
ADOLESCENT MEDICINE 
FAMILIES O F  ADOLESCENTS WITH INFLAMMATORY BOW 
DISEASE:A DEMOGRAPHIC ANALYSIS.Horve Aiges, k s e p l  m, Mervin Silverberg, Fredric Daum, D e : . P e d . N ~  

Shore Univ. Hosp.,Monhosset, N . Y . , b r n e l l  Univ.Medicol Col. ,NY, NY 
Previous epidemiologic doto suggest there ore  demogrophic chorocter- 

istics of fomilies which certoin individuals a t  higher risk for inflom- 
motory bowel disease (IBD). To def ine  these features in on odolescmt  
population, porents of 79 patients with IBD (44 with ulcerative colitis(UC) 
35 with Crohn's diseose (CD)) answered questionnaires about the  fomily 
constellation, and socioeconomic and medical status. These potients of 
whom 660hwere mole and 5 %  were non-white, were compared with 64 age 
and sex motched controls. N o  positive correlation was opporent with the 
porents' educotionol level or  socioeconomic stotus,residential location 
(urban vs. suburban),or with the a g e  ronk of the  patient among his or her 
siblings. Family history of gostrointestinol diseose other than IBD was simi- 
lor in the  two groups,os was the incidence of intestinal corcinoma.Howeve 
2056 of potients with IBD hod o relotive(s) with either UC or CD,compared 
to only 3% of controls (p4.05).  Of the 79 potients with IBD, 62% were 
Jewish, compared to o Jewish population of only 33% in the  control group 
(p <.001).These doto suggest that  Jewish adolescents, ond in porticulor 
those with relatives with IBD, ore  o t  higher risk for developing either UC 
or CD.There is no ev idence  h o t  p lace  of residence, parent01 educotion,  
socioeconomic stotus, fomily ronk or fomiliol occurrence of other forms of 
GI disease contribute to an  increased risk of IBD. 
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I Commonly, e s t r o g e n  therapy i n  p a t i e n t s  w i t h  XO gonadaldysgene  1 
s i s  h a s  been d e f e r r e d  u n t i l  1 5  y r s  o r  l a t e r ;  i t  h a s  been i n f e r r e  
t h a t  t r e a t m e n t  w i t h  e s t r o g e n  a t  an  e a r l i e r  age  l e a d s  t o  r a p i d  
s k e l e t a l  m a t u r a t i o n  and a lower a d u l t  h e i g h t .  I n  o r d e r  t o  examin 
t h i s  h y p o t h e s i s ,  we s t u d i e d  t h e  e f f e c t  of "low dose" e a r l y  conju  
g a t e d  e s t r o g e n  therapy on peak h e i g l ~ t  v e l o c i t y ,  bone a g e ,  and 
h e i g h t .  Seventeen  p a t i e n t s  (Group I ) ,  1 1  w i t h  a 45,X karyotype  a 
6 w i t h  X chromosome mosaicism were g iven  0.3mg o f  c o n j u g a t e d  e s -  
t r o g e n s  d a i l y  s t a r t i n g  a t  a mean age  of 13 .4  y r s .  I n  compar ison ,  
5 p a t i e n t s  (Group 11) were t r e a t e d  w i t h  1.25mg of conjugated  es -  
t r o g e n s  a t  a mean age  o f  1 5 . 5  y r s .  I n  a d d i t i o n ,  growth was s tudi f  
n 3 p a t i e n t s  (Group 111) w i t h  k a r y o t y p i c  ev idence  of a 45.X c e l  
i n e ,  s h o r t  s t a t u r e  and normal gonadal f u n c t i o n  a t  p u b e r t y .  

