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Wolman disease in twins
I Ma ro sv á ri

J á n o s  M unicipal H o sp ita l, B u d ap es t, H ungary*

f

I n  n ew b o rn  tw in s a t  th re e  h o u rs  o f age ad ren a l c a lc if ic a tio n  h as been 
d e tec ted . I n  a d d it io n  to  h ep a to m eg aly , v o m iting  an d  d ia rrh o e a , charac te ris tic  
rad io log ica l fin d in g s  confirm ed  th e  d iagnosis of th e  ra re  h e r i ta b le  lipidosis, 
W olm an’s d isease.

Bilateral adrenal calcification may 
be caused by several pathological 
conditions [2]. Primary familial xan
thomatosis or Wolman’s disease [8] 
has to be considered in the first days 
of life. The characteristic radiological 
finding accompanying the clinical 
symptoms may be the first sign con
firming the diagnosis [4]. As a conse
quence of lacking lysosomal acid 
esterase [5, 6], cholesteryl ester and 
triglycerides are stored in the liver, 
adrenals and bone marrow. The pres
ence of typical foamy histiocytes in 
the bone marrow is pathognomonic
[71-

Case  REPORTS

Of th e  fem ale tw in s  o rig in a tin g  from  a  
f i r s t  cousin  m arria g e  o f a  L ib y an  A rab  
couple  (F ig  1), th e  f i rs t-b o rn  h a d  a  b ir th - 
w eigh t o f 2100 g, th e  seco n d -b o rn  m em ber 
o f th e  p a ir  w eighed 1700 g. B o th  w ere 
a d m itte d  a t  th re e  h o u rs  o f age. T w in A had  
an a e m ia  w ith  101 g/1 haem o g lo b in  and
0.34 1/1 packed  cell v o lu m e . She w as 
th e re fo re  tran sfu sed  w ith  b lood of h e r 
ow n b lood g roup . T h e  tw in s  w ere m ono

p lace n ta l, m o n o am n ia l a n d  m onochorial. 
T h e ir  b lood  g roups w ere  id e n tic a l w ith in  
th e  A B O , R h . L u th e ra n , K e ll a n d  D uffy 
sy s tem s . P h y sica l e x a m in a tio n  revealed 
a  p ro m in e n t abdom en  w ith  h epa tom egaly  
in  b o th  bab ies . A b d o m in a l X -ra y s  ta k e n  a t  
th re e  h o u rs  a f te r  b ir th  sh o w ed  b ila tera l 
ca lc ifica tio n  of th e  a d re n a l g lan d s  of both  
ch ild ren  (F igs 2 a n d  3). T h ese  changes 
w ere even  m ore consp icuous in  tw in  В  tw o 
w eeks la te r  (F ig  4); in  th e  sam e baby  
a d re n a l ca lc ifica tion  acco m p an ied  by  severe 
h ep a to m eg a ly  w as seen  a t  fo u r  m on ths 
o f age  (F ig  5). F eed ing  d if f ic u ltie s  appeared  
as  e a r ly  a s  th re e  d ay s o f  age  in  b o th  new 
b o rn s , soon  jo ined  b y  p ro fu se  vom iting  
a n d  w a te ry  d ia rrh o ea . T h e  p a t ie n ts  needed 
g lucose-saline in fusions. T h e  cond ition  of 
tw in  A  w as m ore  sev e re  in  sp ite  of her 
h ig h e r  b ir th w e ig h t. I n  a d d it io n  to  anaem ia 
th e  leukocy te  co u n t w as  3 G/1, p la te le t 
c o u n t 120 G/1, re tic u lo c y te s  1 .1 0 -3 . I n  th e  
b lood  film  36 n u c le a te d  e ry th ro c y te s  per 
100 leukocy tes  w ere fo u n d , th e  d is trib u tio n  
o f leukocy tes  w as n o rm a l. T w in  A  also 
h a d  a  congen ita l h e a r t  d e fe c t, an d  septic 
sy m p to m s ap p ea red  ac c o m p a n ie d  b y  h ea rt 
fa ilu re . I n  sp ite  o f b ro a d  sp e c tru m  a n ti
b io tic s  an d  m echan ica l v e n ti la t io n  she died 
a t  tw o  w eeks of age. N e c ro p sy  could  no t be 
p e rfo rm ed , being  p ro h ib ite d  b y  L ibyan  
law s.

