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SYNDROME OF CATARACT, MILD MICROCEPHALY, MENTAL 

RETARDATION AND PERTHES-LIKE CHANGES IN SIBS
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C a t a r a c t ,  m i c r o c e p h a l y ,  m e n t a l  r e t a r d a t i o n  and P e r t h e s -  
l i k e  ch anges  i n  h i p s  were  f o u n d  i n  two  s i b s .  T h i s  
c o m b i n a t i o n  o f  c o n g e n i t a l  a n o m a l i e s  may be a s y n d ro m e  
o f  a u t o s o m a l  r e c e s s i v e  o r i g i n .

INTRODOCTION

We r e p o r t  a b r o t h e r  and s i s t e r  w i t h  c a t a r a c t s ,  m i c r o c e p h a l y ,  

m e n t a l  r e t a r d a t i o n  and P e r t h e s - l i k e  ch a n g e s  i n  t h e  h i p s .  They 

a r e  t h e  o n l y  c h i l d r e n  o f  a h e a l t h y ,  u n r e l a t e d  H u n g a r i a n  c o u p l e  

whose f a m i l y  h i s t o r y  i s  n e g a t i v e  f o r  any s i m i l a r  d i s o r d e r s .  At  

t h e  t i m e  o f  t h e  e l d e r  c h i l d ' s  b i r t h  t h e  f a t h e r  was 27 y e a r s  and 

t h e  m o t h e r  26 y e a r s  o f  age .  I n  each  i n s t a n c e  t h e  p r e g n a n c y  went  

f u l l - t e r m  and was u n r e m a r k a b l e  (n o  a b n o r m a l  d r u g  o r  t e r a t o g e n  

e x p o s u r e s  i n c l u d i n g  a l c o h o l ) .  Each c h i l d  w e ig hed  2800 gms a t  

b i r t h .  The ch i ld ren  have almost  i d e n t i c a l  p h e n o t y p e s  and t h e  m a j o r  

f e a t u r e s  a re  l i s t e d  i n  t h e  T a b l e .  A c e s a r e a n  s e c t i o n  was 

p e r f o r m e d  i n  t h e  f i r s t  p r e g n a n c y  b e c a u s e  o f  b r e e c h  p r e s e n t a t i o n  

and a p o s s i b l e  s h o r t  c o r d  and a c e s a r e a n  s e c t i o n  was r e p e a t e d  

f o r  t h e  2nd c h i l d .
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TABLE