The mean I l e i g l ~ t  v e l o c i t y  i n  Group I p r i o r  t o  t h e r a p y  was 2.7cr 
r and p o s t - i n i t i a l  e s t r o g e n  therapy was 5.2 cm/yr (p=.0002) ;  t h  
o r r e s p o n d i n g  v e l o c i t i e s  f o r  Group I 1  were 2 .4  and 4.4 cm/yr,  r e  
p e c t i v e l v  ( p > O . 5 ) .  The mean l a s t  measured h e i g h t  i n  Group I was 
4 1 . 6  cm (135.4-145.R).  The f i n a l  h e i g h t  i n  Group I 1  was 143.3  c 
136.9-150).  and i n  Croup I 1 1  135.8  cm (133.5-139).  There  was no 
i g n i f i c a n t  d i f f e r e n c e  between t h e s e  3 groups  ( p > 0 . 1 ) .  These d a t  
ugges t  t h a t  low dose  e a r l y  e s t r o g e n  t h e r a p y  promotes secondary  
e x u a l  development and s t i m u l a t e s  a growth s p u r t  w i t h o u t  i n o r d i n  
t e  s k e l e t a l  m a t u r a t i o n  o r  a r e d u c t i o n  i n  f i n a l  h e i g h t .  Thus,  we 
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We have p r e v i o u s l y  shown t h a t  s e v e r e  growth r e t a r d a t i o n  in 

s i c k l e  c e l l  d i s e a s e  i s  f r e q u e n t l y  a s s o c i a t e d  w i t h  primary go- 
nadal hypofunct ion  and/or hCH d e f i c i e n c y .  The p r e s e n t  s t u d y  war 
under taken  t o  de termine  t h e  p r e v a l e n c e  of  growth r e t a r d a t i o n ,  
r e t a r d e d  s k e l e t a l  m a t u r a t i o n  and de layed  puber ty  in an ambula- 
t o r y  c l i n i c  p o p u l a t i o n :  s i n g l e  d e t e r m i n a t i o n s  of  weight  a g e ,  
h e i g h t  a g e ,  s k e l e t a l  age and p u b e r t a l  development (when appro-  
p r i a t e )  were made in 105 boys and g i r l s  w i t h  hornozygous s i c k l e  
c e l l  d i s e a s e  ( a g e  range 5-17 y r ) .  Weight age  was r e t a r d e d  > 2  S[ 
in 10% and h e i g h t  a g e  was r e t a r d e d  >2 SD in 20% (compared t o  
s t a n d a r d s  f o r  North American Negro c h i l d r e n  of  s i m i l a r  s o c i o -  
economic g r o u p s ) ;  s k e l e t a l  age  was r e t a r d e d  ,2 SD in 30% (com- 
pared t o  s t a n d a r d s  of  G r u e l i c h  and P y l e ) .  S k e l e t a l  m a t u r a t i o n  
was r e t a r d e d  in 72% o f  t h e  g i r l s  (p.:0.005) and 502 of  t h e  boys 
(psO.O1) w i t h  r e t a r d e d  h e i g h t  a g e ;  56% (9 /16)  o f  t h e  a d o l e s -  
c e n t s  had de layed  puber ty .which  was a s s o c i a t e d  w i t h  r e t a r d e d  
bone age  in 9 / 9 , r e t a r d e d  h e i g h t  a g e  in 7/9 and r e t a r d e d  weight 
age  in 7/9.  Of t h e  7/16 a d o l e s c e n t s  w i t h  normal p u b e r t a l  de- 
velopment,  5 /7  had normal h e i g h t  age  and 6 /7  had normal weight  
age  and s k e l e t a l  m a t u r a t i o n .  

