
FORM OF GLYCOGEN STORAGE DISEASE (GSD) WITH HYPER- 
NSION (HP) . Marcos Kotoyan, Edwin T. Holloway, and 

Duncan R. MacMillan, (Spon by B i l l y  Andrews) Univer- 
s i t y  of L o u i s v i l l e  School  of Medic ine ,  Department o f  P e d i a t r i c s .  

T.S. was a 5 wk. prem. W/F whose n e o n a t a l  p e r i o d  was compli-  
c a t e d  by hypoglycemia and pro longed j a u n d i c e .  She p r e s e n t e d  
a t  3 112 mos. w i t h  hepatomegaly,  hypoglycemia,  l a c t i c  a c i d o s i s ,  
h y p e r u r i c e m i a ,   cholesterol and t r i g l y c e r i d e s .  She a l s o  had 
s y s t o l i c  HP, B.P. v a r y i n g  between 140-200 rmn Hg. Glucagon s t im-  
u l a t i o n  caused  paradoximal  hypoglycemia.  L i g h t  and e l e c t r o n  
microscopy of l i v e r  b i o p s y  were c o n s i s t e n t  w i t h  GSD. Enzyme 
a s s a y s  ( c o u r t e s y  o f  Dr. G. Hug) r e v e a l e d  t h e  f o l l o w i n g :  C6-PI- -  
t a s e  5 . 6  u moles P/min/g t i s s u e  (N = 4.7 + 1 . 9 ) ;  l i v e r  and mus- 
c l e  d e b r a n c h e r  enzyme was p r e s e n t ;  l i v e r  phosphorylase  was 12 .0  
u moles P lminlg  t i s s u e  (N = 25.1  + 6 . 5 ) ;  a c t i v e  muscle  phosphor- 
y l a s e  was 9 .71  (N = 47.7 + 13.2) and t o t a l  musc le  phosphorylase  
was 53 .5  (N = 78.0 + 21.1);  l i v e r  phosphorylase  k i n a s e  was 0.067 
n moles b---+a/min/mg ? r o t .  (N = 0.175 + 0.068) .  Catecholamin- 
e s ,  VMA, HVA, 17-OH, 17-KS. A l d o s t e r o n e ,  plasma r e n i n ,  Ccr ,  I W ,  
and aor togram were a l l  normal.  At 11 nos .  s h e  developed g e n e r a l  
i z e d  xanthomas; serum c h o l e s t e r o l  was 906 mg% and t r i g l y c e r i d e s  
3620 mg%. C l o f i b r a t e  was s t a r t e d  and a month l a t e r  t h e r e  was 
r e s o l u t i o n  of  h e r  xanthomas w i t h  f a l l  i n  c h o l e s t e r o l  t o  259 mg% 
and t r i g l y c e r i d e s  t o  1624 mg%. P r e s e n t l y  s h e  i s  b e i n g  m a i n t a i n -  
e d  on p r o p r a n o l o l ,  d i a z o x i d e ,  a l l o p u r i n o l ,  L a s i x ,  c l o f i b r a t e .  
I n  summary, o u r  p t .  h a s  t h e  c l i n i c a l  p i c t u r e  o f  Type I A o r  B 
GSD b u t  t h e  enzyme f i n d i n g s  a r e  s u g g e s t i v e  o f  Type I X .  The HP 

o t  c la r i f ied  the  i s s u e  of whether  hGH therapy 
the  height of pa t ien ts  with IUGR. In o r d e r  to 

t ia l  i n c r e a s e  in growth r a t e  shown by  Foley 

t r e a t m e n t  per iod  (mean dura t ion  14 months), 7.6 2 2.3 f o r  the  f i r s t  

