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Experience with 103 children euffering from ne hro- 
tic eyndrome with a follow up even for the perfod 
of 20 years is preeented. Congenital nephrotic eynd- 
rome, differing from the finnieh type wee found twi- 
ce. 69 children euffered from the mlnimal changee 
dieeaee. The affection mostly began in the preschool 
age.No correlation ae to the recovery or number of 
relapees in connection with age at oneet or with 
the freguency of adjoining allergic dieeaee could be 
found. The prognoeie wee excellent, none of the pa- 
tiente died from renal ineufficiency in spite of the 
fact that they were obeerved even for 20 years. The 
moat dangerous complication was hypovolemic ahock 
and thromboeia of great veseele. The reeponee to pred- 
nieone wae moetly very good? cyclophosphamide was 
ueed in eome patlente, but Ita effect on gonads ahould 
not be forgotten. In 32 children with other types 
of nephrotic eyndrome 8 died in chronic renal failure 
and renal insufficiency developed in 3 othere. No the- 
rapy in thia group gave eatiefactory resulte with 
exception of eome caeee of lupue nephritis. Minimal 
changes disease differ8 dietinctly in clinical course 
and prognoeie from other forms of the primary nephro- 
tic eyndrome. 

FOCAL GLOMERIJLAR SCLEROSIS I N  CHILDHOOD: LONG TERM 140 FOLLOW-UP. 
Mongeau, J .G. ,  R o b i t a i l l e ,  P . ,  O'Regan, S . ,  C o r n e i l l e ,  

L., P e l l e t i e r ,  M., S t e - J u s t i n e  H o s p i t a l ,  U n i v e r s i t y  o f  Mont rea l ,  - 
M o n t r e a l ,  Canada. 

Of r e n a l  b i o p s i e s  from 300 c h i l d r e n  w i t h  i d i o p a t h i c  nephro- 
t i c  syndrome ( INS) ,  32 showed h i s t o l o g i c a l  l e s i o n s  o f  f o c a l  g lo-  
m e r u l a r  s c l e r o s i s .  From t h i s  l a t t e r  g roup ,  25 had segmenta l  and 
f o c a l  h y a l i n o s i s  (FSH) w i t h  o r  w i t h o u t  mesangia l  h y p e r c e l l u l a r i -  
t y ,  and 7 f o c a l  g l o m e r u l a r  o b s o l e s c e n c e  (FGO). The o v e r a l l  
outcome a f t e r  a  mean o b s e r v a t i o n  o f  7 y e a r s  (0.5-18) was a s  
f o l l o w s :  11 p a t i e n t s  (34%) were  i n  comple te  r e m i s s i o n ,  1 2  (38%) 
had p e r s i s t e n t  p r o t e i n u r i a  a n d / o r  r e c u r r e n t  n e p h r o t i c  syndrome, 
6  (19%) were i n  c h r o n i c  r e n a l  f a i l u r e  and 3  p a t i e n t s  (92) d i e d  
from non r e n a l  d i s e a s e .  P a t i e n t s  w i t h  FGO had a  lower  i n c i d e n c e  
o f  h e m a t u r i a ,  h y p e r t e n s i o n  and t u b u l a r  d e f e c t s ,  a  b e t t e r  r e s p o n s e  
t o  s t e r o i d  and cyclophosphamide t h e r a p y  and  a  b e t t e r  o v e r a l l  
outcome. These r e s u l t s  a r e  s i m i l a r  t o  t h o s e  r e p o r t e d  by Habib 
and Gubler  (Ped.  Nephrology,  Ed. Rubin and B a r r a t t ,  p .  499-515) 
and i n d i c a t e  a  more f a v o r a b l e  outcome t h a n  t h a t  r e p o r t e d  by  
Cameron e t  a l .  ( C l i n .  Nephrol.  6:213,  1978) .  A p r o g r e s s i v e  
d e c r e a s e  i n  GPR wan obscrvcd  i n  some p n t i c n t s  w i t h  p e r e i n t i n g  
p r o t e i n u r i a  o r  r e c u r r i n g  n e p h r o s i s  i n d i c a t i n g  t h a t  u l t i m a t e  
outcome o f  FGS i n  c h i l d r e n  c a n n o t  be  e s t a b l i s h e d  from p e d i a t r i c  
a g e  p o p u l a t i o n  s t u d i e s .  