Ile conclude  t h a t  a s i g n i f i c a n t  p r o p o r t i o n  of c h i l d r e n  w i t h  
s i c k l e  c e l l  d i s e a s e  have r e t a r d e d  growth, s k e l e t a l  m a t u r a t i o n ,  
and p u b e r t a l  development.  
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I s o m e t r i c  (ISO) and dynamic (DYN) e x e r c i s e  s t r e s s  t e s t s  were 
performed on 91  h y p e r t e n s i v e  and 42 normotens ive  c o n t r o l  sub-  
j e c t s  14-17 y e a r s  o l d .  The h y p e r t e n s i v e s  had r e s t i n g  s y s t o l i c  
o r  d i a s t o l i c  p r e s s u r e s  p e r s i s t e n t l y  5 9 5 t h  p e r c e n t i l e .  Blood 
p r c s s u r e  and Frank VCG were r e c o r d e d  d u r i n g  IS0  h a n d g r i p  (25% o f  
maximum e f f o r t  f o r  4 minutes)  and b i c y c l e  e rgometry  u n t i l  t h e  
s u b j e c t  was e x h a u s t e d .  A t  peak DYN e x e r c i s e ,  h e a r t  r a t e s  a v e r -  
aged 191i12  (SD) bpm, and oxygen consumption 34'10 cc /min/kg ,  
i n d i c a t i n g  near-maximal per formance  was a c h i e v e d  i n  most sub-  
j e c t s .  In  t h e  h y p e r t e n s i v e s ,  b lood p r e s s u r e s  (mm Hg) averaged  
133?11/77'9 a t  r e s t ,  148'13/92!12 d u r i n g  IS0 s t r e s s ,  and 186'21/ 
68'21 d u r i n g  peak D Y N  s t r e s s .  I n  c o n t r o l s ,  p r e s s u r e s  averaged  
110+7/62?12 a t  r e s t ,  129?11/81?8 d u r i n g  IS0  s t r e s s ,  and 166?1B/ 
63'14 d u r i n g  peak DYN s t r e s s .  During DYN s t r e s s ,  34% o f  t h e  hy- 
p e r t e n s i v e s  and 5 %  o f  t h e  c o n t r o l s  had s y s t o l i c  p r e s s u r e s  1 2 0 0 ,  
iowever,  o n l y  1 h y p e r t e n s i v e  exceeded 220. During IS0  s t r e s s ,  
8 %  o f  t h e  h y p e r t e n s i v e s  and none o f  t h e  c o n t r o l s  had d i a s t o l i c  
p r e s s u r e s  L l l n ;  o n l y  1 h y p e r t e n s i v e  exceeded 121). No a d o l e s c e n t  
developed c a r d i o v a s c u l a r  symptoms, a r r h y t h m i a s ,  o r  ST segment 
d isp lacement  g r e a t e r  t h a n  1 mm. I n  view o f  t h e s e  f i n d i n g s ,  we 
f e e l  h y p e r t e n s i v e  a d o l e s c e n t s  s h o u l d  not  b e  r e s t r i c t e d  i n  t h e i r  
3 h y s i c a l  a c t i v i t i e s  u n l e s s  abnormal c a r d i o v a s c u l a r  changes have  
Ieen demonst ra ted  d u r i n g  e x e r c i s e  s t r e s s  t e s t i n g .  

- 
SERUM 25-HYDROXNITAMIN D (250HD) LEVELS I N  CHILDREN 
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P a t i e n t s  w i t h  IBD have  a b n o r m a l i t i e s  i n  bone growth  and 
m i n e r a l i z a t i o n .  Malabsorp t ion  and  d r u g  t r e a t m e n t  may a f f e c t  c a l -  
cium and v i t a m i n  D homeostas i s .  53  p a t i e n t s  w i t h  IBD were e v a l -  
u a t e d  f o r  a b n o r m a l i t i e s  i n  m i n e r a l  metabol i sm.  D i a g n o s i s ,  e x t e n t  
of involvement ,  and a c t i v i t y  of  d i s e a s e  were de termined  by 
c l i n i c a l ,  x r a y ,  endoscopic ,  and b i o p s y  d a t a .  17  had u l c e r a t i v e  
c o l i t i s  (UC); 36 had r e g i o n a l  e n t e r i t i s  (RE) w i t h  d i s e a s e  con- 
f i n e d  t o  t h e  c o l o n  i n  o n l y  f o u r .  A l l  p a t i e n t s  had normal serum 
l e v e l s  of  t o t a l  ca lc ium,  i n o r g a n i c  phosphorus,  a l k a l i n e  phospha- 
t a s e ,  and t r a n s a m i n a s e s .  Serum 250HD l e v e l  i n  nglml  (mean f 
I S P I )  f o r  a l l  p a t i e n t s  w i t h  UC was 24.8 f 1.2  (normal 15-35). 
The l e v e l s  of 250HD i n  UC p a t i e n t s  w i t h  more s e v e r e  d i s e a s e  andl 
o r  s t e r o i d  t r e a t m e n t  d i d  n o t  d i f f e r  from t h o s e  i n  r e m i s s i o n .  I n  
c o n t r a s t ,  p a t i e n t s  w i t h  RE of  modera te  a c t i v i t y  had a mean s e r m  
250HD l e v e l  (14.4 + 2.6)  which was s i g n i f i c a n t l y  d i f f e r e n t  from 
RE p a t i e n t s  i n  r e m i s s i o n  (25.0 t 1.7 .  p<0.01) o r  w i t h  m i l d  
d i s e a s e  (23.9 + 3.0,  p<0.01) .  RE p a t i e n t s  b e i n g  t r e a t e d  w i t h  
s t e r o i d s  had a mean l e v e l  of 250HD (18.6 i 3.1)  s i g n i f i c a n t l y  
lower  t h a n  p a t i e n t s  b e i n g  t r e a t e d  w i t h  a z u l f a d i n e  a l o n e  (25 .3  i 
2.1,  p<0.05).  

