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A Newborn W�th Restr�ct�ve Dermatopathy: A Case Report
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ABSTRACT

Restr�ct�ve dermatopathy (RD) �s an extremely rare restr�ct�ve sk�n d�sease w�th autosomal recess�ve genet�c transm�ss�on. It shows typ�cal
features on phys�cal exam�nat�on that arouse strong susp�c�on �n the neonatal per�od. It character�st�cally man�fests w�th transparent,
th�n, tense sk�n w�th eas�ly d�st�ngu�shable cap�llary superf�c�al sk�n vessels, as well as flex�on deform�t�es �n extrem�t�es due to sk�n restr�c-
t�on. Our pat�ent, who had cl�n�cal s�gns of restr�ct�ve dermatopathy, had a homozygous c.1105C>T mutat�on �n exon 9 on the ZMPSTE24
gene. Her father and mother had no cl�n�cal s�gns of the d�sease and had a heterozygous mutat�on on the same gene. Our pat�ent �s the
the pat�ent w�th have the mutat�on �n the l�terature so far.
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ÖZET

Kısıtlayıcı dermatopat� (RD), otozomal reses�f geç�şl�, oldukça nad�r görülen kısıtlayıcı b�r der� hastalığıdır. Neonatal dönemde güçlü şüphe
uyandıran f�z�k muayenede t�p�k özell�kler göster�r. Karakter�st�k olarak transparan, �nce, gerg�n, kılcal damarların kolayca ayırt ed�leb�ld�ğ�
gerg�n b�r c�lt ve ayrıca c�lt kısıtlamasına bağlı olarak ekstrem�telerde fleks�yon deform�teler� �le kend�n� göster�r. Kl�n�k olarak restr�kt�f
dermatopat� bulguları olan hastamızda ZMPSTE24 gen�nde ekson 9'da homoz�got c.1105C>T mutasyonu saptandı. Anne ve babasında
hastalığın kl�n�k bel�rt�s� yoktu ve aynı gen üzer�nde heteroz�got b�r mutasyona sah�p oldukları bulundu. Hastamız şu ana kadar mutasyon
saptanan 2. hastadır.

Keywords: Kısıtlayıcı dermatopat�, mutasyon, kontraktür

INTRODUCTION
Although restr�ct�ve dermatopathy (RD), an extre-

mely rare cond�t�on, was f�rst descr�bed by W�tt et al. �n
1986 as a fatal autosomal recess�ve genodermatoses,
the f�rst cl�n�cal reports of the cond�t�on date back to

1929 (1,2). Wh�le some pat�ents w�th restr�ct�ve derma-
topathy (RD, OMIM # 275210), wh�ch �s fatal �n the ne-
onatal per�od, are st�llborn, most pat�ents d�e �n the f�rst
days of l�fe. The longest surv�val t�me that has been re-
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Table 1. The genet�c analyses of the pat�ent and her parents.

 Gene Locat�on Zygoc�ty Var�ant Transm�ss�on Class�f�cat�on

Infant ZMPSTE24 NM_005857.5 Exon 9 Homozygous
c.1105C>T 
(p.Arg369Ter) 
rs281875373

Autosomal recess�ve Class 2

Mother ZMPSTE24 NM_005857.5 Exon 9 Heterozygous
c.1105C>T 
(p.Arg369Ter) 
rs281875373

Autosomal recess�ve Class 2

Father ZMPSTE24 NM_005857.5 Exon 9 Heterozygous
c.1105C>T 
(p.Arg369Ter) 
rs281875373

Autosomal recess�ve Class 2

ported �s 120 days so far (3). The mean gestat�onal age
�s 31 weeks, and all reported cases had fetal dysk�nes�a
(4). Intrauter�ne growth retardat�on and fetal hypok�ne-
s�a are detected �n the per�natal per�od. At b�rth, the en-
t�re body �s covered by r�g�d and t�ght sk�n. W�despread
jo�nt contractures that g�ve the character�st�c appearan-
ce of the d�sease are also a notable feature. There are
eros�ve cracks and ep�dermal hyperkeratos�s �n body
folds. The typ�cal look of a pat�ent w�th RD �s character�-
zed by an O-shaped open mouth, a small, po�nted, nar-
row nose, m�croretrognat�sm, and sparse eyelashes and

eyebrows. Th�n dysplast�c clav�cles are accompan�ed by
bone m�neral�zat�on defects (5,6). A�ected pat�ents de-
velop �nsp�ratory dysfunct�on due to lung hypoplas�a
and chest t�ghtness. Resp�ratory fa�lure �s the most
common cause of death �n these pat�ents (3). The le-
ad�ng cause of RD �s an autosomal recess�ve gene de-
fect �n exon 9 on the ZMPSTE24 gene. Pat�ents most
commonly carry c.1085_1086 mutat�on although d��e-
rent mutat�ons �n the same gene may also be present
(7).

The pat�ent, who was born by normal vag�nal del�-
very w�th a b�rth we�ght of 1400 grams at 30th gestat�-
onal week, was the th�rd l�ve ch�ld born from the th�rd
pregnancy of a 25-year-old mother. The pat�ent was ex-
ternally female. She was treated w�th two doses of ste-
ro�ds antenatally. Her APGAR score was 5 at 1st m�nute
and 7 at 5th m�nute. She we�ghed 1400 grams (50th-
90th percent�le), a he�ght of 37.5 cm (50-90 percent�le),
and a head c�rcumference of 27 cm (50-90 percent�le) at
b�rth. Her mother and father were 25 years and 26 years
old, respect�vely; there was no consangu�n�ty between
them. There was no fam�ly h�story of any s�gn�f�cant
d�sease.

