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Hemolysis assoc ia ted w i t h  l i v e r  disease may be p a r t l y  
induced by b i l e  ac ids  ( B A ) .  Since i t  occurs a t  concent ra t ions  
below BA C K ' s ,  i t  i s  probably n o t  e n t i r e l y  due t o  RBC membrane 
s o l u b i l i z a t i o n .  We s tud ied  T e  hemolyt ic e f f e c t  o f  two 
cy to tox i c  (1  i t h o c h o l i c  a c i d  s u l f a t e  and glucuronide (LCS, 
LCG) ) , and two non-cytotoxic ( t a u r o l  i t hocho l  i c  a c i d  s u l f a t e  and 
t au rocho l i c  a c i d  (TLCS, TC)) BA's on human RBC's (0.75 U M  BA, 
HEPES b u f f e r ,  pH 7.4, 370). LCS and LCG increased hemolysis 
over con t ro l s  by 200-500%; TLCS and TC had no s i g n i f i c a n t  
e f f e c t .  Presence o f  calc ium (Ca) che la to r  EDTA reduced 
hemolysis by LCS by one-half, and completely blocked 
LCG-induced hemolysis. 4 5 ~ a  uptake by RBC's exposed t o  LCS 
increased 40 x over cont ro ls ,  and f u r t h e r  increased 3 - f o l d  by 
the  a d d i t i o n  o f  Stelazine, 1 pM, a known i n h i b i t o r  o f  RBC Ca 
e f f l u x .  Ne i t he r  TC nor Ste laz ine  alone a f f ec ted  uptake. 
Conclusions: ( 1 )  LCS and LCG have a se lec t i ve  hemoly t ic  e f f e c t  
n o t  exh ib i t ed  by TLCS and TC; ( 2 )  t h i s  hemolysis i s  prevented 
by EDTA and i s  associated w i t h  4 5 ~ a  uptake. Working 
hypotheses: ( 1 )  I n  v iew o f  the  known r e l a t i o n s  between c e l l  
t o x i c i t y  and Ca uptake, BA-induced hemolysis may be Ca 
mediated; (2 ) cy to tox i c  BA' s may generate Ca-permeating 
channels, as has been shown f o r  BA-exposed black l i p i d  f i lms ;  
( 3 )  R E ' S  may prove a r e a d i l y  ava i l ab l e  and e a s i l y  manipulated 
model f o r  t he  study o f  BA-cell i n t e rac t i ons .  
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I n  a d u l t s ,  plasma immunoreact ive i n s u l i n  ( I R I )  r e s p o n s e  t o  