significantly g r e a t e r  than t h e  pre-,  in te rva l  between, and 
n t  ra tes .  T h e  SD below t h e  m e a n  in height i n c r e a s e d  
between t h e  o n s e t  of t r e a t m e n t  and  t h e  m o s t  r e c e n t  mea- 
ix teen  unt rea ted  ILJGR pat ien ts  followed f o r  2 5 y e a r s  did 
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ROMOCRYPTINE (CB-154) THERAPY IN CHILDHOOD ACROMEGAL 
lmer S. L i g h t n e r ,  Jeremy S. Winter .  U n i v e r s i t y  of  
r i z o n a ,  H e a l t h  S c i e n c e s  C e n t e r ,  Department o f  Pedia-  

t r i c s ,  Tucson and U n i v e r s i t y  of Manitoba.  Winnipeg, Canada. 
A 9 2/12 male w i t h  McCune-Albright Syndrome and acromegaly 

(length-178cm) had c o n t i n u e d  e l e v a t i o n  of growth hormone(GH) and 
p r o l a c t i n ( P r )  d e s p i t e  s u r g e r y  and r a d i a t i o n  f o r  a P i t u i t a r y  Ade- 
noma a t  7 11 /12  y r s .  He p e r s p i r e d  f r e e l y  and c o n s t a n t l y  needed 
l a r g e r  s h o e s .  H i s  c o n t i n u e d  r a p i d  growth(, lOcm/yr) and s e v e r e  
f i b r o u s  d y s p l a s i a  l e d  t o  r e c u r r e n t  p a t h o l o g i c a l  f r a c t u r e s  of h i s  
femurs .  A 5 mo. t r i a l  of CB-154 was i n i t i a t e d .  The r e s u l t s  of  
s e q u e n t i a l  r e s t i n g  GH and P r  c o n c e n t r a t i o n s  and an  o r a l  g l u c o s e  
t o l e r a n c e  t e s t  (OGTT) were:  

DWARFISM DUE TO IMMLINORFACTIVE BUT BIOLOGICALLY 
INACTIVE GROmH HORMONE. A. Avinoam Kowarski, Jill 
S c h n e i d e r ,  V i r g i n i a  V. Weldon. Ehud Ben-Galim and 

GH(n /ml) P r ( n  /ml) OGTT m % 
b r e  CB-154 p o s t  CB-154 P r e  CB-154 'Post CB-151 ~d 

Wil l iam H. D a u g h a d z .  The Johns  Hopkins U n i v e r s i t y  School  of 
Medicine,  B a l t i m o r e ,  Maryland and Idashington U n i v e r s i t y  School 
o f  Medic ine ,  S t .  Louis ,  M i s s o u r i .  

In  t h e  syndrome of  f a m i l i a l  dwarfism w i t h  h i g h  plasma immuno- 
r e a c t i v e  growth hormone (GH)(Laron Syndrome), e l e v a t e d  l e v e l s  o f  
GH a r e  a s s o c i a t e d  w i t h  low l e v e l s  of  plasma somatomedin t h a t  do  
n o t  i n c r e a s e  f o l l o w i n g  a d m i n i s t r a t i o n  o f  GH. These p a t i e n t s  do 
n o t  respond t o  t r e a t m e n t  w i t h  GH. 

The two s u b j e c t s  of t h i s  r e p o r t  were three-year -o ld  boys with 
dwarfism ( h e i g h t  a g e s  1 3/12 and 1 6 /12  y e a r s )  and de layed  bone 
a g e s  ( 1  3/12 and 1 9/12  y e a r s ) .  Both had normal GH r e s p o n s e  
a f t e r  s t i m u l a t i o n  a s s o c i a t e d  w i t h  u n d e t e c t a b l e  l e v e l s  of  somato- 
medin. However, u n l i k e  p a t i e n t s  w i t h  Laron Syndrome, t h e  two 
p a t i e n t s  g e n e r a t e d  normal l e v e l s  o f  somatomedin a f t e r  i n t r a -  
muscular  a d m i n i s t r a t i o n  of  GH.  Trea tment  w i t h  GH ( 2  IU e v e r y  
o t h e r  day)  brought  a s i g n i f i c a n t  i n c r e a s e  i n  t h e  growth r a t e  of 
both  p a t i e n t s .  The growth r a t e  o f  t h e  f i r s t  p a t i e n t  i n c r e a s e d  
from 2 cmlyear  b e f o r e  t r e a t m e n t ,  t o  1 6  cmlyear on t h e r a p y .  The 
growth r a t e  of  t h e  second p a t i e n t  was 4 . 5  cmlyear  b e f o r e  t r e a t -  
ment,  and 11 .0  cm/year w h i l e  on t r e a t m e n t .  

