recessi-
valigada ao X. As familias com mulheres acometidas pro-
vavel mente representam formas autossdémicas da doenga.>*°
Sua expressividade parece estar relacionada com o modo
de transmissdo.*’® Recentemente, o gene DKC1, responsa
vel pela disceratose congénita ligada ao X foi mapeado no
cromossomo X(@28.*** A disceratose congénita, assim
como aanemiade Fanconi, pode ser classificadacomo uma
doenca com instabilidade cromossdmica. Na disceratose
congénita h& predisposicdo para rearranjos cromossdmicos
€ ndo para quebras cromossdmicas, como Vistas na anemia
de Fanconi. As células de tecidos com proliferacdo celular
intensa, como a medula éssea, a pele e o trato gastrintesti-
nal, podem acumular danos no DNA, o que poderia, em
parte, ser responsavel pela faléncia medular e pelas atera-
¢Oes epiteliais vistas nesses pacientes.**?

A hiperpigmentagéo reticulada é observada no pes-
coco, face, ombros, tronco e parte proximal das coxas,
sendo comumente confundida com sujeira.® O grau da pig-
mentacdo freglientemente aumenta com a idade, podendo
evoluir com envolvimento de toda a pele, que adquire tona-
lidade acastanhada, variando entre cinza e vermel ho-escu-
ro. Hipopigmentacdo também pode ocorrer de forma alter-
nada com as areas de hiperpigmentagdo.“® A poiquiloder-
mia surge posteriormente, com atrofia e telangiectasias nas
areas expostas a0 sol.* Outros achados dermatol 6gicos
incluem ceratose e hiper-hidrose palmoplantar, assim como
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mentation of the skin with onset in
the seventh year of life, nail dystrophy on the toes and leu-
kokeratosis on the dorsal aspect of the tongue - that is, the
three components of the classic triad.

The age at which the signs and symptoms appear
varies according to the patient's genetic group: X-linked
recessive inheritance, autosomal dominant or recessive.*"®
The disease predominantly affects males, therefore sugges-
ting that the main form of transmission is X-linked recessi-
ve. Familieswith afflicted femal es probably represent auto-
somal forms of the disease.?™ Its expressivity seems to be
related to the mode of transmission.*”® Recently, the DKC1
gene, responsible for X-linked dyskeratosis congenita was
mapped onto chromosome Xg28.-*% Dyskeratosis conge-
nita, as well as Fanconi's anemia, may be classified as a
disease with chromosomal instability. With dyskeratosis
congenita, there is a predisposition to chromosomal rear-
rangements, but not for chromosomal breaks as seen in
Fanconi's anemia. Tissue cells with intense cellular proli-
feration, like the bone marrow, skin and gastrointestinal
tract, may accumulate damage to the DNA. This might be
partly responsible for the bone marrow failure and epithe-
lial alterations seen in patients with the disorder.*>*?

Reticulate hyperpigmentation is observed in the
throat, face, shoulders, trunk and proximal part of the
thighs. They are often mistaken for dirt.® The degree of pig-
mentation frequently increases with age, and may progress
to involve the skin entirely when it acquires a brownish hue
varying from grey to dark-red. Hypopigmentation may also
occur in altered form on the areas of hyper pigmentation.*”®
The poikiloderma arises later with atrophy and telangiec-
tasia on sun-exposed areas.®* Other dermatological findings
include keratosis and palmoplantar hyperhydrosis, as in
hemorrhagic blister formations on the palms and plantar
aspect of the foot induced by trauma.®* The disappearance
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formacdo de bolhas hemorragicas nas palmas e plantas
induzidas por trauma.® Pode ocorrer ainda desaparecimento
das linhas cuténeas nas palmas.®

As unhas das méos e dos pés mostram distrofia com
adelgacamento, estrias longitudinais, coiloniquia e forma-
¢do de pterigeos.* Podem ainda mostrar-se translUcidas,
desaparecer com a idade ou mesmo estar completamente
ausentes ao nascimento.*®

