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CIIS PllOP!lYLAXIS WI'l'H HIGB DOSE HE'l'II=ZE IN HIGB RISK CHILD!lOOD ACU"E
L!MPROCYTIC
I.J . Cohol1. R. Z1.1:z.ov. Y. Hat oth
Pediatr ic ileaatology-Oncology, Beilinso:: }jedical Center, To1 Aviv Un.J,veralty
Me<ii eal. School , I s rae l.

In an at t ec pt t o r educe eNS lnvolve=ect i n. high r16k childhood acute
l c uke lll.1a , 500 mg/m2 methotraxate ( MTX ) as a 4-hour infusion was

add ed t o the s kul l i rrad1.a t1on of 2400 an d sixth i ntrathecal MTX
injection, foll owed by Leuco vor in z-es c ue at 24 hours. MTX levels \lere
measured by an 1 125 HTX competetive en z JI:1e binding t ec hn1q ue (Nell' England
EnZ),%:8 ce nter , Boston ) . I n 8 childr en h1g:h ris k a cu t e lyc,pho cy t ic
leUk8:1.1.a very high CSF le ve l s . 2 . 5XI0- t;. and 1.6x:l 0-6 a t 4 and 2.3 hou rs
r espe c t i vely wer e round , as compare d ".!.:'h para l lel BerUJ::I. levels o r 9.9Xl 0 - 4
a lld. 7.}xl0-7. 10 contrast , a 5 «1A/o2 l-:1X 6- hour 1Jlfus 1on u-1thout 1.D.tra­
the cal HTX failed. to ach ie ve "t herapeutic" levels of 10-6 at 24 hours .
Hi gher gSF l e vels were obs e r ved. :In eNS ::LI1d. carrow rel apse 1.76xl 0-3 a.n..:1
3.}xl0- at 4 and. 29 ho urs respe ctive l)". In two eases tOX1c1ty .as &&80 C­
iated. with t ransi e nt 1.ncreased serWll an d correla.ted with t OXic
K'l'X levels . I t rs concludod that t his add.1tionaJ. th era py result od 1ll
sustAined therape ut 1c c.;r HTX leve16 by prevent i ng HTX eflux from CSF,
thus Civ1.l1& more e f fective br"'1n penetration an d preventing ellS leuke.lllia.
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VITAMIN E AND ERYWOCYTE GLUTATHIONE-PEROXIDASE IN NEWBORN
INFANTS WITH HYPERBILIRUBINEMIA.

ll.Dettori G. Falciani L.C iccoli M.De Donn o C.De Simone R.
Bracci. Inst. Clin ica Ped iatri cs a nd I n s t . Patologia Generale­
-University of Siena, Italy.

Plasma vitamin E and G-6-PD, GR, H< a nd GSH-Px acti­
vities have been mea s ured i n 43 n ewborn infants one to t wo weeks
old, out of whic h 25 had jaundi ce probably due to inc;reased!!lmo­
lysis presumed on the basis of increased serum haptoglobin
content or appreciable decrease of erythrocyte count in the firl
weeks of life. G-6-PD, GR and PA were within the normal sdult
range and no differences between jaundiced and healthy newborn
infants we r e found. Plasma vitamin E i n the
diced newborn infant s , i n the healthy newborn
ts and i n the adults .GSH-Px a c tiv i t y was 9.97+1.52
I.U. in the newborn i nfants with j aundice a n d I . U; in
the healthy n ewborn inf ants; t he l atter dif f erence was s ignifi­
cant (P<O.OS).The da t a may indicate t hat during t he first t wo we
eks of l ife, the vitamin E deficiency i s a common f eature,­
low GSH-Px activLty may be a factor p r ed i s posing to the oxidativ
hemolysis. However the presence of jaundice probably due to increa
sed h emolysis in cases wi th normal vitamin E and normal GSH-Px
suggests that possible mod e r a t e de crea s e of both these antioxida
tive agent must be considered nothing more that predisposing ­
factor.
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DISSOCIATED RECOVERY OF LYMPHOC YTE FUNCTIONS AFTER CESSATION OF LONG-TERM IN­
TENSI VE COMBINATION CHEMOTHERAPY IN ACUTE LYMPHOBLASTIC LEUKEMIA (A.L.L.)
R. Eife·, G. Janka' , B. Lau· , R. Haas·, and F. Lamper-t«, Universitats..Kinder­
kli01 ken Munchen (*) and GleBen (+J. 0-8 I-Iunchen 2, LIndwurmstr.4, II-Germany .