The two c a s e s  r e p r e s e n t  a new syndrome o f  dwarfism due t o  
b i o l o g i c a l l y  i n a c t i v e ,  i m u n o r e a c t i v e  GH. I f  e r r o n e o u s l y  
d iagnosed  a s  having  Laron Syndrome, t h e s e  p a t i e n t s  may be 
d e n i e d  t h e  b e n e f i t  o f  t r e a t m e n t .  

14 .6  7 .5  210 < 5 69 66 
18 .3  8.4 205 < 5 122 130 
1 5 . 1  8 . 9  226 (5  130 130 
20.9 5 .5  171 C 5  160 84 
17 .7  9 . 1  178 < 5 92 94 
17 .4  9 . 1  225 < 5 71 72 
CB-154 s i g n i f i c a n t l y  lowered GH and P r  c o n c e n t r a t i o n ,  and i m -  

proved t h e  OGTT. While on CB-154 a 24 Urine e x c r e t i o n  o f  hydroxy. 
p r o l i n e  f e l l  10 f o l d ;  h e  p e r s p i r e d  l e s s ,  and h i s  shoe s i z e  and 
.ength d i d  n o t  i n c r e a s e .  However, l e f t  h e e l  pad t h i c k n e s s  d i d  
l o t  change. No s i d e  e f f e c t s  from CB-154 were noted .  CB-154 
appears t o  be an  e f f e c t i v e  supplementary  form of  t h e r a p y  f o r  
acromegaly i n  ch i ldhood.  

Thyroid  A n t i b o d i e s  and EL-A Ant igens  i n  C h i l d r e n  w i t  
Thyroid  D i s e a s e :  McLAUGHLIN J ,  MACLAFEN N*, KRUPP B 
TAYLOR G, KIM C, HUANG S-W, B a l t i m o r e ,  MD 

A n t i b o d i e s  t o  t h y r o i d  cy toplasm (T.C.A.), t o  t h y r o i d  n u c l e i  
(ANA) and t o  t h y r o g l o b u l i n  (T.G.A.) were de termined  i n  30 
c h i l d r e n  w i t h  t h y r o t o x i c o s i e  (Tx) ,  i n  1 3  w i t h  e u t h y r o i d  g o i t e r  
(EG), i n  9 w i t h  hypothyroid ism and g o i t e r  (H.G.) and  i n  6 w i t h  
hypothyroid ism w i t h  no g o i t e r  (H) . H i s t o c o m p a t i b i l i t y  (HL-A ) 
a n t i g e n s  were  a l s o  s t u d i e d .  The r e s u l t s  ( a s  p e r c e n t a g e s )  were:  ( p a t i e n t s  T.C.A. T.G.A. ANA - - - 

1:l 1 : l O  >1:100 1 : l O  >1:20  

TX ( o t h e r )  100  1 0 0  5 o o o 11 
EG 7 1  4 5  2 8 40 20 38 

H.G. 86 29 29 60 40 3 0 
H 1 7  17  0 0 0 1 6  

P a t i e n t s  w i t h  Tx had i n c r e a s e d  HLA-BE (45% of c o n t r o l s  25% 
p <0.05) whereas t h e  o t h e r  t h y r o i d  p a t i e n t s  d i d  n o t .  S i b l i n g s ,  
one  w i t h  Tx and one  w i t h  j u v e n i l e  d i a b e t e s  were %LA i d e n t i c a l  
(BE+) whereas a n  u n a f f e c t e d  s i b l i n g  s h a r e d  none of  t h e  t y p e s .  

