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Malignant lymphoma with leukemic conversion is character ized by a rapid 
tumor progression and poor prognosis. In acute lymphocytic leukemia 
however the  outlook has impmved markedly in  the l a s t  years .  Uany chi ldren 
exhibi t  complete remission fo r  a long time and cure is even possible .  
In order  t o  d i f f e r e n t i a t e  between t h i s  two diseases and t o  t r e a t  pa t i en t s  
separately,  we analyzed the c l i n i c a l  data  of 8 chi ldren,  aged 2 t o  12 
years ,  who entered the chi ldren 's  hospi tal  of S t .  Gallen i n  the  l a s t  year. 
Based on c l i n i c a l  f indings and with the  a id  of a biopsy (EM),  cytochemical 
and immunological s tud ies ,  we interpreted Ir pa t i en t s  a s  s t age  IV non 
Hodgkin lymphoma with leukemic transformation and Ir pa t i en t s  a s  acu te  
lymphocytic leukemia. 
Of the  1( pa t i en t s  with malignant lymphoma, d i f fuse  lymphoblastic, t h e  new 
e n t i t y  "convoluted type" was seen i n  2 pa t i en t s .  One was a 3 months old 
baby with probably congenital m a l i e a n t  lymphoma. 
The d i s t inc t ion  between acute lymphocytic leukemia and non Hodgkin lympho- 
ma with bone mamw involvement is made on c l i n i c a l  c r i t e r i a s .  These 
c r i t e r i a s  a r e  discussed. 
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CITS PPROPBYMIS W I l l i  HIGH DOSE METHOTRXATE I N  HIGH RISK CKILWOOD ACUTE 
LWEOCFTIC LEUKP!IA 
I.J. Cohen. R. Z~ izov ,  Y. Matoth 
Ped ia t r i c  aenatology-Oncology, Bei l insor  !Iedical Center. To1 Aviv University 
~ e d i c l l  school, I s rae l .  

In  an attempt t o  reduce CNS involvezect i n  high r i s k  childhood acute 
lymphocytic leukemia, 500 mg/m2 metho t r sa te  (MTX) a s  a 4-hour infusion was 
added t o  the sku l l  i r r ad ia t ion  of 2400 raffi and s lx th  in t r a theca l  MTX 
in jec t ion ,  followed by Leucovorin resccs a t  24 hours. MTX leve l s  were 
measured by an 1 ~ ~ 5  NTX competetive enzfle binding technique (New England 
Enzyre Center, Boston). I n  8 children r i t h  high r i s k  acute lymphocytic 
l euke l i a  very high CSF levels ,  2.5~10-4 and 1.6~10-6 at 4 and 23 hours 
respect ive1 were found, a s  compared rrl'.h pilral le l  serum leve l s  of 9.9~10-4 
and 7.3~10-?. I n  contrast ,  a 5 gm/mZ I.TX 6-hour infusion without in t r a -  
theca l  MTX fa i l ed  t o  achieve "tharapeuilc" l eve l s  of 10-6 a t  24 hours. 
Higher SF levels  were observed i n  CNS md marrow relapse 1.76~10-3 and 
3 . 3 ~ 1 0 - ~  a t  4 and 29 hours respect ively.  I n  two cases tox ic i ty  w a s  ansoc- 
i a t n d  with t r ans ien t  Lnereased serum crsa:Lnine and correlated with toxic 
MTX levels .  I t  is concluded tha t  t h i s  addi t ional  therapy resul tod i n  
sustained therapeutic  C;F MTX leve l s  by preventing MTX ef lux  from CSF, 
thus giving more e f fec t ive  brain penetration and preventing CNS leukemia. 

VITAMIN E AND ERYTROCYTE GLUTATKIONE-PEROXIDASE I N  NeVlBORN 
INFANTS 'YITH HYPERaILIRWINEXIA. 

k ~ e t t o r i .  G . F a l c i a n i ,  L . C i c c o l i ,  M.De Donno. C.De S imone ,  R. 
B r a c c i .  I n s t .  C l i n i c a  P e d i a t r i c a  a n d  I n s t .  P a t o l o g i a  G e n e r a l e -  
- U n i v e r s i t y  o f  S i e n a ,  I t a l y .  