V o m itin g  of tw in  В  c ea sed  d u rin g  in tra 
venous flu id  th e ra p y  b u t  h e r  s too ls con tin 
u e d  to  be  of w a te ry  co n sis ten ce . She failed 
to  th r iv e  in  sp ite  of a d e q u a te  ca lo ric  in take. 
T h e  p a t ie n t  h a d  to  be  g iv en  b lood  tra n s fu 
sion  sev era l tim es . A t th r e e  m o n th s  of age
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F ig . 1. Pedigree of the p atien ts

F ig . 2. P la in  abdom inal X -ra y  o f  tw in  В  a t  th ree  h o u rs  o f ag e . T h e  cap-shaped  ca lc ifica 
tions in  b o th  a d re n a l  regions are in d ic a te d  b y  arrow s 

F ig . 3. P la in  abdom inal X -ra y  o f  tw in  A . A drenal c a lc ifica tio n  of th e  r ig h t side is p a r t ly  
c o v e re d  b y  th e  um bilical c a th e te r ,  in te s tin a l gases co v er th e  ca lc ification  on  th e  le ft, 

th e  lesions a re  less pronounced  th a n  in  tw in  В

she w e ig h e d  2420 g; a t  th is  tim e  h e r  p a re n ts  
to o k  h e r  ho m e . A t d ischarge f ro m  h o sp ita l 
h e r  l iv e r  w a s  palpab le  2 cm  b e low  th e  co s ta l 
m a rg in , th e  spleen could n o t b e  fe l t .

O ne m o n th  la te r  the  in fa n t w a s  r e a d m it
te d  b e c a u se  o f fever and  d ia r rh o e a . A t  th a t  
t im e  sh e  w eighed 2850 g. A n  e n la rg e d , 
so f t l iv e r  w as p a lp a ted  3 cm  b e lo w  th e  
c o s ta l m a rg in , only th e  t ip  o f t h e  sp leen  
co u ld  b e  fe l t .  T here w ere no  d e m o n s tra b le  
n e u ro lo g ic a l signs. H er la b o ra to ry  fin d in g s  
w ere : h aem og lob in : 82 g/1, P C V : 0 .36 1/1, 
le u k o c y te  co u n t: 5.3 G/1, p la te le ts :  80 G/1, 
d if fe re n t ia l  leukocyte c o u n t: s t r ik in g

v acu o lisa tio n  o f ly m p h o cy tes . B one m a r 
row : d im in ish ed  ery th ro p o ie sis , fo am y
h is tiocy tes . L iv e r  fu n c tio n  te s ts :  d ire c t 
b ilirub in : 3 .4  /uno l/], in d irec t b iliru b in : 
6.8 ftmol/1, S G O T : 17 ГОД, SG PT : 10 IU/1, 
L D H : 416 ГОД, a lp h a -H B D H : 292 ГОД, 
gam m a-G T : 61 IU /1, a lka line  p h o sp h a ta se : 
254 ГОД, E S R : 28 m m /h o u r. U rin e  an a ly s is  
revealed  n o  a b n o rm a li ty . S tool b ac te rio lo g y  
and p a ra s ito lo g y : n ega tive . B U N : 3.0
iinnol/l, se ru m  so d iu m : 136m m ol/l, p o ta s 
sium : 3.1 т т о 1 Д ,  ch lo ride: 102 n u n o l/l. 
I n  view  o f th e  v o m itin g s , d ia rrh o ea  an d  th e  
underly ing  d isease , glucose, saline, am ino-
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F ig . 4. P la in  ab d o m in a l Х -гау  o f tw in  В  a t  tw o  w eek s o f age. P ronounced  ca lc ifica tio n  in 
th e  r ig h t a d ren a l reg ion , o n  th e  le f t side i t  is covered  b y  in te s tin a l shadow s. H e p a to m e g a ly  

a n d  b ronchopneum on ia  c a n  b e  observed
F ig . 6 . P la in  ab d o m in a l X -ra y  of tw in  В a t  fo u r  m o n th s  of age. A drena l ca lc ifica tio n

unchanged , m ark ed  h e p a to m e g a ly

acid  so lu tions a n d  p ro te in  w ere g iven. 
T he p a tie n t d ied  of a p n o e a  an d  card iac 
a rre s t 10 d ay s  a f te r  adm ission .

D is c u s s io n

In type I of Wolman’s disease the 
characteristic features are hepatosple- 
nomegaly, diarrhoea, adrenal calcifi
cation, vacuolized lymphocytes in the 
blood smear, foamy histiocytes in the 
bone marrow and neurological symp
toms like clonus, hyperreflexia and 
opisthotonus [1]. In the second type, 
neurological signs are missing. Our 
cases appeared to belong to type II 
although the patients died at an early 
age.

Wolman disease as a lipid storage 
disturbance has to be differentiated 
from Gaucher disease and Niemann — 
Pick disease. Adrenal calcifica

tion may occur in neuroblastoma 
when the abnormality is unilateral. 
In case of adrenal haemorrhage the 
changes may be bilateral but the 
adrenals usually decrease in size in 
such cases [3]. Demonstration of lack
ing or markedly depressed activity 
of lysosomal acid esterase in liver 
biopsy material or leukocytes confirms 
the diagnosis.

The enzyme deficiency can be 
diagnosed at 3 or 4 months gestational 
age from fibroblast cultures obtained 
by amniocentesis. In our cases the 
clinical features, the radiological find
ings and demonstration of foamy 
histiocytes in the bone marrow have 
confirmed the diagnosis of Wolman 
disease.

Therapeutic attempts with choles
tyramine, d-thyroxine, clofibrate or a 
medium chain triglyceride diet con-
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taining much protein and rich in 
calories have hitherto failed. Cortico
steroid treatment may be attempted.
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