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75. 

RECEPTORS FOR PEANUT AGGLUTININ IN TRE IMMUNOLOCICAL SUB- 
GROUPING 0~ CHILDHOOD ACUTE LVMPHOBLASTIC LBUKBNIA (ALL). 
E.C. Russell, T. Mnhanskumsr. N. Dunn, N. McUílliams, H.H. 
Msurer, Medicsl College of Virginia, Department of Pediatrics 
snd Surgery, Richmond, Virginia 20298 

Childhood ALL is composed of subgroups defined by immune- 
logie msrkers and certsin narkers are known tu have prognos- 
tic significence. Nul1 cel1 ALL is the lsrgest subgroup 
and sdditional msrkers are needed tu identify patients at 
increased risk of early relapse within this non-T, non-B 
cstegory. We have used s direct immunofluorescence ssssy tn 
identify the ptesence of receptors for the lectin pesnut 
sgglutin (PNA) nn blssts from 26146 (63%) of nur nul1 cel1 
AL.L pstients and have subsequently noted s high rate of 
relspse (17/26) in this PNA+ gtuup. Relspse hss occurred 
in only 5720 pstients whose blsets lacked the PNA receator. 
The PNÄ+ and PNA- groups vete compsrsble in clinicsÏfe=stur+as 
(i .e., sge. leukocyte cn”“t, follou-up times) snd the strik- 
ing differente in telapse rste was correlsted only vith the 
presenee of receptors for the lectin (p<O.Ol). PNA recen- 
tora are eommonl; found on fetsl thymoeytea but nat on 
mature peripheral lymphocytes except3sfter neursminidase 
t restment. SDS-PAGE snsIysis of NsB H,,-@SCtOSS oxidsse 
lsbelled solubilired cel1 membrsne extract8 revesled s 
68,000 dslton glycoprotein found only on PNA+ ALL lympho- 
blssts. Neither PNA- blssts nor PNA+ normsl thymoeytes 
expresscd this component. Ihe lectin PNA seems tn define a 
high risk group of nul1 cel1 ALL pstients and tn be sssu- 
cisted with s specific cel1 membrsne component. 
(Supported by NIH CA 27416 snd ACS 190B) 

76. 

NEWER NODES OF TREATMENT IN CHl’LDHOOD ALL. 

D.Schuler, T.Révész, G.Kardos, I.Krause, K.Á cs, 
Hungarian Werking Party on Childhood Leukaemia, 
Budapest, Hungary. 

Al1 children, suffering from leukaemia are 
treeted in Hungary by one of the 10 centres par- 
ticipating in the Werking Party. In the early 
70-les, treatment results improved as a result of 
CNS prophylaxis. NO further improvement was seen 
however, despite efforts to establieh new appro- 
aches. As from 1980 VCR-DA-Pred and daily Asp have 
been used in remiasion induction while CP and 
Ara-C in the consolidation phase. Remiseion rate 
rose and preliminary analyeis of CCR ia encoura- 
ging. 

In 198L 54 nen patients with ALL were started 
on a new protocol, which in addition to the above 
cgtostatics employs medium-doae M!fX and for 
high-risk cases a 2 week combination of Ara-C and 
Vbl-26. Remiseion rate end early treatment results 
are promieing, and 80 far the ratio of complica- 
tiona and side effect8 remains very low according 
to a close neurological survey of al1 patients. 

//. 
O’JTCOME OF CHILDREN WITH ACUTE LYMPHOBLASTIC LEUKENIA (ALL) IN 
INITIAL RELAPSE: RELATIONSHIP TO TYPE OF RELAPSE. PROGNOSTIC 
FACTORS, AND TREATMENT. H.Sather R.Honour m, snd e- 
mond, for the Childrens m;udy’ (CCSG) . University 
of Southem Califomia, Los Angeles. California, 90031. U.S.A. 

