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W i th  r e s p e c t  t o  i t s  f r equency  and s e v e r i t y ,  
b i l i a r y  a t r e s i a  i s  t h e  f i r s t  cause o f  neona ta l  
c h o l e s t a s i s .  I t s  spontaneous p rognos i s ,  a lways 
l e t h a l ,  has been improved by  K a s a i ' s  procedure ,  
a l l o w i n g  f o r  b i l e  f l o w  r e s t o r a t i o n  i n  two t h i r d s  
o f  cases and d isappearance o f  j a u n d i c e  i n  one t h i r d  
o f  cases. However, even when e v o l u t i o n  i s  i n i t i a l l y  
f avou rab le ,  c o m p l i c a t i o n s  o c c u r  o f t e n  ( b a c t e r i a l  
c h o l a n g i t i s ,  p o r t a l  hype r tens ion ,  secondary  
reappearance of  j a u n d i c e ) ,  p r o b a b l y  because 
e x t r a h e p a t i c  b i  1  i a r y  a t r e s i a  i s  a  d i sease  conce rn ing  
a l s o  i n t r a h e p a t i c  b i l i a r y  duc ts .  

Treatment of postoperative cholangitic episodes. 

I n  a  s e r i e s  o f  129 i n f a n t s  ope ra ted  on f o r  
b i l i a r y  a t r e s i a  w i t h  p o s t o p e r a t i v e  b i l e  f l o w  
r e s t o r a t i o n ,  c h o l a n g i t i s  neve r  o c c u r r e d  i n  28 who 
underwent hepatopor tocho lecystos tomy.  F o r t y - s i x  
o f  t h e  101 i n f a n t s  who underwent 
hepa topo r to -en te ros tomy  had a  t o t a l  o f  105 
c h o l a n g i t i c  ep isodes ( range  1 t o  8  ep i sodes  p e r  
c h i l d ) .  E s c h e r i c h i a  c o l i  was found  i n  50% o f  t h e  
1 s t  and 2nd ep isodes f r o m  b l o o d  (51 )  o r  l i v e r  (32 )  
c u l t u r e s .  C h i l d r e n  were i n i t i a l l y  g i v e n  I V  
a n t i b i o t i c s  w i t h  s p e c i f i c  b i l i a r y  e x c r e t i o n  
( c e f o t a x i m e  and am inog l ycos ides ) .  T h i s  i n i t i a l  
c h o i c e  was r e p l a c e d  s e c o n d a r i l y  a c c o r d i n g  t o  t h e  
b a c t e r i c i d i c  s t u d i e s .  

Long-term cou rse  was r e l a t e d  t o  t h e  p r o g r e s s i v e  
d e s t r u c t i o n  o f  i n t r a h e p a t i c  b i l e  d u c t s  (IHBD) 
secondary  t o  t h e  number and s e v e r i t y  o f  c h o l a n g i t i c  
ep isodes.  F i v e  y e a r s  a f t e r  su rge ry ,  o n l y  25% o f  
c h i l d r e n  were a l i v e ,  a l l  o f  them p r e s e n t i n g  w i t h  
b i l i a r y  c i r r h o s i s  and p o r t a l  hype r tens ion .  Ten 
y e a r s  a f t e r  su rge ry ,  t h i s  pe rcen tage  was a lmos t  
i d e n t i c a l  b u t  o n l y  2 1  c h i l d r e n  had normal b l o o d  
b i l i r u b i n  l e v e l s .  T h i s  means t h a t  about  75% o f  
c h i l d r e n  w i t h  b i l  i a r y  a t r e s i a  a r e  p o t e n t i a l  
cand ida tes  f o r  l i v e r  t r a n s p l a n t a t i o n  a t  d i f f e r e n t  
ages, t h e  e a r l i e s t  b e i n g  about  1 y e a r .  

Medical treatment for potential candidates for 
liver transplantation. 

Four  med ica l  problems have t o  be r e s o l v e d .  

1. F a t - s o l u b l e  v i t a m i n  supp lemen ta t i on ,  wh ich  
has t o  be g i v e n  p a r e n t e r a l l y .  

