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The morphology of NH as traditionally defined 
(Craig & Landing Arch.Patho1.54:321,1952; Witzleben - IAP Mono- 
graph 22:347,1981) includes giant cell transformation, disruption 
of the hepatic plates, cholestasis, extramedullary hematopoiesis 
and hemosiderin accumulation. During the last 12 mos we have been 
impressed by the frequency of interlobular bile duct paucity in 
biopsies from cholestatic neonates at North Shore Univ.Hosp. with 
morphologic features of NH. Therefore, we reviewed liver biopsies 
from all 36 neonates with the dx. of NH not associated with ex- 
trahepatic biliary obstruction admitted to North Shore Univ.Hosp. 
or Babies Hosp., NY between 1975-1985. The specimens weree~amined 
by one observer (EK) without prior knowledge of the presence or 
absence of ductal changes. A minimum of 5 portal spaces/biopsy 
were required for inclusion in this study. By this criteria,5 pts 
were excluded. Paucity of interlobular bile ducts, expressed by a 
ratio of bile ducts to portal spaces(0.9, was present in 29/31 
pts. 83% had a ratio(0.6. Inflammation was absent in 27/29 spec. 

Therefore, we suggest that duct paucity is an integral part 
of the process designated as "neonatal hepatitis? Emphasis 
should be directed at the intrahepatic duct insult rather than at 
the hepatocellular component. The designation of "hepatitis" is 
unwarranted in biopsies where inf'lammation is lacking. 
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Liver disease of variable severity occurs in only 20% of 
children with PiZ phenotype. To investigate whether such 
variability is due to immunogenetic factors we have determined 
HLA phenotypes of 43 unrelated PiZ children with CLD. 36 class1 
[A & B] were determined in all patients and 63 controls, and 9 
class II(DR) antigens were determined in 33 patients and 47 
controls. Haplotypes were obtained by studying family members. 
Significant differences between patients and controls were 
limited to B5 which was absent in patients but present in 8 
controls [12.6%,p =0.0475] and DR3 which was found more frequent- 
ly in patients [19 (57.6%) compared with 14 controls (29.8%), 
Xz=5.084,p<0.025,relative risk = 3.201. Although DR3 is in 
strong allelic association with A1 & B8 the frequency of these 
antigens in patients [Al: 11 of 43(25.6%) and B8: 11 of 43(25.6%) 
were similar to that in the controls.The frequency of haplotypes 
A1-B8 [5 of 64,7.8%] and B8-DR3[4 of 36,11.1%] in patients were 
similar to the findings in 8th International HLA Workshop.It is 
possible that B5 confers protection against liver disease in AATd 
whereas DR3 increases susceptibility. Thus, an immunoregulatory 
gene may influence the clinical outcome of AATd.Lack of increase 
in A1 or B8 despite an increase in DR3 suggests a genetic base 
different to that usually associated with autoimmunity. 
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Between December 1983 and August 1986, 84 children were assess- 
ed for possible liver transplant. 18,mainly infants with biliary 
atresia, were not accepted because of features which made 
successful trasnplantation unlikely. 4 children were withdrawn 
from the programme by their parents. 9 died before a donor of 
suitable size or compatible blood group could be found. 9 await 
transplantation, 9 have been accepted for liver transplantation 
but are at present sufficiently well for this to be postponed.35, 
aged 7mnths-lbyrs, had liver grafts. Of these, 17 had biliary 
atresia, 5 fulminant or subacute hepatic failure, 3 malignant 
liver tumours and 2 metabolic disease. 15 died, 9 in the first 2 
months mainly from primary graft failure or vascular thrombosis, 
later deaths being due to rejection, infection or dissemination 
of malignant disease. 2 died of disease in other organs with a 
normally functioning transplanted liver. 2 of the survivors have 
had a second liver transplant. 3 have significant hepatobiliary 
problems which may require retransplantation. The majority of 
survivors are engaged in normal activities for their age,growing 
and developing satisfactorily with normal biochemical tests of 
liver function & complete regression of cirrhosis.Their excellent 
quality of live is encouraging.Lack of donors,particularly for 
young infants & prevention of post-operative rejection & infection 
are continuing problems. 
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We have i n v e s t i g a t e d  t h e  development o f  sucrase- isomal tase  ( S I )  
a c t i v i t y  i n  r a b b i t  smal l  i n t e s t i n e  a t  t h e  mRNA l e v e l .  R a b b i t  S I  
cDNA was used as a p robe ( 1 ) .  Spontaneous development was s t u d i e d  
between 1 and 40 days o f  l i f e .  S I  mRNA and enzymat ic  a c t i v i t i e s  
appeared s i m u l t a n e o u s l y  f rom day 15 onwards i n  u n t r e a t e d  an imals  
( 2 ) ,  match ing  one a n o t h e r  f o r  o v e r  two o r d e r s  o f  magnitude. Same 
r e s u l t s  have now been o b t a i n e d  i n  baby r a b b i t s  t r e a t e d  w i t h  g l u c o -  
c o r t i c o i d .  Hormone- t r iggered p r e c o c i o u s  development was found a t  
days 4 and 8 a f t e r  d a i l y  i n j e c t i o n  o f  t h e  s t e r o i d  f r o m  b i r t h .  Our 
f i n d i n g s  s t r o n g l y  suggest t h a t  t h e  developmental  c o n t r o l  o f  S I  corn 
p l e x  i s  l o c a t e d  m a i n l y  a t  t h e  t r a n s c r i p t i o n a l  l e v e l .  Development o f  
S I  i s  p r e s e n t l y  b e i n g  i n v e s t i g a t e d  i n  o t h e r  systems as  w e l l .  
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Studies in congenital glucose-galactose malabsorption (GGM) have 
indicated an abnormality in small intestinal glucose and galactose 
transport but the precise site of the defect has not been defined. 
We have therefore investigated ~a+-coupled D-glucose uptake, and 
N~+/H+ exchange in a patient with GGM using brush border membrane 
vesicles (BBMV) prepared from jejunal biopsies using a miniatur- 
ised ~g++-precipitation technique. The diagnosis was confirmed by 
clinical presentation, response to diet and jejunal perfusion stu- 
dies, which showed markedly defective glucose and galactose 
absorption (pc 0.001) and normal fructose transport. 

In contrast to control BBMV, in which an inwardly directed Na+- gradient 
(100mmol/l) enhanced 15 sec D-glucose uptake x 5.5 (pc 0.02), gl- 
ucose u take by BBMV from the patient showed no such enhancement 
with Nag (p ( 0.0025). N~+/H+ exchange was intact, with a 6-fold 
enhancement of Na+ uptake by an outwardly directed H gradient 
(pH in: 6.0; out: 7,4) at 15 sec. 

These studies therefore confirm for the first time, that a defect 
in brush border ~a+-cou~led glucose uptake is present in GGM, and 
suggest that BBMV studies may be the optimal technique for 
confirmation of the diagnosis. 
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