A leucoplasia, o terceiro componente da triade,
embora sgja mais freqliente na mucosa bucal, pode ainda
ser encontrada na conjuntiva e nas mucosas dos tratos gas-
trintestinal e geniturinario.** Liquen plano e mucosite inpe-
cifica também podem ser observados.*”® As mucosas do
esdfago, uretra e ducto lacrimal podem estar estenosadas ou
apresentar constricdo parcial, levando a disfagia, distria e
epifora, respectivamente.® Na mucosa bucal, observam-se
ainda vesiculas, Ulceras e éreas de atrofia.®

Numerosos achados em diversos 6rgaos e sistemas
foram descritos em associagdo com a triade cléssica
Manifestagdes esqueléticas ocorrem em 28% dos casos,
incluindo fragilidade Ossea, osteoporose, calcificagdes
intracranianas, microcefalia, hipoplasia da mandibula,
necrose asséptica da cabeca do fémur, baixa estatura e esco-
liose.* Esse paciente apresenta microcefalia importante
(percentil < 2,5) e baixa estatura (percentil 10), podendo o
ultimo achado ndo estar relacionado com a sindrome, mas
com a baixa estatura e as precérias condi¢des socioecond-
micas dos progenitores. Retardo do crescimento intra-uteri-
no, Ul cera péptica gastroduodenal, adenomas e cirrose hepa
tica, fimose, hipogonadismo e criptorquidia também podem
ocorrer.*? Essa crianga nasceu com criptorquidia unilateral,
que foi corrigida cirurgicamente aos 10 anos de idade.
AlteracBes oculares sdo descritas em 46% dos casos e
incluem blefarite, conjuntivite, ectrépio e catarata congéni-
ta’* No paciente relatado verificou-se ptose palpebral,
achado n&o descrito na literatura consultada, apesar da des-
cricdo de varias outras manifestagdes neurol dgicas e oftal-
moldgicas. Alguns pacientes apresentam retardo mental e
ataxia, embora o desenvolvimento neurol égico normal sgja
0 mais comum.>®* Foram relatadas ateracdes do esmalte
dentario, propiciando a formagdo excessiva de cérie, perda
do osso alveolar, gengivite e perda precoce dos dentes.*®
Cabelosfinos e esparsos, alopécia, canicie precoce e derma-
tite seborréica podem ocorrer.* Aproximadamente 19% dos
pacientes desenvolvem complicagbes pulmonares com
defeito restritivo, com ou sem reducdo da capacidade de
difusdo.*> Ocorrem ainda alteracBes na microvasculatura
pulmonar e fibrose pulmonar em graus variados.?

A falénciamedular € aprincipal causade mortalida-
de precoce.? A proximadamente 90% dos pacientes mostram
citopenia periférica de uma ou mais linhagens, sendo que
85% desenvolvem citopenia antes dos 20 anos de idade
(média de 10 anos).? A faléncia da medula 6ssea pode ser 0
achado inicial, podendo passar despercebido o diagnostico
da disceratose congénita, até que as outras manifestactes
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of cutaneous lines on the palms may also occur.®

The finger and toenails show dystrophy with thin-
ning, longitudinal streaks, koilonychia and pterygium for-
mations.®* They may also present astranslucid, disappearing
with age or even being completely absent at birth.**

Leukoplakia, the third component of the triad, while
being most frequent in the buccal mucosa, may still be
found in the conjunctiva and in the mucoses of the gastroin-
testinal and genitourinary tracts.>* Lichen plano and non-
specific mucositis may also be observed.*”® The mucoses of
the esophagus, urethra and lacrimal duct may be stenosized
or show partial constriction leading to dysphagia, dysuria
and epiphora, respectively.® In the buccal mucosa, ulcerous
vesicles and atrophic areas could also be observed.®