Thi s study was des i gned to i nves t i ga t e th e effect on t he cellular imunocompe
tence of lon g-term intens ive combinati on chemot herapy (IC C). In 28 pa t ients
with A.L.L . in conti nuous complet e remi ss i on th e PHA-i nduced l ymphocyt e blast
cell proliferat i on (PHA- CP) and t he l ymphoto xin product ion (LT PROD) by peri­
pheral blo od l ymphocytes was i nves ti ga t ed during th e i nit ial 18 mont hs fol­
lowing cess ation of 2 1/ 2 years of ICC . PHA-CP was es timat ed by meas uri ng 3H­
thymid i ne in cor pora ti on i nto l ymphocyt e ONA dur ing a th ree hour pulse on day
th ree of culture . LT PROD was est imated by measur i ng ( 1) ce ll l ys i s (51- Cr ­
release) and (2) r eduction of cell met abol i sm (DNA synth esis ) in t arget cell
cultures expos ed to cell-free medium f rom PHA- s t i mula ted leukocyte cultures.
At th e time when ICC was stopped one thi rd of the patien ts showed impa i red
PHA-CP and two thirds showed impaired LT PROD . During the initial three
months followin g cessa t i on of ICC the number of patients with i mpaired LT
PROD s ignifi can tl y i ncreased . After 12 month s off the rapy all pat ients showed
a normal PHA-CP whi l e the LT PROD was still impai re d i n some of t hem.

In contrast t o healthy in di vi dual s , a cons i de ra bl e number of the A.L.L.
patients showed a di ssoc iati on be tween PHA· CP and LT PROD: def ect i ve LT PROD
by l ymphocyt es with e levated prol iferati ve capacity.
Our data suggest t hat upon cessa tion of ICC the perip heral blood of patients
with A. L.L. is rep opul a ted by l ymphocyt es wi th a normal or even e levated prol
i f erative ca papacity but wi th a defec ti ve (or inmature ) Iymphokine produc ing
capacity . Thi s defe c t of th e ce ll ul ar tnmune f unct ion in vitro may persist as
long a 1 1/2 yea r s after ces sa t i on of ICC.

This work was supported by gra nts from th e "Kind-Phil i pp- St ift ung fUr Leuk­
amie·Forschung" and the "Oeutsche Forschu ngsgemeinschaft (SFB 37 , B7)".
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DISTINCTION BETWEEN ACUTE LYHPHOCYTIC AND HAL rGNANT LYMPHOMA
WITH LE:UK£HfC TRANSfORMATION

A. Fe ldg!.! , H. Westerhausen and U. Schoid.

Children' 5 hos pi ta l and Kantonsspital , 9000 St . Gallen

Malignant l ymphoma with l eukemic convers i on i s charac t e r ized by a rapid
tumor pro gr e s sion and poor prognos i s . In acute l ymphocyt i c l eukemia
however t he outlook has impro ved markedl y in t he l ast ye a rs . Hany children
exhibit complete remiss i o n for a long t i me and c ure is eve n pcse Ib j.e ,
In order to dif fe rent iate betw ee n th i s two d i seas e s and t o treat patien t s
separa tel y, we ana lyzed th e clini ca l data of 8 children, aged 2 t o 1 2
y ears , who entered the childr en 's hospital of St. Gal l e n in t he l ast ye ar .
Based on c linical fi ndings a nd wi t h t he aid of a. bi opsy ( EM) , cytochemi c al
and i mmunolog i ca l studies, we in terpret ed 4 pa t ients as stage I V non
Hodgkin lymphoma with l e ukemi c transformation and 4 pat ients a s acute
lymphocytic leukemia .
Of the 4 pat i ents wi t h malignan t lymphoma, di f f us e Lymphcbkas't Lc , the new
entity "conv ol ut ed type" was s een i n 2 patient s . One was a 3 mon t hs old
baby with probably congeni t a l mal i gnant lymphoma.
The dist inct i on betw e en acut e l ymphocytic leuke mia and non Hodgk i n lympho­
ma with bon e marrow i nvolvement is made on clinical crite rias . These
cr iterias are di s cus s ed .
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ERYTHROCYTE tlETABOLlSll HI PROTE I N-ENERGY f,AUIUTRITlON ANAEI1lA .
I. GLUCOSE fiETABOLlSM OF THE ACTIVATED OXYGEN.
P. J . Neve , C. Heyder -Bruc kne r, f . Ve r t onge n and
I.N . f;an de l baum.

