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Case Report

INCONTINENTIA PIGMENTI
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ABSTRACT

Incantinentia pigmentt (1P} 15 an uncommaon X-linked dominang gencdermarosis characterized by four cutaneous stages
anel Frequent association with dental (909}, central nervous system (33%) and ocular (35%) anomalies. The exact

pathogenesis of thiz dizorder remains unknown.

Herein, we report a newborn gir]l with inflammatory vesiculehullous and warry skin lesions and a positive famly history
of 1P, with bloed leneocytosis (eosinophiliz and also lymphocylosis), but no other extraceaneous findings.
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Introduction

Incontinentia pigmenti is a rare  X-linked
dominant disease which affects the ectodermal
tissues, and is usually lethal in males.  Most
patients have cutaneous manifestations within
the first week of life. Cutaneous features
include vesicles, papules, verrucous plagues
and splash-like hyperpigmentation, although in
some cases hvpopigmented atrophic streaks or
scarring alopecia may be seen.'

Case report

A T-week old female infant with bullous and
warty cutancous lesions was referred to our
clinic. She presented with inflammatory linear
vesiculopustular lesions on her  acral
extremities, especially on the left side, since 3
days of age.
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Two weeks later, the eruption extended aver
her legs, chest and abdomen and then some
papillomatous verrucous plaques appearcd on
these areas (Fig.1).  The patient had been
treated with systemic antibiotics for 20 days
without any improvement. Careful examination
revealed a patch ol congenital  scarring
alopecia on the vertex,

Review of CNS, ophthalmelogical and

skeletal  systems  did not reveal  any
abnormality,
The infant was born at term by cesarean
seciion with a birth weight of 2600 grams to
consanguineous parents.  The mother had a
sireaky, atrophic and hypopigmented lesion on
her right leg in addition to partial anodontia.

She had no history of spontancous abortion,
however, one of her children, a female, had
died soon  afier birth  due to  bacterial
pneumonia.  The other sister and brother of
the infant were in good health.

Laboratory  data  revealed  leukocyiosis
{37300/mm"), eosinophilia (15666/mm®) and
also  lymphocytosis  (12700/mm’)  with no
atypical cells detected in her peripheral blood.
Routine serum biochemistry was within normal
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bullag and scattered
verrucous papillomatous lesions an the upper
and lower extremities, especially the left
side.

Figure 1: Vesicles,

range.
Scraping and culture of vesicles were also
negative for bacteria or fungi.
A skin blopsy from an intact vesicle,
showed acanthosis, spongiosis and exocyviosis
of a large number of eosinophils infiltrated inte

the epidermis. A few scattered dyskeratotic
cells  were seen throughout the epidermis, in
addition to a relatively dense dermal infilerate
composed of eosinophils and  mononuclear
cells (Tig. 2.

dacanthosis,
easinophilic

Figure 2:

Epidermis
spongiosis with
infiltration and a few dyskeratotic cells. Dermal

showing
abundant

infiltrate  contains  some  ecsinophils  beside
maononuclear cells, [H&E stain, magnification

Discussion

Incentinentia pigmenti{IP) is an uncommon
neurocutancous syndrome which is believed to
represent @ dominant X-linked  inherited
disorder. The locus for its gene has been linked
to markers in Xq28,

A recurrent deletion in the ubiguitously
expressed MEMO(IKK-gamma) gene accounts
for the vast majority of Incontinentia pigmenti
mutations,”

The few cases reported in male patients
were  hypothesized  to have  occurred by
spontanecus half-chromand mutation. So. a
female/male predominance of greater than 35
I has been estimated from large statistical

X400}

analyses. Several cascs of [P have been
reported  in males  with  Klinefeler's
syndrome.”

[P is suggested by Roberts et al. as a
chromoesomal instability syndrome, hence there
may be an increased incidence of certain
childhood neoplasms such as Wilms' wmor,
retinoblastoma  and  rhabdomyosarcoma.”
Basophils may play a role in attraction of
eosinophils through the release of eosinophil
chemotactic factor.  In addition w0 basophil
mediators, leukotriene B4 (derived  from
keratinocytes)  induces  accumulation  of
cosinophils within the epidermis. There is also
evidence of lymphocyte dysfunction in patients
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with P> Our  paticnt also had
Iymphocyiosis, an observation not previeusly
reported in the literature.
Four overlapping cutanecus stages (vesicular,
verrueous, hyperpigmented and atrophic) and
associated  extracutancous  findiogs  are
relatively  common,  while  constitutional
symptoms are absent, ™

The lirst stage of cutaneous invelvement
usually begins within 2 weeks after birth. It
consisie of linear ervihematous vesicles or
pustules most often located on extremities.
Stage 2 usually besins between the second and
sizth weeks ol lile and consisis of verrucous,
papillomatous plagues arranged linearly in the
same areas.”’
In one recent report, @ patient with IP had
continuing development of new warty lesions
of which one had resulted in squamous cell
carcinoma in situ,” Stage 3 is characterized
by whorled,  slate-brown  hyperpigmented
macules and patches on the trunk which start
to occur at the age of 12 to 26 weeks of life.
Stape 4,01 present, causes streaky atrophy and
hypomelanosis — especially on the  Jower
extremities’” {as was seen in the patient’s
mother), indicating that the late cutaneous
manifestations  of I[P are  not always
hypermelanotic bizrare streaks.
Ocular anomalies have been reported in about
one third of cases.  While strabismus s the
mest common {18%1, a nearly consistent and
pathognomoenic finding is plgment retinopathy
or ditfuse motled hyperpigmentation. These
individuals should be clinically observed at
regular imtervals because of the risk of
exudative retinal detachment which  usually
occurs in very carly childhood.”™  Laser
photocoagulation used  at  the onset of
retinopathy results in subsequent resolution of
the vasculopathy. ™