Numerous findings in diverse organs and systems
were described in association with the classic triad.
Skeletal manifestations occur in 28% of cases, which inclu-
des bone fragility, osteoporosis, intracranial calcifications,
microcephalia, hypoplasia of the mandibula, aseptic necro-
sis of the head of the femur, low stature and scoliosis.* This
patient presented with significant microcephalia (< 2.5 per-
centile) and low stature (at the 10 percentile). The scoliosis
finding may not be related to the syndrome, but to his low
stature and the precarious socio-economic conditions of his
progenitors. Intra-uterine growth retardation, gastroduode-
nal peptic ulcer, adenomas and hepatic cirrhosis, phimosis,
hypogonadism and cryptorchidism may also occur.*? The
child in thisreport was born with unilateral cryptorchidism,
which was surgically corrected at age 10. Ocular altera-
tions are described in 46% of cases and include blepharitis,
conjunctivitis, ectropia and congenital cataract.>* Wth the
patient described, palpebral ptosis was verified. This latter
finding was not described in the literature consulted, in
spite of the description of various other neurological and
ophthalmol ogic manifestations. Some patients present men-
tal retardation and ataxia, though normal neurological
development is most common.?* Also reported were altera-
tions of the dental enamel, which propitiates excessive
cavity formation, alveolar bone loss, gengivitis and prema-
ture tooth loss.*® Fine and sparse hairs, alopecia, prematu-
re canicie, sebborrheic dermatitis may occur.*
Approximately 19% of patients develop pulmonary compli-
cationswith restrictive defects, and with or without a reduc-
tion of diffusion capacity.*? Alterationsin pulmonary micro-
vasculature and pulmonary fibrosis also occur in varying
degrees.?

Bone marrow failure is the main cause of premature
mortality.> Approximately 90% of patients show peripheral
cytopenia of one of more lineages, given that 85% develop
cytopenia prior to age 20 (with the average age being 10
years).2 Bone marrow failure may be an initial finding pos-
sibly preventing a diagnosis of dyskeratosis congenita until
other manifestations arise. Aplastic anemia is rare in auto-
somal dominant cases.* Immunologic alterations have been
reported with a reduction of cellular and humoral immu-
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surjam. A anemia aplastica é rara nos casos autossdmicos
dominantes.* Sdo relatadas alteragdes imunoldgicas, como
diminuicdo da imunidade celular e humoral, o que gera
maior susceptibilidade a infecgbes.*?* Alguns pacientes
possuem niveis elevados do fator de von Willebrand, suge-
rindo predisposicio para dano endotelial.2 E necessario o
acompanhamento com hematologista, sendo indicada a
biopsia da medula éssea quando se verificar ateragdo no
sangue periférico. Essa crianga ndo apresenta até o momen-
to ateragdes hematol égicas.

Reconhece-se maior risco para doengas malignas,
com casos de mielodisplasia, leucemia, linfoma de
Hodgkin, carcinomas e adenocarcinomas em varios 0rgéos
(péncreas, pulméo e mucosa do trato gastrintestinal).*? As
neoplasias da pele e de mucosas geralmente ocorrem entre
20 e 50 anos.®* Carcinoma de células escamosas podem sur-
gir nas areas de leucoplasia da lingua, boca, faringe, estfa
go, estbmago, anus e reto.**5** Casos de carcinoma de célu-
las escamosas na regido plantar tém sido descritos.*

O tratamento é sintomético e paliativo, sendo ainda
insatisfatério o que se refere a faléncia medular. Para isso
tém sido utilizados androgenos como a oximetolona, fatores
estimulantes de col 6nias de macréfagos e granul écitos, eri-
tropoietina, transfusdes sanglineas e transplante al ogénico
de medula.*?%** Nos casos de transplante de medula dssea
relatados na literatura foram atas as taxas de mortalidade e
morbidade. Foram comuns complicagBes como reacdo do
enxerto-versus-hospedeiro, vasculite, insuficiéncia hepatica
e fibrose pulmonar. Nos pacientes que sobrevivem ao trans-
plante hAmaior risco para o desenvolvimento de malignida-
des devido a necessidade do uso de imunossupressores.* O
emprego de retindides oral e topico pode causar remissao
parcial daleucoplasia bucal.* Nesse paciente optou-se pela
observacdo da leucoceratose da lingua.

