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Although copper is bel ieved t o  be l iepatotoxic  i n  Wilson 's  
d i s e a s e  and Indian Childhood C i r r h o s i s ,  t h e  r a t  shows only  
minimal hepa t i c  abno rma l i t i e s  on copper loading.  To i n v e s t i g a t e  
t h e  p o s s i b i l i t y  t h a t  copper l oad ing  may p o t e n t i a t e  t h e  e f f e c t s  
of  a  superimposed h e p a t i t i s ,  groups o f  r a t s  received 
D-galactosamine (GalN) 0.85g/K9 i p ,  with or  without previous  o r a l  
copper supplementa t ion,  a s  copper a c e t a t e  i n c r e a s i n g  t o  0.2L(w/v) 
i n  t h e  d r ink ing  water over 7  weeks. 

This regimen inc rea sed  t h e  hepa t i c  copper t o  5572143ug/g 
( c o n t r o l  55+10)(~<.002) .  Serum GOT l e v e l s  f o r  t h e  non-copper- 
loaded r a t s  r o s e  from 64.822.1 t o  2860'729 IU /L  24 h r s  a f t e r  t h e  
GalN, whereas i n  copper-loaded r a t s  s G O T  only r o s e  t o  122+31 IU/L. 
24 h r s  a f t e r  GalN, non-copper-loaded r a t s  had developed a n  
i n t e n s e  h e p a t i c  inflammatory i n f i l t r a t i o n  with ex t ens ive  nec ros i s .  
In  c o n t r a s t ,  t h e  copper-loaded r a t s  showed only mild p o r t a l  t r a c t  
inflammation and foca l  nec ros i s .  

Faecal a e r o t o l e r a n t  b a c t e r i a l  coun t s  were reduced on 
copper-loading, suggest ing t h a t  a  dec rea se  i n  gut-derived 
endotoxin i s  r e l a t e d  t o  t h e  p r o t e c t i v e  e f f e c t  o f  copper. 
A l t e r n a t i v e l y  t h i s  may r e s u l t  from impairment o f  p ros t ag l and in  
s y n t h e s i s  by copper.  The e f f e c t  of  copper on t h e  l i v e r  may be 
t h e  sum of  i t s  cy to tox i c  and i t s  ant i - inf lammatory  a c t i o n s .  
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A s tudy  has  been s e t  up t o  eva lua t e  t he  e f f i c a c y  of  h e p a t i t i s  B 
vacc ine  a lone ,  wi thout  t he  u se  of  immunoglobulin i n  
i n t e r r u p t i n g  p e r i n a t a l  t ransmiss ion of  h e p a t i t i s  B v i r u s  from 
c a r r i e r  mothers t o  t h e i r  babies .  A 4  dose schedule  was used. 
14 of  17 bab i e s  of  e  an t i gen  p o s i t i v e  c a r r i e r  mothers became 
a c t i v e l y  immune when immunisations were s t a r t e d  w i t h i n  48 hours  
o f  b i r t h .  E f f ec t i venes s  was reduced i f  innnunisation was delayed. 
T h i s  r e p o r t  i nc ludes  r e s u l t s  from a  t o t a l  o f  44 bab i e s ,  t he  
l o n g e s t  per iod of fo l l ow  up being 2  yea r s .  The success  of  t h i s  
scheme compares we l l  w i th  t h a t  o f  more i n t e n s i v e  and l e s s  
p r a c t i c a l  t h e r a p i e s  u s ing  immunoglobulin e i t h e r  a lone  o r  
combined wi th  vaccine ,  and should be s e r i o u s l y  considered f o r  
a l l  babies  of  h e p a t i t i s  B c a r r i e r  mothers.  
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Th i s  r e t r o s p e c t i v e  s tudy  concerns 186 c h i l d r e n  wi th  h i s t o l o g i c a l l y  

