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In order to investigate frequency and extent of liver damage in children with in- 
flamatory bowel disease(IB0) we followed 34 patients with ulcerative colitis(UC) 
and 12 with Crohn's disease(CD). Ihe children were followed prospectively from on- 
set of disease whereby clinical snd biochemical activity was compared to liver 
function tests(LFT). The liver damage was assessed according to LFT and biopsy 
was performed in a l l  cases with LFT elevated above 3 times normal levels. 
In g the liver damage was not related to duration and/or extent: 
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Cryp tospo r id i a s i s  u s u a l l y  i s  diagnosed i n  immunodeficient 
p a t i e n t s .  We i n v e s t i g a t e d  t h e  inc idence  i n  childhood d i a r rhoea .  
METHODS: s t o o l  c o l o r a t i o n  a l coho l - ac id  r e s i s t e n t  technique.  We 
s t u d i e d  20 pr imary and secondary immunodeficient p a t i e n t s  wi th  
d i a r rhoea  (group A) ;  43 c a s e s  a t t e n d i n g  a  day c a r e  c e n t e r  
dur ing a  g a s t r o e n t e r i t i s  outbreak (group 9) and 40 c a s e s  wi th  
a c u t e  d i a r rhoea  (group C )  . 
RESULTS: f e c e s  were p o s i t i v e  f o r  cryptos.woridium in :  qroup A: 2  
c h i l d r e n ;  t h e  p a r a s i t e  was a l s o  found i n  j e j u n a l  mucosa; only  
1 responded t o  Spyramicine. Gr0u.p B: 17  c a s e s ;  2 had low IqA 
l e v e l s ;  t h e  d i a r rhoea  l a s t e d  from 1 week t o  2 months and cured 
wi thout  t r ea tmen t .  Group C: 9 c h i l d r e n ;  a l l  were immunoloqically 
normal and cured wi thout  t r ea tmen t .  

CONCLUSIONS: because of  t h i s  h igh  i nc idence ,  cryptospor id ium 
should  be  i n v e s t i g a t e d  i n  childhood d i a r r h o e a ,  even i n  
c h i l d r e n  w i th  a  normal immunological s t a t u s .  

The signs of damage were permanent in only I  case. No relation was found to treat- 
ment and relapses. No correlation was found between LFT and other laboratory tests. 
Biopsy in the 7 cases with suspected severe damage showed cirrhosis(l) ,  cholangi- 
t i s (2) ,  chronic aggressive hepatitis(l1, steatosis(1) and minor changes(2 cases). 
In g 4 of the 12 patients had signs of mild liver damage, which could not be re- 
lated to activity or duration of the disease or treatment. 
It  i s  concluded that there seems to be a  high risk of liver damage in childhood 
IBO and that severe forms seem to occur a t  the time of onset or early in the 
course of the disease. 
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r yp tospo r l  ium was known a s  a  cause  of s eve re  d i a r r h e a  i n  immuno- 
d e f i c i e n t  p a t i e n t s .  Recent ly  i t  appeared t o  be a l s o  involved i n  
normal popula t ion.  A 12 month p rospec t ive  s tudy was performed i n  
Tours,  a  town wi th  a  mainly r u r a l  popula t ion,  i n  c h i l d r e n  hosp i t a -  
l i z e d  w i th  d i a r rhea .  200 s t o o l s  from 190 c h i l d r e n  were evaluated  
f o r  t h e  presence  of Cryptosporidium by a  sugar  f l o t a t i o n  method. 
4 c h i l d r e n  had p o s i t i v e  s t o o l s .  S too l s  were watery  and conta ined 
nucus, wi thout  any blood, i n  2  ca se s .  I n  3 c a s e s ,  t he  d i a r r h e a  
was acu t e  and of s h o r t  du ra t i on ,  wi th  dehydra t a t i on  and vomit ing.  