F a m i l i e s  o f  Tx had i n c r e a s e d  Tx, rheumatoid  a r t h r i t i s  and 
S.L.E. I n  summary. Tx is s t r o n g l y  i n h e r i t e d  and r e l a t e d  t o  
HLA-BE. P a t i e n t s  w i t h  B8 have more T.G.A. a n d  h i g h e r  t i t e r s  of 
T.C.A.. b u t  show l e s s  tendency t o  r e m i t .  We s p e c u l a t e  t h a t  Tx 
a n  a n t i b o d y  media ted  d i s e a s e  and t h y r o i d i t i s  a predominant lyce  
media ted  d i s o r d e r .  Suppor ted  by NIH g r a n t s  AM19286 and AM05745 

NEUROENDOCRINE EVALUATION OF A PATIENT WITH KEARNS- 
SAYRE SYNDROME (KSS). Sharon L Mab Maril  n L.  

Lawrence-; h o l l e g f  
and B i r t h  D e f e c t s  I n s t i t u t e ,  New York 

S t a t e  Department o f  H e a l t h ,  Albany, New York. 
I n  Kearns-Sayre Syndrome (KSS) ( p r o g r e s s i v e  e x t e r n a l  o p h t h a l -  

moplegia ,  pigmentary r e t i n a l  d e g e n e r a t i o n ,  and h e a r t  b l o c k )  t h e  
growth f a i l u r e  and de layed  sexual  m a t u r a t i o n  have n o t  p r e v i o u s l y  
been s t u d i e d  i n  d e t a i l .  We i n v e s t i g a t e d  a 1 5 5  y e a r  o l d  boy w i t h  
KSS. A CAT scan  r e v e a l e d  l o s s  of t h e  basa l  g a n g l i a  and of cere- 
b e l l a r  w h i t e  m a t t e r .  His bone a g e  was 10 y e a r s .  An OGTT was ab- 
normal a t  120  and 180 minutes  (161 and 164 mg/dl r e s p e c t i v e l y ) .  
The IV GTT was normal:  K v a l u e  2.31.  Thyroid f u n c t i o n  was normal 
i n  t h e  basa l  s t a t e ;  f o l l o w i n g  TRH, t h e  TSH and p r o l a c t i n  respon-  
s e s w e r e n o r m a l ,  b u t  t h e  T r  had n o t  i n c r e a s e d  by 90 m i n u t e s .  The 
growth hormone r e s p o n s e  was normal t o  both  i n s u l i n  and g lucagon.  
The plasma c o r t i s o l  and ACTH showed normal d i u r n a l  v a r i a t i o n ;  
a f t e r  r e l e a s e  from metapyrone b lock ,  n e i t h e r  t h e  plasma c o r t i s o l  
nor  t h e  17-OH e x c r e t i o n  i n c r e a s e d  a p p r o p r i a t e l y ,  a l t h o u g h  t h e  
4CTH r e s p o n s e  was normal.  The L H ,  FSH and t e s t o s t e r o n e  were nor-  
m 1  f o r  h i s  B A ;  f o l l o w i n g  t h r e e  days  o f  h igh  d o s e  H C G ,  t h e  tes- 
tosterone d i d  n o t  i n c r e a s e .  After w a t e r  d e p r i v a t i o n ,  t h e  u r i n a r y  
Jsmolal  i t y  was 1011 mosm/kg. 

Thus i n  o u r  p a t i e n t  w i t h  KSS t h e r e  i s  e v i d e n c e  t o  s u g g e s t  lacb 
3f f u n c t i o n a l  r e s e r v e  o r  end organ  u n r e s p o n s i v e n e s s  o f  t h e  thy-  
r o i d ,  a d r e n a l  and tes t is ;  h y p o t h a l a m i c - p i t u i t a r y  f u n c t i o n  appears  
:o be i n t a c t  t o  p r o v o c a t i v e  s t i m u l i  . 
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