C l i n i c a l  F i n d i n g s

Case 1 Case 2

SEX M F

B i l .  n u c l e a r  c a t a r a c t + +

M e n t a l  r e t a r d a t i o n + +

G r o w t h  r e t a r d a t i o n

( h e i g h t  and w e i g h t ) < 3 ° < 3 °

M i c r o c e p h a l y + +

A b n . CT scan o f  s k u l l + -

Pes c a l c a n e o v a l g u s + +

P e r t h e s - l i k e  c h a n g e s + +

G a l - l - P O ^  a c t i v i t y N N

G a l a c t o k i n a s e  a c t i v i t y N N

H e a r i n g N N

+ = p r e s e n t  
-  = ab se n t  
N = no rma l

PATIENTS AND METHODS

Case 1. Anemia was p r e s e n t  a t  b i r t h  (Hgb 1 2 .5  mg %) and 
t r e a t e d  by b l o o d  t r a n s f u s i o n .  Her c a t a r a c t s  d e v e l o p e d  a t  31 
m o n t h s ,  each r e q u i r i n g  s u r g e r y  w i t h i n  a y e a r .  Her  m e n t a l  and 
g r o w t h  r e t a r d a t i o n  became e v i d e n t  a t  t h e  age o f  3.  A t  t h e  age 
o f  6 her  OFC was 46 cm ( <  3 ° )  and h e r  f u l l  s c a l e  i n t e l l i g e n c e  
q u o t i e n t  36. A CT e x a m i n a t i o n  o f  t h e  b r a i n  showed b i l a t e r a l  
s y m m e t r i c  hypodens  r e g i o n s  i n  t h e  a n t e r i o r  p a l l i d u m  and t h e  
h e a d  o f  the  c a u d a t e  n u c l e u s  i n d i c a t i v e  o f  a l e s i o n  i n  t h e  
c o r p u s  s t r i a t u m .  H e r  u p p e r  l i p  l o o k s  s l i g h t l y  t h i n n e d  o u t  f o r  
l a c k  o f  p h i l t r u m .  L e f t  ea r  i s  so me w ha t  l o w e r .  She had a 
d e r o t a t i o n  o s t e o t o m y  f o r  l e f t  s i d e d  P e r t h e s  d i s e a s e  a t  age 5. 
A d d i t i o n a l  l a b o r a t o r y  t e s t s  i n c l u d e d  amino a c i d  and 
c a r b o h y d r a t e  s c r e e n i n g ,  t e s t s  f o r  t o x o p l a s m o s i s ,  l i s t e r i o s i s  
a n d  r u b e l l a  s e r o l o g y ,  f i n a l l y  k a r y o t y p e  w h i c h  were  a l l  n o r m a l .
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Case 2 .  was b o rn  2 y e a r s  l a t e r  and h i s  n e o n a t a l  j a u n d i c e  was 
t r e a t e d  by p h o t o t h e r a p y .  D i a g n o s e d  m i l d  anemia d i d  n o t  r e q u i r e  
any t r e a t m e n t .  H i s  c a t a r a c t s  were d i a g n o s e d  a t  24 m o n t h s ,  he 
u n d e r w e n t  s u r g e r y  t h e  same y e a r .  M e n t a l  and g r o w t h  r e t a r d a t i o n  
were n o t e d  a t  18 m o n t h s .  A t  two  y e a r s  h i s  I . Q .  was 3 6 ,  a t  4 
y e a r s  h i s  h e i g h t  and w e i g h t  were l e s s  t h a n  t h e  3 rd  c e n t i l e  and 
t h e  OFC was 49 cm ( < 1 0 ° ) .  A CT e x a m i n a t i o n  o f  t h e  s k u l l  was 
n o r m a l .  H is  p a l p e b r a l  f i s s u r e s  s u g g e s t  a s l i g h t  downward  
s l o p i n g .  L e f t  ea r  i s  somewhat l o w e r .  B i l a t e r a l  s i m i a n  c r e a s e s  
a r e  o b v i o u s .  P e r t h e s - l i k e  ch anges  were  o b s e r v e d  i n  t h e  l e f t  h i p  
and he u n d e r w e n t  s u r g e r y .  G e n i t a l  e x a m i n a t i o n  was n o r m a l .  He 
had t h e  same l a b o r a t o r y  i n v e s t i g a t i o n s  p e r f o r m e d  as t h o s e  on 
h i s  s i s t e r  and t h e y  were  a l l  n o r m a l .

DISCUSSION

These p a t i e n t s  show a s i m i l a r  p a t t e r n  o f  a n o m a l i e s  t o  t h e  

s i b s  d e s c r i b e d  by L o w r y e t  a l  / 1 / a n d  l i s t e d  by McKusick / 2 /  c a t a l o g  

u n d e r  I t e m  21253  e n t i t l e d  " C a t a r a c t ,  m i c r o c e p h a l y ,  

a r t h r o g r y p o s i s ,  k y p h o s i s  syndrome (Camak s y n d r o m e ) " .  The 

d i s o r d e r  o f  t h e s e  p a t i e n t s  was much more s e v e r e  t h a n  t h a t  o f  

t h e  p r e s e n t  s i b s  and had lo w  b i r t h  w e i g h t ,  much e a r l i e r  o n s e t  

o f  c a t a r a c t s  (3  w e e k s )  and p r o g r e s s i v e  l i m i t a t i o n  o f  j o i n t  

movements  i n c l u d i n g  s u b l u x a t i o n  o f  t h e  h i p s  i n  t h e  a f f e c t e d  

g i r l .  A d d i t i o n a l  f e a t u r e s  were d e e p - s e t  e y e s ,  n a r r o w  p a l p e b r a l  

f i s s u r e s ,  s p a r s e  h a i r  g r o w t h ,  e x t r e m e  f a i l u r e  t o  t h r i v e  and  t h e  

m e n t a l  r e t a r d a t i o n  was much more p r o f o u n d .  The a f f e c t e d  bo y  had 

c r y p t o r c h i d i s m  and a s m a l l  p e n i s .  Dolman and W r i g h t  / 3 /  

p u b l i s h e d  th e  n e c r o p s y  f i n d i n g s  i n  t h e  f i r s t  p a t i e n t  o f  L o w ry  

e t  a l  / 1 /  and an e x t e n s i v e  c a l c i f i c a t i o n  was f o u n d  i n  t h e  

c e r e b e l l u m  and c e r e b r u m  as w e l l  as t e r m i n a l  o b e s i t y .