o r a l  g l u c o s e  is  enhanced by hormones o f  t h e  e n t e r o i n s u l a r  a x i s ,  
p rov ided  a n  inc rement  plasma g l u c o s e  (APG) o f  >20 mgld l  occurs .  
P r e v i o u s l y  we f a i l e d  t o  demons t ra te  a  g a s t r o i n t e s t i n a l l y  (GI) en- 
hanced i n s u l i n  r e s p o n s e  i n  newborns (J. Peds 91:783) i n f u s e d  wi th  
g l u c o s e  a t  12  mg/kg.min. However, t h e  PG r a r e l y  r a i s e d  t o  l e v e l s  
above 100 mg/dl. The purpose  o f  t h e  p r e s e n t  s t u d y  i s  t o  re -  
e v a l u a t e  t h e  I R I  r e s p o n s e  t o  o r o g a s t r i c  (OG) v s  i n t r a v e n o u s l y  (IV) 
i n f u s e d  g l u c o s e  i n t o  newborn i n f a n t s  w i t h  i n f u s i o n  r a t e s  a iming  
t o  a c h i e v e  comparable e l e v a t i o n s  o f  PG l e v e l s .  At a g e  36-90 
h r s ,  a f t e r  4  h r  f a s t ,  19  t e r m  i n f a n t s ,  p a i r e d  by b i r t h w e i g h t  ca t -  
e g o r i e s  o f  a p p r o p r i a t e , s m a l l  o r  l a r g e  f o r  g e s t a t i o n a l  age ,  were  
i n f u s e d  w i t h  g l u c o s e  a t  1 6  mg/kg.min OG (n=10) o r  8  mg/kg.min IV 
(n=9) f o r  2  h r s .  S e r i a l  b lood  samples  f o r  PG and I R I  were  ob- 
t a i n e d  a t  15-30 min i n t e r v a l s  f o r  3  h r .  Peak PG were  107521 mg/dl 
(M+ S.D.) a t  30-90 min o f  IV and 1 1 4 5 7  mg/dl  a t  60-120 min o f  
 infusion, w h i l e  peak I R I  were 18+9 uU/ml (IV) v s  42217 uU/ml 
(OG)(p<0.001) a t  30-90 min and 90-150 min r e s p e c t i v e l y .  APG were  
50+19 mg/dl  i n  t h e  IV and 52+17 mg/dl  i n  t h e  OG i n f u s i o n  groups.  
s i m i l a r  p a t t e r n s  o f  r e s p o n s e s  o c c u r r e d  i n  a l l  we igh t  c a t e g o r i e s .  
Concl:  1 )  The newborn h a s  a n  enhanced i n s u l i n  r e s p o n s e  t o  GI 
i n f u s e d  g l u c o s e ,  s u g g e s t i n g  t h e  p r e s e n c e  of  a  f u n c t i o n a l  e n t e r o -  
i n s u l a r  a x i s ,  2 )  T h i s  enhanced i n s u l i n  response  w i l l  o n l y  o c c u r  
w i t h  an a d e q u a t e  inc rement  of  plasma g lucose .  
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D i l a t a t i o n  of  p e d i a t r i c  e sophagea l  s t r i c t u r e s  h a s  u s u a l l y  
been  performed i n  t h e  h o s p i t a l  d u r i n g  g e n e r a l  a n e s t h e s i a .  Over a  
four -year  p e r i o d ,  we performed 211 d i l a t a t i o n s  i n  13  p e d i a t r i c  
p a t i e n t s  ( a g e s  15mo-14yr, median 3 y r )  i n  t h e  o u t p a t i e n t  d e p a r t -  
ment w i t h o u t  a n e s t h e s i a ;  72% were performed w i t h o u t  any  seda-  
t i o n .  S t r i c t u r e s '  e t i o l o g i e s  were s imple  p e p t i c  ( 2 ) ,  a n a s t o m o t i c  
a f t e r  e sophagea l  a t r e s i a  r e p a i r  ( 5 ) ,  anas tomot ic  a f t e r  s t r i c t u r e  
r e s e c t i o n  o r  co lon  i n t e r p o s i t i o n  ( 3 ) ,  and undetermined (due t o  
n a s o g a s t r i c  t u b e ,  c h r o n i c  vomi t ing ,  o r  chemotherapy,  2 ) .  In- 
c r e a s e s  i n  e s o p h a g e a l  lumen d iamete r  ( t o  a t  l e a s t  36Fr i n  12 
p a t i e n t s ,  40Fr i n  6 )  and i n  t o l e r a n c e  of food b o l u s e s  o c c u r r e d  
i n  a l l  of  t h e  c h i l d r e n .  Growth a c c e l e r a t e d  i n  5/10 who were 
below t h e  lOZi le  and remained p a r a l l e l  t o  t h e  curve  i n  5/10.  S i x  
s t r i c t u r e s  a r e  r e s o l v e d  ( a f t e r  4-27 p rocedures  over  4-24mo); 
f o u r  r e q u i r e  d i l a t a t i o n  twice -year ly  ( a f t e r  3-13 d i l a t a t i o n s  
o v e r  10-291110); and t h r e e  s t i l l  undergo d i l a t a t i o n  a t  i n t e r v a l s  
l e s s  than  f i v e  months ( a f t e r  11-62 v i s i t s  over  2-33mo). D i l a t a -  
t i o n  w i t h o u t  a n e s t h e s i a  o r  s e d a t i o n  was p r e f e r r e d  by a l l  of t h e  
p a r e n t s  and by t h o s e  c h i l d r e n  o l d  enough t o  e x p r e s s  a  p r e f e r -  
ence.  Es t imated  r e d u c t i o n  of medica l  c o s t s  by more t h a n  $100,000 
were r e a l i z e d .  No e p i s o d e  of p e r f o r a t i o n ,  s i g n i f i c a n t  hemor- 
r h a g e ,  documentable a s p i r a t i o n ,  o r  n e u r o l o g i c  c o m p l i c a t i o n  
occur red .  O u t p a t i e n t  d i l a t a t i o n  w i t h o u t  a n e s t h e s i a  is an e f f e c -  
t i v e  method of t r e a t i n g  esophagea l  s t r i c t u r e s  i n  c h i l d r e n .  
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T h i s  p r o s p e c t i v e l y  des igned  s t u d y  was done t o  e v a l u a t e  growth 
o f  133 h e a l t h y  f u l l - t e r m  i n f a n t s  who r e c e i v e d  b r e a s t  mi lk  (B) o r  
i n f a n t  formula ( F )  a s  e s s e n t i a l l y  t h e  o n l y  s o u r c e  o f  c a l o r i e s  
d u r i n g  t h e  f i r s t  6  months o f  l i f e  and who were fo l lowed  through 
a g e  9  months. By a n a l y s i s  o f  v a r i a n c e ,  b o t h  s e x  and f e e d i n g  had 
s i g n i f i c a n t  e f f e c t  on g a i n s  i n  l e n g t h  and weigh t  ( p 4  0 . 0 1 ) .  
Weight-for-age c e n t i l e s  (WAC) and l eng th- fo r -age  c e n t i l e s  (LAC) 
were computed u s i n g  NCHS r e f e r e n c e  d a t a  and a r e  summarized f o r  B 
and F  i n f a n t s  by age  (mos):  

