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INCIDENCE OF CIRRHOSIS IN CHILDREN WITH CHRONIC CHARACTERIZATION OF THE ANTIGEN RECOGNIZED BY THE 
HEPATITIS. THE VALUE OF LAPAROECOPY P. Va j ro ,  
P. Hadchouel, M. Hadchouel, 0. Bernard, 0. A l a g i l l e .  
Hepa to l og ie  P e d i a t r i q u e  INSERM U 56 and Departement 
P e d i a t r i e ,  HGpi ta l  B i c e t r e ,  94270 B i c e t r e ,  France. 

I nc i dence  o f  c i r r h o s i s  (CIR) i n  c h i l d r e n  w i t h  ch ron i c  h e p a t i t i s  
(CH) v a r i e s  g r e a t l y  acco rd i ng  t o  p rev i ous  r e p o r t s .  CIR compl ica- 
t i n g  CH i s  most o f t e n  macronodular,  t h i s  be ing  a  cause o f  samp- 
l i n g  e r r o r  i n  t h e  i n t e r p r e t a t i o n  o f  need le  b iopsy .  We r e p o r t  here  
on 92 c h i l d r e n  w i t h  CH who were invest igated.,  a t  admission, f o r  
t h e  presence o f  CIR by t h e  combined use o f  laparoscopy and need le  
l i v e r  b i opsy  between 1975 and 1985. - 46 c h i l d r e n  had h e p a t i t i s  B  
v i r u s - r e l a t e d  CH. CIR was p resen t  i n  15 (33 %).  Laparoscopy 
showed nodules i n  14 ; l i v e r  h i s t o l o g y  showed d e f i n i t e  s i gns  o f  
CIR i n  8, severe s igns  o f  a g g r e s s i v i t y  (A)  i n  5, moderate A  i n  5 
and no s igns  o f  A  i n  5. Signs o f  a c t i v e  v i r a l  r e p l i c a t i o n  were 
p resen t  i n  5  o f  1 1  c h i l d r e n  s tud ied .  6  p a t i e n t s  had CIR l e s s  than 
12 months a f t e r  t h e  f i r s t  s i g n  o f  l i v e r  disease. - 46 c h i l d r e n  
had autoimmune h e p a t i t i s .  CIR was p resen t  i n  41 (89 %).  Laparos- 
copy showed nodules i n  a l l .  H i s t o l o g y  showed d e f i n i t e  s i gns  o f  
CIR i n  16, p robab le  o r  p o s s i b l e  CIR i n  7  o the rs ,  severe A  i n  19, 
moderate A  i n  16 and no A  i n  6.  CIR was present  i n  10 o f  10 
c h i l d r e n  s t u d i e d  2  t o  5  months a f t e r  t h e  f i r s t  s i g n  of  l i v e r  
d isease.  - These r e s u l t s  i n d i c a t e  t h a t  i n  c h i l d r e n  w i t h  CH ( 1 )  
combined use o f  laparoscopy and b iopsy  i s  t w i c e  as  much r e l i a b l e  
than b i opsy  a l one  f o r  t h e  d i agnos i s  o f  CIR ( 2 )  t r u e  i nc i dence  o f  
CIR i s  h i g h  ( 3 )  CIR occurs  e a r l y  i r r e s p e c t i v e  o f  e t i o l o g y .  

9 ANTI-LIVER KIDNEY MICROSOME ANTIBODIES (LKMA). 
3 F. ALVAREZ, C. DELEMOS-CHIARANDINI, K.'PARADIS, 

0. BERNARD. INSERM U  56, 94275 B i c e t r e ,  France and 
D e ~ t  C e l l  B i o l o a v  NY U Medica l  Center.  New-York. 

A  subgroup o f  c h i l d r e n  with-autoimmune h e p a t i t i s  i s  de f i ned  by t h e  
presence i n  t h e  serum o f  h i g h  t i t e r s  o f  LKMA, u s u a l l y  de tec ted by 
innnunofluorescence ( I F ) .  We have s t u d i e d  t h e  sera  o f  5  such 
c h i l d r e n  t o  c h a r a c t e r i z e  t h e  an t i gen  recogn ized by LKMA. Negat ive  
c o n t r o l s  were p rov i ded  by sera  f rom c h i l d r e n  w i t h  smooth muscle 
an t i body  p o s i t i v e  ch ron i c  h e p a t i t i s ,  W i l son ' s  d isease and Hepa- 
t i t i s  8  r e l a t e d  ch ron i c  a c t i v e  h e p a t i t i s .  C e l l  f r a c t i o n a t i o n  o f  
r a t  l i v e r  and immunoblot a n a l y s i s  showed t h e  an t i gen  t o  be a  
p r o t e i n  o f  50000 mo lecu la r  we ight ,  p resen t  i n  h i g h  concen t ra t i ons  
i n  smooth microsome sub f rac t i ons ,  i n t e g r a t e d  i n  t h e  microsomal 
membranes, and exposed on t h e i r  cy top lasmic  s i de ;  t h e  an t i gen  i s  
n o t  g l y c o s y l a t e d  and does n o t  fo rm homo o r  he teropo lymers  by 
d i s u l f i d e  bonds. Imnunoelectronmicroscopy o f  r a t  l i v e r  showed t h e  
a n t i g e n  t o  be d e t e c t a b l e  o n l y  i n  endoplasmic r e t i c u l u m  membranes 
o f  hepatocy tes  and n o t  i n  o t h e r  l i v e r  c e l l  types. C e l l  f r a c t i o n a -  
t i o n  and immunoblot o f  human l i v e r  de tec ted  a  48000 MW p r o t e i n  
w i t h  c h a r a c t e r i s t i c s  s i m i l a r  t o  t h a t  o f  r a t  l i v e r .  An ELISA 
techn ique was developed, us i ng  r a t  l i v e r  microsomes as subs t ra te ,  
t h a t  proved t o  be most u s e f u l  f o r  d i agnos i s  and f o l l ow -up  s tud ies ,  
be ing  more s e n s i t i v e  and cheaper than I F .  These r e s u l t s  may prove 
u s e f u l  bo th  f o r  improv ing d e t e c t i o n  and ca re  o f  these c h i l d r e n  and 
f o r  unders tand ing t h e  mechanisms o f  autoimmune h e p a t i t i s .  