A l l  4 c h i l d r e n  were immuno~orn~etent .  Our 4 ca se s  were nega t ive  f o r  
r o t a v i r u s  and b a c t e r i a ,  but  two had Candida a lb i cans  i n  t h e  s t o o l s  
Con t ro l  s t o o l s  from the  4 c h i l d r e n  were nega t ive  f o r  Cryptospori- 
dium w i t h i n  one month, bu t  one was found p o s i t i v e  f o r  Giardia.The 
members of t he  4 c a s e s ' f a m i l i e s  ( t o t a l ,  11  persons)  had nega t ive  
s t o o l s .  2  p a t i e n t s  were i n  2  d i f f e r e n t  day-care c e n t e r s  ; t he  [ s t o o l s  of a l l  t he  o t h e r  c h i l d r e n  were nega t ive  ( t o t a1 ,37  c h i l d r e n )  

This  12 month s tudy demonstrated t h a t  c r y p t o s p o r i d i o s i s  can be 
lfound i n  immunocompetent c h i l d r e n  w i th  d i a r r h e a ,  w i th  a  frequency 
!of 2 .1  pe rcen t .  Furthermore, p r ecau t ions  must be taken t o  avoid  
: p o s s i b l e  contaminat ion of h o s p i t a l i z e d  immune d e f i c i e n t  p a t i e n t s .  
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The func t iona l  d e f e c t s  i n  CMA appear  t o  be in t h e  mucosa 
i t s e l f .  10 fragments of small i n t e s t i n e  from 3 p a t i e n t s  wi th  
CMA were s t u d i e d  i n  v i t r o  t o  determine e l e c t r i c a l  parameters  
( s h o r t - c i r c u i t  c u r r e n t ,  I s c ,  and i on i c  conductance ,  G )  and net 
i on i c  and g lucose  f l u x e s  ( J n e t ) .  db CAMP (!EM) s t imu la t ed  I s c  
and net ~ 1 -  s e c r e t i o n  ; soma tos t a t i n  14 (10 M) d id  no t  a l t e r  
I s c  and s t imu la t ed  Na and C1 absorpt ion ; ouabain (0.lmM) 
i n h i b i t e d  I s c  ; glucose  (1OmM) s t imu la t ed  I s c  and Na 
abso rp t ion .  The i n t r a c e l l u l a r  g lucose  accumulation was low (C/M 
= 2.6 + 0.3  vs 15.8 + 1.5 in c o n t r o l  a t  lOmM g lucose  i n  t h e  
mediumr ; i t  was f u r t h e r  reduced by ph lo r idz in  and ouabain .  
Peroxydase pe rmeab i l i t y  and G were wi th in  con t ro l  range. The 
r e s u l t s  i n d i c a t e  t h a t  t h e  j e juna l  ep i t he l i um of CMA p a t i e n t s  i s  
no t  leaky ; the bas i c  t r a n s p o r t  p roces se s  a r e  p r e s e n t  (Na-K 
ATPase, glucose-Na c o t r a n s p o r t ,  C1 s e c r e t i o n ) .  We specu la t e  
t h a t  the e p i t h e l i a l  abnormal i ty  i s  an imbalance between 
decreased abso rp t ion  and una l t e r ed  s e c r e t i o n .  