B i r t h  3  6  - - - 9  - 
WAC 

R 48.9 53.3 34.4 25.8 
F  50.2 57 .3  46 .8  48.2 

LAC 
R 43 .1  47.9 38.7 34.4 
F  45.6 54.4 50 .3  49.3 

NCHS r e f e r e n c e  d a t a ,  based p r i n c i p a l l y  on formula-fed i n f a n t s  
who r e c e i v e d  s o l i d  foods i n  t h e  e a r l y  weeks o f  l i f e ,  may n o t  
b e  e n t i r e l y  a p p r o p r i a t e  t o  e v a l u a t e  growth o f  t o d a y ' s  i n f a n t s  
b r e a s t - f e d  a c c o r d i n g  t o  c u r r e n t  recommendations.  
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Imnunologic mechanisms a re  be l i eved  t o  p l a y  an impor tant  r o l e  
i n  H e p a t i t i s  B sur face ant igen (HBsAg) negat ive  CAH. We i n v e s t i -  
gated immune f unc t i ons  i n  5 females aged 10-15 years who had 
biopsy proven diagnosis o f  CAH w i t h  o r  w i t hou t  c i r r h o s i s .  A t  the  
t ime of study, a l l  pa t i en t s  were on therapy cons i s t i ng  o f  Pred- 
nisone alone o r  i n  combinat ion w i t h  6 MP o r  Azath iopr ine .  Enum- 
e r a t i o n  o f  t o t a l  T c e l l s  and T c e l l  subsets us ing  Ortho 
monoclonal an t ibod ies  OKT3, T4, T8 and TI1  were w i t h i n  normal 
ranges i n  414 p a t i e n t s  tes ted.  P r o l i f e r a t i v e  responses of lympho 
cy tes  t o  mitogens phytohemagglut in in,  concanaval in A and poke- 
weed were normal i n  a l l .  D i f f e r e n t i a t i o n  o f '  B lymphocytes i n t o  
immunoglobulin secre t ing  c e l l s  i n  response t o  po l yc l ona l  s t i m u l i  
pokeweed mi togen (T-dependent) , Epste in  Bar r  v i r u s  (T-indepen- 
dent )  and t o  S. aureus Cowan 1 s t r a i n  (SAC), a se l ec t i ve  B c e l l  
mitogen which requ i r es  T c e l l  he lp  f o r  B c e l l  d i f f e r e n t i a t i o n  
were severely depressed i n  415 pa t i en t s .  Spec i f i c  a n t i  body r e -  
sponses i n  an ant igen s p e c i f i c  assay system were a l so  depressed 
i n  these same pa t i en t s .  Dysfunct ion o f  B c e l l s  i n  v i t r o  might  
r e s u l t  f rom a pauc i ty  o f  r e s t i n g  B c e l l s  i n  p e r z h G a T c i r c u -  
l a t i o n  consequent t o  h y p e r a c t i v i t y  o f  B c e l l s  i n  v i v o  which i s  
manifested as hyper ammaglobul jnemia i n  t h i s  d isorder :  Ir) CAH, 
f n ~ t i o n a l  ssays,o? B c e l l s  mi h t  be more s n s i t i v e  g d ~ c a t o r s  
o f  ~mmune age r ra t l on  tha? p r e v ~ % u s l y  repor tes  abnorma!ities of 
T c e l l  subsets and f unc t i on .  
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