MEMBRANOPROLIFERATIVE GLOMERULONEPHRITIS 141 (MPGN): A DOUBLE BLIND TRIAL OF ALTERNATE DAY 
PREDNISONE (ADP). International Study of Kidney Disease 

in  Children. 

A double blind trial of ADP is being conducted in children with M P G N  
and the nephrotic syndrome. Thirt four children have been randomly 2'- allocated to either ADP (60 mg/m /q 4 8  hrs in  18) or placebo (16). Al l  
have had a t  least 2 yr followup with renal biopsy. There were no signifi- 
cant differences init ial ly between the groups. The types of M P G N  were 
not separately distributed (20 Type 1 ,  9 Type I I  and 5 Type I l l ) .  Overall  
GFR decreased by b30% in 6; increased.*30% in 8 and was unchanged in 
20. Initial histopathologic findings of mesangial proliferation (MP), 
crescents and adhesions (CA), g l o m e ~ l a r  sclerosis (GS), tubular atrcphy 
and interstitial fibrosis (TAIF), or capillary wall abnormalities (CWA) did 
not predict theAGFR. At  the 2 yr biopsy, G S  and TAIF were associated 
with decreased GFR, but not MP, CA, or CWA. MP decreased more in 
those on ADP. The proportion of patients with decreased GFR a t  2 yrs was 
less with ADP (1/18) than with placebo (5/16) but no differences were 
noted a t  3 yrs (3/14 vs 5/1 I ) ,  4 yrs (5/12 vs 7/10), or 5 yrs (5/11 vs8/11). 
Preliminary results indicate that ADP may retard progression early but the 
effect is lost by 3-5 yrs. The trial is continuing because of the small 
numbers of patients followed past 2 yrs. 
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One o f  t h e  maln s u b j e c t s  o f  i d i o p a t h ~ c  n e p h r o t ~ r  syndrome i n  

r h l  l d r e n  today  i s  p r e d ~ c t i ~ m  and p r r v r n t i o n  o f  r e l a p s e .  I n  t h ~ s  
s t u d y ,  we p r e d i c t e d  r e l a p s e s  o f  i d ~ o p a t h ~ c  n e p h r o t i c  syndrome 
immunnlogica l ly .  Detection of i n h i b i t o r y  f a c t o r s  f o r  Cnn-A in-  
duced l y m p h o h l a s t o g e n e s ~ s  i n  t h e  n e p h r o t ~ c  plasma was c a r r i e d  
o u t ,  and t h e  f a c t o r s  were e x p r e s s e d  a s  ~ n h i b i t ~ o n  index .  

In  r e m i s s i o n ,  t h e  i n h ~ b i t o r y  f a c t o r s  seemed t o  d l s a p p c a r ,  
w h i l e  i n  r e l a p s e  and 2 t o  4 weeks p r i o r  t u  r e l a p s e  a s  w e l l  a s  a t  
t h e  u n s e t ,  t h e  l n d i c e s  were abnormal ly  h i g h .  Molecular weight  
i d e n t i f i c a t i o n  o f  t h e  inhibitory f a c t o r s  was c a r r i e d  o u t  on t h e  
patients' s e r a  a t  t h r  o n s e t  and i n  r e l a p s r  by Sephadex G Z O  g e l  
chromatography .  The r e s u l t s  r e v e a l e d  t h r e e  p e a k s  w i t h  s t r o n g  
~ n h ~ p i t o r y  a c t i v ~ t y .  One i s  p r o b a b l y  g l y c o p r o t e i n  a t  more t h a n  
6 x 1 0 ~  mol t , ru la r  w e i g h t ,  and t h e  o t h e r s  a r e  mu t ~ f a c t o r s  w i t h  3 - 3 7x10~ ~ n  m o l e c u l a r  w e ~ g h t  and p e p t i d e  a t  6x10  m o l e c u l a r  weight .  