Major dental abnormalities occur in 63% 0
9% of patients: the most common being
partial anodontin or bhypodonta (43%) and
pegged teeth (30%),™" as were seen in our
patient’s mother.  The central nervous system

is affected in up to 33% of patients with
convulsive disorders ceouring in 135 of cases.
Typical cranial MRI findings of the disorder
include hypoplasia of the corpus callosum,
enlargement  of the laeral ventricles  and
periventricular white-matter lesions,”

Familial cases of [P are sometimes missed
dug to lack of recopnition of such lawe
cutaneons manilestations. This emphasizes the
variable disease gpene cxpression and the
importance of recognizing this condition. ™
It iz suggested that all patients with 1P should
have dental examination by the age of 2 years.
Ocular examination should be done within 1
month of birth  and  repeated  at 3-month
intervals until [ year of age (as done for the
patient reported above), o prevent complete
blindness. "

Acknowledgement

We give thanks o Dy, MR, Radan for s help
in prepariite this manuscript,

References

I Chan YO, Giam YO A retrospective study of
Incontinentia pigmenti seen at the Matonal Skin
Centre. Smgapare over a 1D-year period.Ane Aced
Med Bnsapore 200030103,

2 Avdingox UL Midia M: Cemral nervaus swsten
vl vernent inoincontinentia pigmenti: Cranial MRI
of two sthlmags, NMewrordicloee D99840:364-0.

3 Jower M. Stewart 1, Landy 5. et sl Linkage
analvai in 16 families with incontinentia pigmenti.
Enr £ Hum Geaer 1997 5:168-T0.

4 Cannizzaro LA, Heckt F: Gene for incontinents

pigmemi mags o and Xpl 1 with an (X100 (P 112

translocanon. Ol Gener 1987 32:660-9.

Aradhya 5, Woffendin H, Jakms T, et al A

recusrent deletion in the ubigquitcusly  expressed

MEMOiIkE  Gamma joene in  Incominentia

piementt. Hum Mol Genet 2000 10:2171-9.

6 Premliville 15, Gorski JL. Swein CK, Estwerly NB:
Incontingntiz pigmenin m o a male  infant with
Klinefelter  svndrome.  J Ame Avad Deriar
T98G: 20:937-40).

T Robers WM, Jenkins 1), Moorhead EL - 2,
Mg lass EC: [ncontinentia  pigments, -]
chromosomal instabaliny svndrome is associaned with

un



181

10

11

11

childhoed malignaney. Caneer JTO88G2:2370-2.
Schmalstice FC, Jartzeo T, Tschen 1. Subrt P
Basophils in ingemtinenta pigmenti. S Aw Acad
Devtrraatod 984100 362-4.

Jessen RT. Van Epps DEV., Goodwin  Jh.
Bowerman J: Incontinentia prgmenti. Arch Qe
FO7E 14 11820,

Sshn EE, Davidson LS [ncontmentia pigmenti:
Three cases with unusual features, J Ame Adeod

Dermarol J992:431:852-7.

Carney  RG:  Incontinentiz  pigmenti:  a  world
statistical analysis, Aroh Dermatol J9760-112:535-42.
Korstamje MJ, Bessems P1: Incontinentia pigmeni
with  hyperkerstotic adultheod — andd
possible squameus cell carcinoma. Devmatologicd
F99d 1832540,

Garciz Drorade 1. de Unagmuna P, Fernandes Loez
E. et al: Inceminenia pigmenti: XXY male with 2
family history. Clin Geaer 19900 38: 128-38
Kasmann-Kellner B, Jurin-Bunte B, Ruprecht KW

lesions  in

1t

18

Incontinentia pigmenti

Ineantinentis pgmenti (Bloch-Sulzberger
sytdromet: Cese report and differential diagnesis w
related dermato-ocular syndromes, Opfithulmolagice
FR9 2136039

Mguyen  JK.  DBrady-Mecreey KM
photoeoagulation in preproliferative retinopathy of
incontinentia pigmenti. J A A4 POF 2007 5:258-9,
Yamashiro T, Makagawa K, Takada K: Case report
Qrthodontie  treatment of  denal - preblems  in
incontinentia plgmenti. Agele Ceehod TE9868:28]-
413

Australas AR, Lucas J: The syndromic teoth the
etiology, prevalence, presentation and evaluation of
hypedontia in children with syndromes. Codl Dewr
Spry 2000013211,

[athei! P, Vahres Po Cayla MO, Enjolras O
Incontmenta pigment: Late sequelae and genotvpic
diagnosis: a three-generation study ol foure patients.
Pediare Devmnatol 1995, 12:1107-11.

Laser