S c o t t - E m u a k p o r  e t  a l  / 4 /  p u b l i s h e d  d e t a i l s  o f  a s i m i l a r  

f a m i l y  i n  w h ic h  t h r e e  g i r l s  and one b o y ,  o f  a s i b s h i p  o f  s e v e n ,  

w i t h  s i m i l a r  f i n d i n g s  w h i c h  M c K u s i c k  l i s t s  u n d e r  a s e p a r a t e  

c a t e g o r y  (2 1 2 5 4 )  as CAMFAK w i t h  t h e  F s t a n d i n g  f o r  f a i l u r e - t o -  

t h r i v e .  We t h i n k  t h a t  CAMAK and CAMFAK synd rom es  a r e  one  i n  t h e  

same.  Sugarman / 5 /  s u g g e s t e d  t h a t  t h e  syndrome d e s c r i b e d  by 

Low ry  e t  a l  / 1 /  was a s e v e r e  a l l e l i c  fo r m  o f  Cockayne  s y n d ro m e  

( C S ) ,  h o w e v e r ,  Lowry  and T i s c h l e r  /(>/, Dolman and W r i g h t  / 3 /  and 

S c o t t - E m u a k p o r  e t  a l  / 4 /  d i d  n o t  a g r e e .  The i s s u e  was f u r t h e r
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F i g . l .  A .  F r o n t a l  f a c i a l  v i e w  o f  Case 1.

F i g .  1 .  B. Her f u l l  l e n g t h
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F i g .  2.  B. H i s  f u l l  l e n g t h

F i g .  2.  A. F r o n t a l  f a c i a l  v i e w  o f  Case 2.
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c o n f u s e d  when Pena and S h o k e i r  d e s c r i b e d  t h e  synd rom e named 

CGFS ( c e r e b r o - o c u l o - f a c i o - s k e l e t a l )  and  now named P e n a - S h o k i e r  

Type  I I  synd rom e / 7 /  and i n  a l a t e r  r e p o r t  Pena,  Evans and 

H u n t e r  / 8 /  s u g g e s t e d  t h a t  COFS m i g h t  be an e a r l y  i n f a n t i l e  fo r m  

o f  CS. L a t e r  t h e s e  i s s u e s  were s u m m a r i z e d  by Lowry  / 9 / .

C a t a r a c t ,  m e n t a l  r e t a r d a t i o n  and h y p o g o n a d i s m  were  d e s c r i b e d  

by  M a r t s o l f  e t  a l  / 1 0 /  i n  two b r o t h e r s  who were t h e  o f f s p r i n g  

o f  a c o n s a n g u i n e o u s  J e w is h  c o u p l e  and  r e c e n t l y  t h e  l i t e r a t u r e  

on M a r t s o l f  s y n d r o m e  was summ ar ized  by S t r i s c i u g l i o  e t  a l  / 1 1 /  

who r e p o r t e d  a n o n - J e w i s h  boy w i t h  t h e  M a r t s o l f  s y nd ro m e .

N u c l e a r  c a t a r a c t s  a re  u s u a l l y  i n h e r i t e d  i n  a d o m i n a n t  

f a s h i o n ,  h o w e v e r ,  p e d i g r e e s  c o n s i s t e n t  w i t h  r e c e s s i v e  

i n h e r i t a n c e  have  c e r t a i n l y  been r e p o r t e d  p r e v i o u s l y .  Our two  

p a t i e n t s  have some s i m i l a r i t i e s  w i t h  t h e  CAMAK o r  CAMFAK 

s y n d r o m e ,  h o w e v e r ,  t h e r e  a re  o t h e r  d i s s i m i l a r i t i e s  i n c l u d i n g  

t h e  l a c k  o f  k y p h o s i s ,  s p a s t i c i t y  and b i r d - l i k e  f a c i a l  

a p p e a r a n c e .  T h e r e  may be a m i l d e r  v a r i a n t  w i t h  t h e  same 

c o n d i t i o n  o r  a new s ynd ro m e .  H o w e v e r ,  f r o m  t h e  p e d i g r e e  i t  i s  

c e r t a i n l y  s t r o n g l y  s u g g e s t i v e  o f  a u t o s o m a l  r e c e s s i v e  o r i g i n .
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