These d a t a  i n d i c a t e  t h a t  IBD of t h e  c o l o n  d o e s  n o t  a f f e c t  
sis; w i t h  whereas  low s i g n i f i c a n t  s m a l l  bowel i n v o l v e -  
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P o s t e l l o n ,  A l a n  G. Kenien ,  and Thomas P.  Foley ,  Jr. 

School  o f  Medic ine ,  C h i l d r e n ' s  I 
H o s p i t a l  bf  P i t t s b u r g h ,  Dept.  o f  P e d i a t r i c s ,  P i t t s b u r g h ,  Pa.  

S i x  boys w i t h  CD r a n g i n g  i n  a g e  from 1 4  5 /12  t o  16 2/12 y r s .  
were e v a l u a t e d  w i t h  measurements o f  24 h r .  i n t e g r a t e d  concen- 
t r a t i o n s  (IC) o f  IH, T,  and a n d r o s t e n e d i o n e  (A),  t h e  LH and FSH 
r e s p o n s e  t o  IH-RH, and growth hormone (GH) c o n c e n t r a t i o n  fo l low-  
i n g  a r g i n i n e - i n s u l i n  (AITT). Each boy was t r e a t e d  w i t h  3 
monthly i n j e c t i o n s  of  200 mg T e n a n t h a t e  and t h e  same s t u d i e s  
were r e p e a t e d  2 months a f t e r  t h e  l a s t  i n j e c t i o n  o f  T. 

The mean growth r a t e  was 3.75 cm15 no .  and t h e r e  was no 
s i g n i f i c a n t  i n c r e a s e  i n  bone  a g e .  A l l  boys  had a p r o g r e s s i o n  
i n  s e x u a l  development t o  Tanner  S t a g e  I1 o r  I11 w i t h  appro-  
p r i a t e  i n c r e a s e  i n  t e s t i c u l a r  volume. FoJlowing T t h e r a p y ,  a l l  
boys had s i g n i f i c a n t  i n c r e a s e  (p  < .01) i n  t h e  IC o f  LH, t e s t o s -  
t e r o n e  and A, e s p e c i a l l y  t h e  n o c t u r n a l  IC LH. There  was n o  
s i g n i f i c a n t  d i f f e r e n c e  i n  t h e  IC GH. A f t e r  T t h e r a p y ,  a l l  boys 
had s i g n i f i c a n t l y  i n c r e a s e d  c o n c e n t r a t i o n s  o f  LH and FSH fo l low-  
i n g  LH-RH (p  < .01) .  There  was n o  s i g n i f i c a n t  d i f f e r e n c e  i n  GH 
c o n c e n t r a t i o n s  d u r i n g  AIlT f o l l o w i n g  T t h e r a p y .  

I n  t h e  8 months f o l l o w i n g  T t h e r a p y ,  5 o f  6 boys  h a v e  con- 
t i n u e d  t h e i r  p u b e r t a l  m a t u r a t i o n  and i n c r e a s e d  s t a t u r a l  growth  
w i t h  a p p r o p r i a t e  s k e l e t a l  m a t u r a t i o n .  One boy h a s  n o t  had t h e  
expected  p u b e r t a l  p r o g r e s s i o n .  F u r t h e r  l o n g i t u d i n a l  s t u d i e s  a r e  
needed b u t  s m a l l  d o s e s  o f  T may b e  s a f e  and b e n e f i c i a l  i n  t h e  
t r e a t m e n t  o f  CD. 
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