Plasma v i t a m i n  E a n d  e ry? rocy te  C-6-PD, GR. FK a n d  GSH-Px a c t i -  
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Cemubac ; . ledical  M i s s i o n  t o  IRS, Lwi ro ,  Zai ' re ,  D e p a r t m e n t s  of  
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v i t i e s  h a v e  b e e n  measured  i n  43  newborn  i n f a n t s  o n e  t o  t w o  w e e k s  F ree  O f  

o l d ,  o u t  o f  w h i c h  25 h a d  j a u n d i c e  p r o b a b l y  d u e  t o  i n q r e a s e d h m o -  

I t  appears : 
1) tha t  there e x i s t s  in PEM an erythrocyte g lyco ly t i c  abnormality l imit ing 

the 2,3-DPG increase on hypoxia; 
2) tha t  the reduction of the act ivated oxygen i s  decreased because. 

f i r s t l y  of a GSH-Px a c t i v i t y  reduction a t t r ibu tab le  t o  a selenium 
deficiency,  and secondly of decreased GSH leve l s .  

s e d  h e m o l y s i s  i n  c a s e s  w i t h  n o r m a l  v i t a m i n  E a n d  n o r m a l  GSH-Px 
s u g g e s t s  t h a t  p o s s i b l e  m o d e r a t e  d e c r e a s e  o f  b o t h  t h e s e  a n t i o x i d s  
t i v e  a g e n t  mus t  b e  c o n s i d e r e d  n o t h i n g  more t h a t  p r e d i s p o s i n g  
f a c t o r .  
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OISSOCIATED OF AFTER OF IN- 
TENSIVE COMBINATION CHEMOTHERAPY IN ACUTE LYMPHOBLASTIC LEUKEMIA (A.L.L.) 
R. Eife', G. Janka*, B. Lau', R .  Haas', and F. Lampert+. Universitats-Kinder- 
k l in jken  M " ~ ~ ~ ~ ~  and ~i~~~~ (+,. o - ~  ,.,.iinchen 2, Lindwurmstr.4, W-Gemny. 
This  study was designed t o  invest igate  the e f f e c t  on the c e l l u l a r  imunocompe. 
tence of long-term intensive combination chemotherapy (ICC). In 28 pat ients  
with A.L.L. in  continuous complete remission the PHA-induced lymphocyte b l a s t  
c e l l  p ro l i f e ra t ion  (PHA-CP) and the lymphotoxin productiot~ (LT PROO) by peri-  
pheral blood lymphocytes was invest igated during the i n i t i a l  18 months fol-  
lowing of 2 112 years of ICC. PHA-CP was estimated by measuring 3 ~ -  
thymidine incorporation in to  lymphocyte DNA during a th ree  hour pulse on day 
th ree  of cul ture.  LT PROO was estimated by measuring ( 1 )  c e l l  l y s i s  (51-Cr- 
,,=lease) and (2 )  of ce l l  metabolism (DNA synthesis) i n  target cel l  
cu l tu res  exposed t o  ce l l - f r ee  medium from PHA-stimulated leukocyte cul tures .  
At the time when ICC was stopped one th i rd  of the  pa t i en t s  showed impaired 
PHA-CP and two th i rds  showed impaired LT PROD. During the  i n i t i a l  t h ree  
months following cessat ion of ICC the number of pa t i en t s  with impaired LT 
PROD s ign i f i can t ly  increased. After  12 months off therapy a l l  pa t i en t s  showed 
a normal PHA-CP while the LT PROD was s t i l l  impaired in some of them. 

In con t ras t  t o  healthy individuals ,  a considerable number of the  A.L.L. 
pa t i en t s  showed a dissociat ion between PHA-CP and LT PROD: defect ive LT PROD 
by lymphocytes with elevated p ro l i f e ra t ive  capacity. 
Our data suggest tha t  upon cessat ion of ICC the  peripheral blood of pa t i en t s  
with A.L.L. i s  repopulated by lymphocytes with a o r  even elevated pro1 
i f e r a t i v e  capapacity but with a defect ive ( o r  imnature) lymphokine producing 
capacity. This defect  of the c e l l u l a r  immune function in  v i t r o  may pe r s i s t  as 
long a 1 1/2 years a f t e r  cessat ion of ICC. 
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The existence of anerythrocyte membrane abnormality in  PEM anaemia 
i s  indicated by morphological examinations (increased mean red c e l l  dia-  
meter. presence of t a rge t  c e l l s  under opt ical  microscopy and codocytes 
under scanning e l ec t ron ic  microscopy) and by the study of the red c e l l  
osmotic r e s i s t ance .  The l a s t  parameter i s  increased but normalizes when 
patients' label led red are transfused 

The s tudy of the erythmcyte l ip ids  discloses high cholesterol  and 
phosphatidylcholine l eve l s .  The turnover of the membrane cholesterol  i s  
decreased on incubation with i so la t ed  pat ients '  LDL.  The incorporation 
Of a label led fat ty  acid i n  the mmbrane is jncreased 
cat ion leak i s  evident .  The plasma vitamin E levels  are  low. An abnor- 
mality Of the i s  evident .  

These s tud ies  show : 
1). t ha t  the  increase in membrane phosphatidylcholine and cholesterol  l eve l s  

i s  due t o  a qua l i t a t ive  l ipoprotein disturbance; 
2) tha t  the main Cause of hemolysis in PEM might be a peroxidation of the 

erythrocyte membrane, leading t o  an increased formation of lysophospho- 
l i p i d s .  
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