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Antiprotease a c t i v i t y  i n  amniotic f l u i d  i n  a 
family with a l a n t i t r y p s i n  deficiency (al-AT). 

We s tud ied  a family i n  which a 21/2 years  
o l d  c h i l d  exhibi ted l i v e r  c i r r h o s i s  i n  asso- 
c i a t i o n  with al-AT deficiency o f  t h e  PiZZ 
genotype. The diagnosis was es tab l i shed  i n  t h e  
proband a t  t h e  time her  mother was again preg- 
nant and i n  her  8 th  month o f  gestat ion.  Anti- 
protease a c t i v i t y  was measured by t h e  t ryps in  
inh ib i to ry  method o f  Eriksson and by immuno- 
d i f fus ion  techniques. Amniotic f l u i d  was ob- 
t a ined  from t h e  P i 2  heterozygote p r i o r  t o  de- 
l i v e r y  by needle puncture o f  t h e  amniotic mem- 
brane. This f l u i d  w a s  contrasted with term 
amniotic f l u i d  from 5 PiMM women and 5 f l u i d s  
obtained during 16-18th weeks o f  ges ta t ion  
f o r  diagnosis o f  o ther  gene t ic  diseases. The 
term cont ro l  specimens had a t r y p s i n  inhibi to-  
r y  capaci ty = 0.031-0.106 mg/d ,  f i r s t  tri- 
mester f l u i d s  = 0.073-0.175 mg/d.  Immuno- 
d i f fus ion  ind ica ted  t h a t  serum al-AT was pre- 
sen t  i n  amniotic f l u i d ,  concentration a 0.293 
? 0.078 mg/ml. The c h i l d  from Dhe pregnancy 
under study had hepa t ic  disease and was a PiZZ 
homozygote. Her amniotic f l u i d  had a n t i t r y p s i n  
a c t i v i t y  10% of  con t ro l s  (0.006 mg/ml). The 
f e a s i b i l i t y  of  an tena ta l  diagnosis i s  suggest- 
ed. 
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of Pediatrics, University of Zurich, 
Switzerland. 
Hereditary Transcobalamin I1 Deficien- 
cy: Clinical findings in a new family. 

A second family with transcobalamin 
I1 (TC 11) deficiency was detected. 
Megaloblastic anemia in early life con- 
trasted with normal vitamin B 12 serum 
level, but all B 12 was carried by 
alpha-1-globulin (Tc I , and the nor- 
mal beta-binder (Tc I1 1 was lacking. 
Family studies are compatible with 
autosomal recessive inheritance. Ana- 
logous findings of blocked cellular 
maturation in the intestine (leading to 
malnutrition) and in the lymphoid sys- 
tem (agammaglobulinemia) suggest that 
Tc I1 is of vital importance for rapid- 
ly proliferating cells. Complete cor- 
rection of all disturbances after B 12 
therapy in ph~rmfacologic doses was 
linked with appearance of a new B 12- 
binding alpha-2-globulin (fetal bin- 
der ?). 

A. GERBER*, J. CARSON* and B. HADORN 
Gas t ro in tes t ina l  Unit,  Department of Pedi- 
a t r i c s ,  University of  Berne, Berne, Switzer- 
land 
"Big chymotrypsin" from human leucocytes. 

A chymotrypsin-like enzyme with s u b s t r a t e  
s p e c i f i c i t y  resembling pancreatica-chymotrypsin 
w a s  i s o l a t e d  i n  s m a l l  q u a n t i t i e s  from human 
polymorphonuclear leucocytes and compared 
with pancreat ic  chymotrypsin. The enzyme h& 
a c t i v i t y  aga ins t  a var ie ty  of  chymotrypsin sub- 
s t r a t e s  containing ty ros in  residues. It was 
i n h i b i t e d  by DFP and by TPCK suggesting t h e  
presence of  s e r i n e  and h i s t i d i n e  residues i n  
t h e  a c t i v e  center .  However, t h e  i n h i b i t i o n  by 
TPCK was slower f o r  t h e  leucocyte enzyme than 
f o r  pancreat ic  chymotrypsin. The behaviour of  
t h e  enzyme i n  t h r e e  d i f f e r e n t  separat ion 
systems suggested t h a t  t h e  molecular weight 
of  t h e  leucocyte anzyme and o f  i t s  subunits  
obtained a f t e r  treatment with DTT w a s  about 
twice as grea t  a s  f o r  pancreat ic  chymotrypsin. 
The enzyme was loca l ized  i n  t h e  cy toso l  and 
no assoc ia t ion  with the  leucocyte granules 
could be demonstrated. The physiological  r o l e  
of  "big leucocyte chymotrypsin" is  a t  t h e  
present  time unknown. It may be involved i n  
phagocytosis o r  i n  t h e  immunological response 
of t h e  c e l l .  

DFP=Di i s o ~ r o P v l  ~ ~ l o s ~ h o f ~ u o r i d e  
TPCK=L-1 -tos)i a i i ~ e l 2 - ~ h e n y l  ethychl oro- 

methyl ketone 
DTT=Dithioerythrite 
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Growth of disaggregated human adipocytes i n  
Tissue Culture. 

Recent inves t iga t ions  suggest t h a t  c e r t a i n  
types of human obesi ty  may be r e l a t e d  t o  ex- 
cessive mul t ip l ica t ion  of  adipocytes i n  t h e  
l a s t  t r imes te r  of ges ta t ion  and the  first year 
of l i f e .  I f  t r u e ,  such mul t ip l ica t ion  could 
well  be modifiable. Adipose c e l l u l a r  mult i -  
p l i c a t i o n  a t  o ther  ages has a l s o  been suggest- 
ed. This study was undertaken t o  determine 
the  growth r a t e ,  i n  v i t r o ,  of adipocytes from 
children of  d i f f e r e n t  ages. Using a modifi- 
ca t ion  of  Rodbell 's technique adipocytes were 
disaggregated from adipose t i s s u e s  obtained 
from a n t e r i o r  abdominal wall a t  laparotomies. 
The i s o l a t e d  c e l l s  were grown i n  McCoy's 
medium supplemented with 20% f e t a l  c a l f  serum 
i n  5% Co2 and 95% balanced a i r  a t  37 '~.  The 
usua l ly  spher ica l  adipocyte changed t o  a 
f i b r o b l a s t  appearance i n  severa l  days and 
gradually l o s t  i n t r a c e l l u l a r  l i p i d s .  Adipo- 
cytes  from a 6 day old i n f a n t  mul t ip l ied  
severa l  fo ld ,  c e l l s  from a 4 month old multi- 
p l i e d  fewer times while c e l l s  from chi ldren 
over 24 months have not been observed t o  
multiply and tended t o  keep t h e i r  i n t r a -  
c e l l u l a r  l i p i d s  f o r  longer periods.  These 
f indings suggest t h a t  the  p o t e n t i a l  of human 
adipocytes t o  divide and mult iply,  a t  l e a s t  
i n  v i t r o ,  may be age dependent. 
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