SCLEROSING CHOLANGITIS IN CYSTIC FIBROSIS D-PFNTTTIIAMTNF INTRFASES SURVIVAL I N  PRE-ICTERIC , - . . - - - - . . . - . . . - - - - - - - - 

INDIAN CHILDHOOD CIRRHOSIS (ICC). MS Tanner SA Bhave, 2 H,jelte L*, Gabrielsson N+*, Strandvik Be 4 IR John, AN Pand i t ,  Dept o f  C h i l d  Hea l th ,  ~ A i v e r s i t y  
Departments of Pediatrics* and Diagnostic Radiology**, Karolinska o f  Leicester,UK and Dept P e d i a t r i c s ,  KEM Hosp i t a l ,  
Institute, Huddinge University Hospital, Stockholm, Sweden. P o o ~ ~ ,  I n d i a .  

Three (3.0%) of the 102 patients with cystic fibrosis (CF) attending our CF- 
center were shown to have ERCP-findings indicating sclerosing cholangitis. A11 
had pulmonary symptoms. Two of them, both females (aged 17 and 20 years), 
presented with abdominal pain while a 26 years old male was asymptomatic. One 
of the females also had an unspecific colitis. Two of the patients had per- 
sistently altered liver function tests with increase of serum concentration 
of transaminases and glutamyltransferase while one normalized her laboratory 
findings. This patient, who was the only one with a microgall bladder, showed 

no progress during a three years follow up. Liverbiopsies revealed portal 
fibrosis, bile duct proliferation and an inflammatory reaction and in one case 
heavy steatosis. Congenital anomalies, biliary calculiprevious operative 
trauma and malignancy was not found. 

Primary sclerosing cholangitis is usually related to inflammatory bowel diseases 
which may be associated with a wide variety of extraintestinal lesions including 
pulmonary disease. Gastrointestinal manifestations such as liver and biliary 
diseases are well known complications to CF. To the best of our knowledge this 
is the first report of sclerosing cholangitis in this disease. 

I n t e r i m  encouraging r e s u l t s  o f  a  D -pen i c i l l am ine  t r i a l  i n  ICC 
(presented t o  ESPGAN 1984) a r e  now conf i rmed. 30 c h i l d r e n  w i t h  
b iopsy-proven ICC who had n o t  y e t  developed j aund i ce  o r  a s c i t e s  
were t r e a t e d  doub le  b l i n d  w l t h :  D -pen i c i l l am ine  (Group P, n.10) ; 
p e n i c i l l a m i n e  + p redn i so lone  2  mg/kg/d f o r  4  weeks t hen  5 mg/d 
(Group PP, nz10) ;  o r  p lacebo (Group P lac ) .  E n t r y  parameters were 
found t o  be comparable between groups. 9/10 p lacebo t r e a t e d  
c h i l d r e n  d ied ,  median s u r v i v a l  58 days; 1  s u r v i v e s  t o  d a t e  ( 2 . 7 ~ ) .  
5 i n  Group P, and 5 i n  Group PP s u r v i v e  a f t e r  1.3-4.0~. L i f e  
t a b l e  a n a l y s i s  (Elreslow) showed a  s i g n i f i c a n t  t h e r a p e u t i c  b e n e f i t  
(P vs P lac  pz0.01; PP vs P lac  pz0.03) b u t  no d i f f e r e n c e  between 
a c t i v e  t r ea tmen t  groups ( ~ ~ 0 . 7 1 ) .  I n c l u s i o n  o f  a  f u r t h e r  13 
c h i l d r e n  t r e a t e d  non -b l i nd  d i d  n o t  i n t r o d u c e  e n t r y  d i f f e r e n c e s  
between groups b u t  i nc reased  s i g n i f i c a n c e  o f  s u r v i v a l  d i f f e rences :  
Pq (n=15 )  vs P l a c ' ( n = l l )  p=0.002; PP1(n=14) vs P l a c '  p=0.002. 
14/29 P '  o r  PP' t r e a t e d  c h i l d r e n  s u r v i v e ,  a r e  w e l l  and have 
fo l low-up l i v e r  b i o p s l e s  showing i n a c t i v e  micronodu lar  c i r r h o s i s  
i n  5, p o r t a l  f i b r o s i s  i n  6, and min imal  a b n o r m a l i t i e s  i n  3. 
Conclusions: D -pen i c i l l am ine  i nc reased  s u r v i v a l  i n  p r e - i c t e r i c  
ICC from 1/14 t o  14/29, w i t h  r e v e r s a l  o f  c i r r h o s i s  i n  9, and 
p redn i so lone  con fe r red  no a d d i t i o n a l  b e n e f i t .  
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