A média de vida dos pacientes com disceratose con-
génita autossdmica recessiva ou recessiva ligada ao X é de
33 anos, sendo a maioria das mortes associada a complica-
¢Oes hematol 6gicas ou malignidades. Na forma autossomi-
ca dominante, a sobrevida média é maior, acima de 50 anos,
sendo a maioria das mortes ndo relacionada diretamente a
disceratose congénita.*

A disceratose congénita tem sido ocasionalmente
confundida com a anemia de Fanconi. Ambas as sindromes
apresentam faléncia da medula 6ssea, envolvimento cuta-
neo e predisposi¢cdo para o desenvolvimento de malignida
des. Anomalias ortopédicas, como aplasia ou hipoplasiados
polegares e nimero reduzido dos 0ssos do carpo, e dtera
¢Oes estruturais renais, como agenesia renal e rins ectopi-
Cos, s80 comuns na anemia de Fanconi e raras na discerato-
se congénita.*** Na anemia de Fanconi a hipermelanose
tende a ser mais generalizada e de surgimento mais preco-
ce, quando comparada com a da disceratose congénita.
Manchas café com leite s80 mais comuns na anemia de
Fanconi. A presenca dessas manchas torna o diagnostico de
disceratose congénita improvavel para alguns autores' e
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nity, which generates greater susceptibility to infections.*2*
Some patients possess high levels of von WiIebrand's fac-
tor, suggesting a predisposition for endothelial damage.?
Follow-up with a hematologist is required, and a bone mar-
row biopsy must be indicated when any alteration in the
peripheral blood has been verified. The child described in
the present paper did not show any haematological altera-
tions until the present moment.

A greater risk is recognized for malignant diseases,
with cases of myelodysplasia, leukaemia, Hodgkin's
lymphoma, carcinomas and adenocarcinomas in various
organs (pancreas, lung and mucoses of the gastrointestinal
tract).*? Neoplasias of the skin and mucoses usually occur
between age 20 and 50 years.® Squamous cell carcinoma
may arise on the areas of tongue leukoplakia, the mouth,
pharinx, oesophagus, stomach, anus and kidney.>*** Cases
of squamous cell carcinoma in the plantar aspect of the foot
have been described.

Treatment is symptomatic and palliative, though
regarding bone marrow failure it is still unsatisfactory.
For the latter, androgens have been used, such as oxyme-
tholone, which are stimulating factors of macrophage and
granulocyte colonies, erythropoietin, blood transfusions
and allogenic bone transplant. In the cases of bone mar-
row transplant reported in the literature, mortality and
morbidity rates were high. Complications were common,
such as graft-versus-host reaction, vasculitis, hepatic
insufficiency and pulmonary fibrosis. In patients who sur-
vived the transplant there was a higher risk of developing
malignancies owing to the necessary use of immunosup-
pressants. The use of oral and topical retinoids may cause
partial remission of oral leukoplakia. With the patient at
hand leukokeratosis of the tongue was determined as the
result of the observation.

In as much as the lives of patients with dyskeratosis
congenita autosomal recessive or X-link recessive is 33
years, most deaths have been in association with haemato-
logical or malignant complications. In the autosomal domi-
nant form, the average survival rate is greater, passing 50
years. Most deaths have been related directly to dyskerato-
sis congenita.*

Dyskeratosis congenita has occasionally been mis-
taken for Fanconi's anemia. Both syndromes show bone
marrow failure, cutaneous involvement and a predisposi-
tion to developing malignancies. Orthopedic anomalies,
such as aplasia or hypoplasia of the thumbs and a reduced
number of carpal bones, as well as renal structure altera-
tions, such as renal agenesis and ectopic kidneys, are com-
mon in Fanconi's anemia, but rare in dyskeratosis congeni-
ta.** In Fanconi's anemia, hypermelanosis tends to be the
most generalized, which also arises most prematurely, when
compared with dyskeratosis congenita. Café au lait spots
are more common in Fanconi's anemia. The presence of
these spots makes the diagnosis of dyskeratosis congenita
improbable for some authors' but possible for others®
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possivel para outros.® Quebras cromossomicas induzidas
por diepoxibutano, mitomicina ou bleomicina estdo aumen-
tadas em todos os casos de anemia de Fanconi e apenas
raramente na disceratose congénita* Outras dermatoses
com pigmentagdo reticulada, com ou sem acometimento
fregliente daregi&o cervical, como a doenca de Kitamura, a
acropigmentacdo reticulada de Dohi, a sindrome de
Dowling-Degos, adermatite atépica, a sindrome de Werner,
a doenca de Darier, asictioses e a discromatose universal,
devem ser lembradas no diagnostico diferencia .’