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P r o l a c t i n - l i k e  m a t e r i a l  (PLM) has  been i d e n t i f i e d  i n  t h e  mucosa of 
some c o e l i a c  p a t i e n t s .  This  f i n d i n g  r a i s e s  ques t i ons  about t he  na- 
t u r e  and f u n c t i o n ( s )  of t h i s  pep t ide ,  p a r t i c u l a r l y  a s  p i t u i t a r y  
p r o l a c t i n  i s  involved i n  metabolism and osmoregula t ion i n  some 
mammals o the r  t han  man. Using a  peroxidase-ant iperoxidase  t echn i -  
que ,  we have examined t h e  d i s t r i b u t i o n  of PLM i n  t h e  mucosa of 
smal l  and l a r g e  i n t e s t i n e s  of 4 4  i n f a n t s  and c h i l d r e n  aged 1  month 
t o  15 y r s .  Ma te r i a l  cons i s t ed  i n  31 j e j u n a l  b i o p s i e s  120 f l a t  mu- 
c o s a e ] ,  4 r e c t a l  b i o p s i e s  [2  i n  agang l ion i c  segment of Hirschprung 
d i s e a s e ] ,  7  proximal appendix fragments [5 a c u t e  a p p e n d i c i t i s ] ,  1  
i l e o n  [proximal t o  i leos tomy]  and 1  colon [Hirschprung,  c l o s u r e  
of colostomy]. C e l l s  con t a in ing  PLM were i d e n t i f i e d  a t  a l l  l e v e l s  
of t h e  small and l a r g e  i n t e s t i n e ,  p r i n c i p a l l y  a t  t h e  bottom of t he  
, c ryp t s .  They were p re sen t  i n  9/20 f l a t  and 1/11 normal j e j u n a l  mu- 
cosae .  Far l e s s  PLM was found i n  t he  appendix, whether inflamed 
o r  n o t .  Two r e c t a l  b i o p s i e s  from agang l ion i c  segment were nega t ive  
f o r  PLM whereas normal t i s s u e  proximal t o  colostomy was p o s i t i v e .  
These p re l imina ry  f i nd ings  suggest  t h a t  t h i s  gut  pep t ide  which by 
no means ought t o  be i d e n t i c a l  t o  p i t u i t a r y  p r o l a c t i n  could  have 
a  r o l e  i n  t h e  adnp ta t i ve  changes of t he  gut  mucosa. 
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Ce l l  k i n e t i c  s t u d i e s  on t he  smal l  bowel mucosa i n  c . , e l i a c  d i s e a s e  
have shown an increased number of p r o l i f e r a t i n g  c e l l s  per  c r y p t  
due t o  a  reduct ion i n  t he  c ryp t  c e l l  cyc l e  t ime. S imi l a r  f i nd ings  
occur  i n  r a t s  a f t e r  t he  i n t r a p e r i t o n e a l  i n j e c t i o n  of s e ro ton in . In  
v l t r o  s t u d i e s  have t he re fo re  been performed t o  determine whether 
s e ro ton in  inf luenced c e l l  p r o l i f e r a t i o n  i n  t he  human duodenal 
mucosa.Norma1 mucosal b iops i e s  from 18 p a t i e n t s  were cu l tu r ed  f o r  
22 hours,  us ing an organ c u l t u r e  technique.  Specimens from 9 
p a t i e n t s  were cu l tu r ed  i n  a  ba s i c  medium and from 9 p a t i e n t s  i n  
t he  bas i c  medium with added se ro ton in  (2mg/mlI. Af ter  18 hours a  
s t a thmok ine t i c  technique was used t o  determine t he  c ryp t  c e l l  
p r o l i f e r a t i o n  r a t e  (CCPR) by adding v i n c r i s t i n e  su lpha t e  ( l p g / m l )  
t o  t he  c u l t u r e  medium. Tissue  samples were removed a t  hour ly  
i n t e r v a l s  f o r  4 hours and the  mean number of metaphase a r r e s t s  
i n  10 whole crypLs was determlned.The CCPR was der ived by drawing 
a  r eg re s s ion  l i n e  between the  mean va lues  obta ined on each 
p a t i e n t .  The r e s u l t s  i n d i c a t e  t h a t  s e ro ton in  s i g n i f i c a n t l y  
i n c r e a s e s  t he  CCPR i n  cu l tu r ed  t i s s u e s  ( p  0 .001) .  Described 
abnorma l i t i e s  of s e ro ton in  syn thes r s  jn c o e l i a c  d i s e a s e  may be 
involved i n  t he  pathogenesis  of  t h i s  d i so rde r .  
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