2. P r e v e n t i o n  and c o r r e c t i o n  o f  t h e  n u t r i t i o n a l  
consequences o f  c h r o n i c  c h o l e s t a s i s .  C a l o r i c  s u p p l y  
i s  t h e  main  t a r g e t .  W i th  b i l i a r y  s a l t s  l a c k i n g  
i n  i n t e s t i n a l  lumen, medium-chain t r i g l y c e r i d e s  
a r e  t h e  l i p i d s  b e s t  absorbed. Noc tu rna l  e n t e r a l  
f e e d i n g  i s  f r e q u e n t l y  necessary ,  e s p e c i a l l y  d u r i n g  
t h e  few months b e f o r e  l i v e r  t r a n s p l a n t a t i o n .  
P a r e n t e r a l  n u t r i t i o n  i s  sometimes t h e  o n l y  way 
a b l e  t o  c o r r e c t  severe  m a l n u t r i t i o n .  

3. P r e v e n t i o n  o f  G - I  b l e e d i n g  r e l a t e d  t o  p o r t a l  
hype r tens ion :  s u r g i c a l  p o r t o s y s t e m i c  s h u n t i n g  i s  
c o n t r a - i n d i c a t e d  i n  a l l  p o t e n t i a l  cand ida tes  f o r  
l i v e r  t r a n s p l a n t a t i o n .  Endoscopic s c l e r o t h e r a p y ,  
p r o p r a n o l o l  t r e a t m e n t  and a v o i d i n g  a l l  a c e t y l  
s a l i c y l i c  a c i d  c o n t a i n i n g  d rugs  a r e  t h e  e s s e n t i a l  

combined p r e v e n t i v e  measures. 

4. A l a r g e  program o f  b a c t e r i a l  and v i r a l  
immun iza t i ons  has t o  be per formed and r e g u l a r l y  
c o n t r o l l e d  by  s p e c i f i c  a n t i b o d i e s  resea rch .  

So, t h e  b e s t  c o n d i t i o n s  f o r  t h e  success o f  
l i v e r  t r a n s p l a n t a t i o n  a r e  ob ta ined .  I n  a l l  g roups 
wor ld -w ide ,  b i l i a r y  a t r e s i a  r e p r e s e n t s  now 60 % 
o f  t h e  i n d i c a t i o n s  f o r  1  i v e r  t r a n s p l a n t a t i o n  i n  
c h i l d r e n .  
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In vitro erythropoiesis is governed by the 
combined action of burst promoting activity (BPA) 
and erythropoietin (EPO). Of the five purified 
recombinant human HGFs, both IL-3 and GMCSF have 
BPA activity, but neither induce erythropoiesis in 
the absence of EPO. Studies of in vitro 
hematopoiesis in serum free conditions reveal that 
a subset of normal marrow erythroid progenitors 
respond to erythropoietin alone to form 
recognizeable erythroid colonies. The remaining 
fraction requires both BPA and EPO. The same is 
true of monocyto- and granulocyto-poiesis. Neither 
IL-3 nor GMCSF induce granulocyte or macrophage 
colony formation from progenitors when they are 
added to cultures in low concentrations. But, when 
either G- or MCSF are added, colony formation 
flourishes. G- or MCSF themselves have little 
effect on colony formation. The source of growth 
factor production has been explored using strains 
and lines of marrow stromal cells including 
fibroblasts and endothelial cells as well as 
lymphocytes. The cells and the HGF RNA's have been 
probed using northern blot and in situ 
hybridization techniques. The results show that 
GMCSF can be induced by IL-1 or TNF treatment of 
fibroblasts and endothelial cells, by LPS 
stimulation of monocytes, as well as by antigen 
stimulation of T cells. But IL-3 MRNA is produced 
only in T cells and perhaps in NK cells. Less than 
5% of T cells are capable of production of either 
IL-3 or GMCSF expression even at maximum 
stimulation. These results demonstrate a complex 
system of HGF production as well as collaboration 
between HGFs at the level of the progenitor cells. 
Collaboration between growth factors has been 
demonstrated in preclinical trials by Donahue et a1 
who has shown that pre-treatment of simians with 
IL-3 sensitizes the marrow to subsequent infusion 
of GMCSF. The result is a dramatic increase in 
platelet, reticulocyte and phagocyte production. 
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