No caso em questdo foram encontrados mdltiplos
achados compativeis com os descritos naliteratura (hiperpig-
mentacdo reticulada da pele, unhas distroficas, leucoceratose
no dorso da lingua, microcefaliacriptorquidia O paciente
tem duas irmas que néo sdo afetadas pela doenga, 0 que suge-
retratar-se de umaformarecessivaligadaao X. Até o presen-
te momento, ndo se observou nenhuma das possiveis compli-
cagdes descritas na doenga, porém, plangja-se manter acom-
panhamento multidisciplinar rigoroso do paciente, com vis-
tas a detecgdo precoce de qualquer anormalidade.

E fundamental o diagnéstico precoce da doenca e o
pronto tratamento das complicagBes malignas e hematol 6gi-
cas, assim como 0 aconsel hamento genético.*”® Pacientes com
anemia aplastica inexplicada ou imunodeficiéncia abaixo dos
10 anos de idade devem ser investigados para disceratose con-
génita! E possivel o diagnostico pré-natal em familias de
pacientes com histéria da doenga ligada ao X, por meio da
andlise do DNA, que permite aidentificagdo de mulheres por-
tadoras**** Existe um Registro Internacional de Casos de
Disceratose Congénita na Gré&Bretanha (Hammersmith
Hospital, Londres),* que conta atualmente com cerca de 200
pacientes, o que tem sido essencia para a identificacdo de
novos aspectos da doenca e para onde ja foi enviada a solici-
tac8o de inclusdo do presente caso. Na literatura consultada
encontrou-se o relato de seis pacientes brasileiros com disce-
ratose congénita: cinco do sexo masculino®® e uma do sexo
feminino.” No Registro de Disceratose Congénita do Hospital
Hammersmith havia oito casos brasileiros inscritos até o ano
de 2000 a
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Chromosomal breaks induced by diepoxybutane, mitomycin
or bleomycin are augmented in all cases of Fanconi's ane-
mia, but rarely in dyskeratosis congenita.* Other skin disea-
ses with reticulate pigmentation, with or without a frequent
affliction of the cervical region, such as Kitamura's disea-
se, reticulate acropigmentation of Dohi, Dowling-Degos's
syndrome, atopical dermatitis, Werner's syndrome, Darier's
disease, ichthyoses and universal dyschromatosis, have to
be recalled in the differential diagnosis.”

In the present case report, multiple findings were
compatible with those described in the literature (reticulate
hyper pigmentation of the skin, nail dystrophy, leukokerato-
sis plaques on the dorsal aspect of the tongue, microcepha-
lia, cryptorchidism. The patient has two sisters who are not
affected by this disease. This suggests that we are dealing
with an X-linked recessive form. Up to the present time,
none of the possible complications that were described have
been observed. However, a rigorous multidisciplinary fol-
low-up of the patient is planned, with a view to early detec-
tion of any abnormalities.

Early diagnosis of the disease is fundamental, as is
the prompt treatment of malignant and hematol ogic compli-
cations, such as genetic consulting.*’® Patients with unex-
plained aplastic anemia or immunodeficiency occuring at
less than 10 years of age must be investigated for dyskera-
tosis congenita.* A pre-natal diagnosisis possible for fami-
lies of patients with a history of X-linked disease, by means
of a DNA analysis allowing the identification of female car-
riers*®*2  There exists an International Registry of
Dyskeratosis Congenita Cases in Great Britain
(Hammersmith Hospital, London),® which currently gathers
about 200 patients. It has been essential for the identifica-
tion of new aspects of the disease. A request to include the
patient reported in this study at Hammersmith Hospital has
already been made. In the literature consulted, we found a
report of six Brazilian patients with dyskeratosis congenita:
five male®**? and one female® In the Hammersmith
Hospital Dyskeratosis Congenita Registry there have been
eight Brazlian cases reported since the year 2000.* a
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