proven ch ron ic  h e p a t i t i s  B from 9 p e d i a t r i c  c e n t e r s  i n  I t a l y  
(Pav ia ,  Milano, Padova, Modena, F i r enze ,  Roma, Napol i ,  Catania  and 
C a g l i a r i ) .  A i m  of t h i s  s tudy was t o  i d e n t i f y  r i s k  f a c t o r s  f o r  
c h i l d r e n  t o  develop s eve re  l i v e r  d i s e a s e  du r ing  H e p a t i t i s  B v i r u s  
i n f e c t i o n .  Male/female r a t i o  was 2 : l  and mean age a t  d i agnos i s  5.7 

y e a r s  ( range 5m-15y). 152 c h i l d r e n  had h i s t o l o g i c  evidence of mild 

o r  moderately a c t i v e  d i s e a s e  ( ch ron ic  p e r s i s t e n t  o r  l o b u l a r  o r  
moderately a c t i v e  h e p a t i t i s )  and 34 a  more s eve re  d i s e a s e  ( s eve re  
ch ron ic  a c t i v e  h e p a t i t i s / c i r r h o s i s ) .  Although ch ron ic  h e p a t i t i s  B 

i n  c h i l d r e n  seems t o  have i n  I t a l y  a  more benign course  than i n  
a d u l t s ,  t h r e e  main r i s k  f a c t o r s  wi th  h igh s t a t i s t i c a l  s i gn i f i cance  
( p < 0 . 0 0 1 )  were i d e n t i f i e d : l .  Ea r ly  presence  o f  anti-HBe i n  serum: 
of 121 p a t i e n t s  s t u d i e d  f o r  HBe/antiHBe system a t  d i agnos i s  16  