We b e l i e v e  t h e  i n h i b i t o r y  f a c t o r s  e x ~ s t  ~ n  n e p h r o t i c  s e r a  a t  
t h e  o n s e t  a s  w e l l  a s  i n  r e l a p s e .  P r e d i c t i o n  o f  t h e  r e l a p s e  is 
p o s s i b l e  2 t o  4 weeks p r l o r  t o  a c t u a l  r e l a p s e .  P r e v e n t i v e  
t h e r a p l c s  c a n  be a p p l l e d  s u c c e s s f u l l y .  

LONG-TERM STUDY OF STEROID SENSITIVE NEPHROSIS (SSN).  143 KLEINKNECHT C . ,  BROYER M . ,  JARDE O . ,  GUILLOT M .  H6pi- 
t a l  d e s  Enfants -Malades ,  P a r i s ,  F r a n c e .  

312 c h i l d r e n  w i t h  SSN were fo l lowed f o r  2  t o  24 y e a r s  ( y ) .  Age 
a t  o n s e t  was under  1  i n  8  who n e v e r  r e l a p s e d  o v e r  2 t o  14y,  and 
between 1  and 8y i n  80 $ o f  c a s e s .  77 c h i l d r e n  were u n s e l e c t e d  : 
o f  them, 32 ( 4 2  $ 1  never  r e l a p s e d ,  8  r e c o v e r e d  a f t e r  1  o r  3 r e l a p -  
s e s ,  36 were s t e r o i d  ( S )  dependent  ( D ) .  Among t h e  312 c h i l d r e n  r e -  
p r e s e n t i n g  a  h i g h l y  s e l e c t e d  s e r i e s ,  4  c h i l d r e n  d i e d  from compli-  
c a t i o n s  and 8  deve loped  r e n a l  f a i l u r e  (RF) : f i v e  were SD f o r  high 
d o s e s ,  remained u n t r e a t e d  and n e p h r o t i c s  f o r  a t  l e a s t  15y : 3  r e a -  
ched t e r m i n a l  RF (TRF) ,  19 ,  20 and 21y a f t e r  o n s e t .  T h r e e  c h i l d r e n  
w i t h  i n i t i a l l y  SSN became r e s i s t a n t  and were r e f e r r e d  f o r  TRF 2 ,  5 
and by a f t e r  o n s e t .  The 300 o t h e r  p a t i e n t s  had normal r e n a l  func- 
t i o n  a f t e r  5 t o  10y i n  118 ,  10 t o  15y i n  5 1 ,  15 t o  24y i n  23. 62 
p a t i e n t s  n e v e r  r e l a p s e d ,  24 r e c o v e r e d  a f t e r  1 t o  3 r e l a p s e s ,  and 
214 were SD. Of t h e  l a t t e r ,  104 r e c e i v e d  immunosuppressants ( I S )  
r e s u l t i n g  i n  pro longed  r e m i s s i o n  i n  74.  I n t e r r u p t e d  o r  a l t e r n a t e  
day S t h e r a p y  was used f o r  r e s p e c t i v e l y  1  t o  7y i n  38 c h i l d r e n ,  
and 1  t o  by i n  35 .  The l a t t e r  a l lowed a  good c o n t r o l  o f  t h e  d i -  
s e a s e  w i t h  l i t t l e  t o x i c i t y  and normal g r o w t h .  I n  SD, t h e r a p y  could 
he  di: ;continued w i t h o u t  IS i n  26 c h i l d r e n  nft,er ? t o  5 y ,  i n  15 af-  
t e r  5 t o  10y,  between 10 and 20y i n  13 ,  and remained n e c e s s a r y  a f -  
t e r  10 t o  18y i n  17 c h i l d r e n ,  a l l  o f  them w i t h  normal r e n a l  func- 
t i o n .  The h igh  i n c i d e n c e  of a  s i n g l e  a t t a c k  i n  u n s e l e c t e d  s e r i e s ,  
t h e  u n p r e d i c t a b l e  d u r a t i o n  of d i s e a s e  i n  SD p a t i e n t s ,  t h e  p o s s i b i -  
l i t y  of poor  outcome i n  u n t r e a t e d  p a t i e n t s  and t h e  good p r o g n o s i s  
i n  t h e  o t h e r s  maybe s t r e s s e d  o u t .  