At b�rth, the pat�ent had cl�n�cal s�gns of resp�ra-
tory d�stress, tachypnea, and subcostal and �ntercostal
retract�ons. Her sk�n was t�ght, tense, relat�vely th�n,
dry, and r�g�d upon palpat�on. Due to the transparent
texture of the sk�n, superf�c�al cap�llary vessels were
markedly v�s�ble, and there were cracks on t�ght and
tense sk�n, part�cularly �n the �ngu�nal reg�on (F�gure 1).
She had alopec�a w�th a s�ze of 3x1.5 cm on the scalp,
m�crognath�a, retrognath�a, m�crophthalm�a, hyperte-
lor�sm, and low-set ears. Her nose was small, narrow,
beak-shaped, and the r�ght nostr�l was stenot�c. Her l�ps

were th�n, and an open O-shaped mouth was notable.
Flex�on contractures were formed due to sk�n t�ghtness
�n the extrem�t�es. Her f�ngers were a�ected by flex�on
contractures and restr�cted extens�on. The rocker bot-
tom feet look was notable �n both feet (F�gure 2). Her
laboratory tests were nonspec�f�c. Hypoplast�c (th�n
and short) clav�cles were notable on chest X-Ray (F�gure
3). The pat�ent was treated w�th ant�m�crob�al therapy
for resp�ratory d���culty. A m�xture of glycer�n and Vase-
l�ne was appl�ed to relax her t�ght and tense sk�n. Her
card�ac exam�nat�on and echocard�ogram were normal.
Her eye exam�nat�on was also normal.

Chromosome analys�s from per�pheral blood reve-
aled 46,XX,9qh+. Cons�dered to have restr�ct�ve derma-
topathy, the pat�ent had a homozygous c.1105C>T
(p.Arg369Ter) rs281875373 �n exon 9 on the ZMPSTE24
gene. A target mutat�on study from her father and mot-
her revealed heterozygous c.1105C>T (p.Arg369Ter) rs-
281875373 mutat�on on the ZMPSTE24 gene �n both pa-
rents. The genet�c analyses of the pat�ent and her pa-
rents are presented �n Table 1. The pat�ent su�ered res-
p�ratory and card�ac arrest and d�ed on the 27th day of
l�fe.
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F�gure 1. Dysmorph�c face, transparent t�ssue of the
sk�n and clearly v�s�ble ve�ns are seen

F�gure 2. The rocker bottom feet �n both feet

F�gure 3. Hypoplast�c (th�n and short) clav�cles on
chest X-Ray

 

DISCUSSION
Our pat�ent had the typ�cal dermal, fac�al, and ext-

rem�ty s�gns of restr�ct�ve dermatopathy (5,6). She also
had rocker bottom feet deform�ty and a th�n dysplast�c
clav�cle, wh�ch have not been commonly reported �n
the case reports that have been publ�shed �n the l�tera-
ture so far. However, unl�ke other cases reported befo-
re, she had choanal stenos�s. As reported �n prev�ous
stud�es, the class�cal RD phenotype �s l�nked to mutat�-
ons �n the ZMPSTE24 gene (1,5). In cases w�th the class�-
cal RD phenotype, ZMPSTE24 gene screen�ng should be
the f�rst opt�on. Exon 9, wh�ch �nvolves the ma�n mutat�-
on, should be pr�mar�ly analyzed, followed by a study of
the LMNA gene (8). Although our pat�ent had the typ�cal
cl�n�cal s�gns of RD, ZMPSTE24 and LMNA genes were
s�multaneously stud�ed. Th�s �s because a few cases of
RD have been reported, and cl�n�cal exper�ence �n th�s
d�sorder �s l�m�ted. In an extens�ve rev�ew by Navarro et
al. (7) �nvolv�ng many pat�ents, �t was reported that a
homozygous c.1085dupT mutat�on �n exon 9 on the
ZMPSTE24 gene was the major causat�ve mutat�on,
wh�ch was detected �n about 75% of pat�ents. In that
rev�ew, �t was reported that a homozygous c.1105>T
mutat�on resulted �n RD �n a consangu�neous fam�ly (7).
However, our l�terature scan us�ng w�dely ut�l�zed aca-
dem�c databases (PubMed, Google Scholar) was unable
to access the cl�n�cal �nformat�on of that case. Hence,
we report the f�rst homozygous c.1105>T mutat�on re-
sult�ng �n RD �n the l�terature. Add�t�onally, unl�ke prev�-
ous reports, there was no consangu�n�ty between the
parents of our pat�ent.

Restr�ct�ve dermatopathy �s a restr�ct�ve sk�n d�se-
ase that can be d�agnosed by cl�n�cal susp�c�on and ty-
p�cal s�gns. ZMPSTE24 gene should be stud�ed �n pat�-
ents who have the phenotype of the d�sease. A prenatal
evaluat�on should be performed �n cases w�th a fam�ly
h�story, and chor�on�c v�llus b�opsy or amn�ocentes�s
should be carr�ed out when strong susp�c�on ex�sts. Af-
fected fam�l�es should be prov�ded w�th genet�c
counsel�ng.

Pat�ent Consent Form / Hasta Onam Formu

The parentsʼ of th�s pat�ent consent was obta�ned for th�s study.
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