( 7  anti-HBe + )  had seve re  h i s t o l o g i c  l e s i o n s .  2.  V e r t i c a l  
t r a smi s s ion :  of 34 p a t i e n t s  wi th  s eve re  d i s e a s e ,  14 had a  ve r t i c a l ,  
t r a smi s s ion  of t h e  HBV i n f e c t i o n .  3. Age a t  d i a g n o s i s < 2 y e a r s :  
seventeen o u t  of 25 c h i l d r e n  younger than 2 yea r s  a t  d i agnos i s  
had s eve re  d j m  
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We have r e c e n t l y  followed up a  group of  i n f a n t s  born i n  1974-76 
who became h e p a t i t i s  B c a r r i e r s  a s  a  r e s u l t  of  p e r i n a t a l  
t ransmiss ion.  92% of  t he se  i n f a n t s  (11/12) remain c a r r i e r s  
9  yea r s  l a t e r .  None have c l i n i c a l  evidence  of  l i v e r  d i s e a s e .  On 
fo l l ow  up serum t ransaminases  a r e  we l l  w i t h i n  t he  normal range,  
and a r e  s i g n i f i c a n t l y  lower (pC0 .05 )  than i n  the  f i r s t  3  y e a r s  
o f  l i f e .  E l eva t ion  of  t ransaminases  i n  a  h e p a t i t i s  B c a r r i e r  
c h i l d  over  3  yea r s  of age should t h e r e f o r e  n o t  be a t t r i b u t e d  t o  
t h e  c a r r i e r  s t a t e  a lone .  Of those  i n f a n t s  (9111) who possessed 
e  an t igen  when f i r s t  t e s t e d  a l l  remain c a r r i e r s  o f  HB s u r f a c e  
an t igen .  However a  r a c i a l  d i f f e r e n c e  i n  t he  a b i l i t y  t o  c l e a r  
e  a n t i g e n  i s  becoming apparent .  A l l  those  of  Caribbean o r i g i n  
(313) remained e  an t igen  p o s i t i v e .  Those of Ind i an  o r i g i n  
(313) have a l l  l o s t  e  a n t i g e n  and developed e  ant ibody,  wh i l e  
t he  Chinese c h i l d r e n  appear  t o  f a l l  i n t o  a n  i n t e rmed ia t e  
group (215 remain e  an t igen  p o s i t i v e ) .  We have t h e r e f o r e  shown 
( f o r  t he  f i r s t  t ime) a n  e t h n i c  d i f f e r e n c e  i n  t he  a b i l i t y  t o  
c l e a r  e  an t i gen .  
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Gastroesophageal r e f l u x  (GER), due t o  a  dysfunct ion of  t h e  d i s t a l  
/ p a r t  of  the esophagus, i s  common in  i n f a n t s .  The 24 hour c o n t i -  
nuous esophageal pH moni tor ing has been shown t o  be one of  t h e  
most r e l i a b l e  i n v e s t i g a t i o n  t echn iques  f o r  G E R  in i n f a n t s .  
20 symptomatic i n f a n t s  with an i n i t i a l l y  abnormal pH moni tor ing 
f o r  a l l  parameters  s t ud i ed  ( r e f lux index  (32%'l,  du ra t i on  o f  t h e  
l onges t  r e f l u x  episode(95 mini number of  r e f l u x  ep i sodes (45 ) ,  
number of  r e f l u x  episodes  > 5 min ( 1 4 ) )  were t r e a t e d  with Cisa- 
p r i d e ,  a  new non-dopamine blocking q a s t r o k i n e t i c  drug which 
showed i n  animal models an increased g a s t r i c ,  dudenal and j e juna l  
m o t i l i t y  and c o n t r a c t i l i t y .  The adminis tered  dose was 5  dr/kg 
bodyweight, 4  t imes  d a i l y .  No s i d e - e f f e c t s  were observed.  
ptl Monitoring was repeated  a f t e r  2  weeks of t r e a t m e n t ,  i n  t h e  
same cond i t i ons .  A1 1  i n f a n t s  became asymptomatic,  and a1 1  
parameters  ( r e f lux index  ( 7  % ) ,  dura t i on  of  t h e  l onqes t  r e f l u x  
episode (14 min) ,  number of  r e f l u x  ep i sodes  (211,  number of  
r e f l u x  ep i sodes  > 5 m i n  ( 3 )  i n  24 hours ) showed a  s i g n i f i c a n t  
(P < 0.001 f o r  a l l  parameters ,  except  f o r  number of  r e fuxes  
P < 0.01) improvement. 
C i sap r ide  seems t o  be a  save new drug,  very e f f e c t i v e  i n  i n f a n t s  
wi th  an o v e r t  G E R  pathology. 
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An impaired oesophageal c l ea r ance  i s  c h a r a c t e r i s t i c a l l y  found i n  
c h i l d r e n  w i th  CBPD ( I ) .  I n  a  double-bl ind,  p lacebo c o n t r o l l e d  
cross-over  s e t t i n g ,  we s tud i ed  t he  e f f e c t  of t he  d i g e s t i v e  
p r o k i n e t i c  drug c i s a p r i d e  (CIS) i n  14 i n f a n t s  and c h i l d r e n  w i th  
CPBD (median age : 29 months) by cont inuous  moni tor ine  of t h e  
lower oesophageal pH. CIS was dosed a t  0 .3  ag lkg  4  hours be fo re  
t he  s t a r t  of t h e  measurements, followed by 3  times 0.15 mglkg 
every  4 hours .  Placebo (PLAC) admin i s t r a t i on  was matched. 
Resu l t s  show t h a t ,  both  dur ing t he  t o t a l  r eco rd ing  pe r iod  and 
du r ine  s l e e p ,  t h e  % t ime dur ing which pB was < 4 ( t 4 )  and t h e  No. 
of gastro-oesophageal (GOR) episodes  of a t  l e a s t  5 minutes (N5) 
were s i g n i f i c a n t l y  (p 5 0.05) reduced by CIS a s  compared t o  PLAC. 

To ta l  record in^ During s l e e p  
CIS PLAC CIS PLAC 

t 4  3 . 7 f  1 . 1  9 . 2 2 2 . 2  1.2 i 0.5  6.2 ? 2.1 
N5 2 . 4 t 0 . 9  6 .5  + 1.6 0.1 t 0 . 1  1.8 2 0 . 6  

Conclusion : CIS o b j e c t i v e l y  reduces GOR i n  c h i l d r e n ,  p r imar i l y  
by reducing t he  number of long du ra t i on  GOR ep i sodes ,  which 
c h a r a c t e r i z e  t he se  p a t i e n t s .  C l i n i c a l  t r i a l s  of CIS i n  c h i l d r e n  
w i th  C3PD seem j u s t i f i e d .  
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