Serum C o n c e n t r a t i o n  o f  P r e d n i s o l o n e  i n  C h i l d r e n  w i t h  

[Purpose] R e c e n t l y  p r e d n i s o l o n e  h a s  been used  c l i n i c a l l y  f o r  t h e  
t h e r a p y  i n  c h i l d r e n  w i t h  n e p h r o t i c  syndrome. But l i t t l e  i n f o r -  
mat ion  was a v a i l a b l e  a b o u t  t h e  s t u d y  o f  t h e  a b s o r p t i o n  a n d  e x c r e -  
t i o n  o f  p r e d n i s o l o n e  i n  t h e  n e p h r o t i c  syndrome. So  we i n v e n t e d  
new e a s y  radioimmunoassayiRIA) f o r  p r e d n i s o l o n e ,  and  measured 
t h e  serum c o n c e n t r a t i o n  o f  p r e d n i s o l o n e  i n  c h i l d r e n  w i t h  neph- 
r o t i c  syndrome. [Methods] Three  r a b b i t s  were i n j e c t e d  w i t h  
p r e d n i s o l o n e  21-BSA h a p t e n  a n d  F r e u n d ' s  a d j u v a n t .  The r a b b i t  
s e r u m ( a n t i - p r e d n i s o l o n e  a n t i b o d y )  a n d  g o a t  a n t i - r a b b i t  szmma 
g l o b u l i n  was used  f o r  R I A  by d o u b l e  a n t i b o d y  t e c h n i q u e .  By h e a t -  
i n g  unknown serum i n  7 0 ° C  f o r  30 m i n u t e s ,  t h e  n a t i v e  p r e d n i s o l o n e  
b i n d i n g  p r o t e i n  was d e n a t u r e d ,  and  i t  was p o s s i b l e  t o  a n a l y z e  
p r e d n i s o l o n e  i n  u n e x t r a c t e d  and  n o n d i l u t e d  serum. Twenty c h i l -  
d r e n  w i t h  i d i o p a t h i c  n e p h r o t i c  syndrome were a d m i n i s t e r e d  o r a l l y  
p r e d n i s o l o n e  s e v e r a l  times. The q u a n t i t y  o f  p r e d n i s o l o n e  was 
e q u a l  i n  t h e  e a c h  p a t i e n t .  The serum c o n c e n t r a t i o n  o f  p r e d n i -  
s o l o n e  was measured s e r i a l l y .  [ R e s u l t s  a n d  D i s c u s s i o n ]  T h i s  R I A  
was c a p a b l e  of d e t e c t i n g  50 p icoyrams o f  p r e d n i s o l o n e  i n  5 0 p 1  
of u n d i l u t e d  serum. The peak c o n c e n t r a t i o n  o f  p r e d n i s o l o n e  i n  
p a t i e n t s  had a  tendency  t o  i n c r e a s e  g r a d u a l l y  w i t h  t h e  d e c r e a s e  
o f  t h e  u r i n e  p r o t e i n .  The tendency  had l i t t l e  c o r r e l a t i o n  w i t h  
t h e  change  o f  t h e  t o t a l  p r o t e i n  i n  serum. 
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