Cemubac :le d ic a l Miss i on to IRS , Lwiro , Zaire , Departme nts of
Pediatric s and o f Cl i nical Chemi s try , and Institu te of Pharmacy,
Fre e Uni ver s ities of Br uss e ls, Be l gi um.

The anae mia of prote in-ene rgy ma l nut riti on (PEl'!) obse rv ed i n Ki vu is
a sy ndrome, char ac t er i zed a .o. by a s li ght hemolys i s and by
surpr-i s tnq ly normal 2,3-DPG and PSO levels for age and altitude.

In an attempt to define the mech ani sms of the se phenorr.enons , the fol­
lowing parameters have been stud i ed in l arge nuraber-s of untreated, trea­
ted and healthy childr en : glycolyti c ra t e , en zymatic activ itie s ( HK,
PK. 6PGO• .GSSG- rl!d , GSH-Px and SOD) , glycol yti c ""'tabol i te s,
adenl ne nuc lectfdes , glu ta thi one, and Heinz body f ormation. The plasma
and erythrocyte selenium le vels were also de te rmi ned .

I t appea r s :
1) that th ere exists in PEN an eryth roc yte glycolytic abnomality l imiting

the 2.3- 0PG i ncrease "" hypoxia ;
2 ) that the reduct ion of the activa ted oxygen is dec reased because.

f irstly of a GSH-Px acti vity reduct i on attr ibut able to a sel en ium
deficiency, and secondl y of decreased GSH l e ve l s .
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ERYTHROCYTE iii HALNUTRITION ANAElHP.. II. THE
ERYTHROCYTE ME/1BRANE .
P. Fondu, N. Mozes, P. lMve, L. Sohet-Robazza and I.fl. flande Iba um.

Cemubac r:edi cal to IRS , Lwi ro , Zai re , Depa rtment s of Pediatrics
and of Cli ni cal Chemistry , and Labora to ry of Pathology , Free Uni vers i ti es
of Brusse ls. Belgium.

The e xi s tence of an ery throcyte membrane abnonna1i ty i n PEH anaemi a
is in di cated by morphol ogi cal ex aminations (increased mean red cell dia­
meter, presence of t arget ce ll s under opti ca l microscopy and codocytes
under sca nni ng elect ron i c micr oscopy) and by the s tudy of t he r ed ce ll
osmotic resis ta nce. The last parame ter is in creased but nonnal ize s when
patients ' la belled red cells are trans fused in t o healthy adults .

The study of the erythrocyte lip id s di sc l oses high choleste rol and
phosphatidylcholine l evels . The turnover of the membr ane choles terol is
decreased on incubat i on wi th isolated patients' LOL. The incorporation
of a labell ed f at ty acid in the membrane i s accel erated . No in crea sed
ca ti "" lea k is e vident. The plasma vi tami n E le vel s ar e low. An abnor­
mality of the LDL composition i s evi dent.

These s tu dies show :
1) · th at the i ncr ease i n mellbra ne phosphati dyl choline and choleste ro l levels

i s due to a qualitat iv e lipoprotei n di s t urbance;
2) that the mai n cause of hemolysi s i n PHI might be a per oxidation of the

mentlr ane, leadi ng t o an in creased fo rmat im of Iys ophospho­
lIpIds.
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