From 1975-1981, the CCSG entered 3514 children with ALL in- 
tn five trestment protocols. We recently reviewed the subse- 
quent trestment and outcome of these children who had an ini- 
tis1 relapse in tt1e msrrow (499). centra1 nerveus system (150) 
or testes (66) while stil1 on therapy. The trestment for pa- 
tients with relapse in the CNS ut testes was local trestment 
tu thst site plus reinduction followed by reconsolídstion and 
remaintensnce chemotherspy. Patients who had sn initisl re- 

lspse in the msrrow wete treated on specific relapsinp: ALL 
protncols. Recently some patients with sn initial msrrow te- 
lspse and with s suitable Sibling donor have received s bone 
msrrnw trsnsplant (BMT). Comparing the outcome of these chil- 
dren with initial relapse in the msrrow. testes and CNS. 
there is s highly significant differente (p<.OOOl). Ihe life 
table survival at 3 yesrs from time of initial relapse is: 
msrrow-7%) testes-36X, CNS-39%. Within each of these groups 
there is heterogeneity of outcome that csn be partially ex- 
plained by prognostic factors. For msrrow relspse, the dura- 
tion of initisl remission and sge at diagnosis are the most 
important fsctors. For extramedullary sites, the important 
factors sre duration of initlal remission and these chsracter- 
istics st the time of original diagnosis: sge, white blood 
count, presence of mediastinsl msss. and hemnslobin level. 
Outcome for the 21 children who recéived BMT ;Ihnws that at ene 
yesr from transplant the life tsble survival is 32% and at twn 
yesrs is 29%. Of the 5 children with current fellow-up of ene 
yesr nr more from BMT, ene has died. Longer follow-up wil1 be 
necesssry to sssess whether s “cure rste” in the range of ZO- 
25% is schieved with BMT. If so, this would be sn improvement 
over conventionsl treatment of initial msrrow relepse. 

78. 
FATE AFTER OCCULT TESTICUIAR RELAPSE (OTR) IN CHILDHOOD ACUTE 
LYMPHOBLASTIC LEUKBMIA (ALL): THE ROLE OF TESTICULAR BIOPSY. 
D.R.Miller S Leikin V.Albo N Pslmer H Sather D Hammond >_*~,L.m, 3 . 
for Childrens Cancer Study Group (CCSC). Los AnSeles,CA. USA 

Cessation of therapy after 3 years of continuous complete 
remission (CCR) is sssociated wirh s bene msrrqw (BM) relspse 
rste of lO-20%, higher in msles rhan females, and s testicu- 
1st relapse (TR) rare of 10-40%. In CCG 101/143, 15% of boys 
developed OTR off therspy, of whom 55% remsined in BM remis- 
sion with s media” follow-up of 50 mos. The purpose of this 
study was tn 1) determine rhe incidence of OTR after 3 yrs. 
of CCR: 2) identifv msles at risk of OTR off thersov: and 
3) proioni subsequent disease-free survival of boys.;ith OTR. 
Of 465 boys encered on CCG 141 between 1975 and 1977 and 
achievine CR. 261 (56.1%) were in CCR at 3 vrs. Two hundred _. 
thirty-five underwent open wedge testicular biopsy; 26 re- 
fused biopsy. 

Isolated OTR was derected in 26 boys (11.1%). Two had con- 
comitsnt BM relapse. None wete in the puur prognosfic group 
(inirial WBC>50x10g!t),and no ether diseinguishing clinical 
features (age, FAB morphology, lymphoma syndrome, massive sp- 
lenomeaslv. hemoslobin snd immunoalabulin levels. day 14 BM) -_ _ 
“ere associsted wirh OTR. Trestment consisted of testiculsr 
radiation, systemic reinduction, CNS prophylaxis with intra- 
checal methotrexare, snd msincenance therapy for 3 yrs. Of 
the 26, 20 (77%) are in CCR 12 tu 34 mus. afcer OTR, 4 are 
alive after BM relspse, snd 2 died 22 and 24 mos. afcer TR. 
Overt TR occurred 8-26 mos. off rheraov in 6 bovs (2.6%) with 
presumed négative biopsies at 3 yrs. ,f CCR; 3 were isoiated, 
3 had concomitant BM relapse. Al1 were given lacal and sys- 
temic therapy and are alive 8-35 mos. after TR. In conclu- 
sion, open wedge festicular biopsy afcer 3 yrs. of CCR identi- 
fied males with OTR which can be effectively conrrolled with 
locsl radistion, systemic reinduction and maintenance therapy, 
and CNS prophylaxis. 

79. 
MORPHOLOGIC FINDINGS IN OCCULT TESTICIJLAR RELAPSE IN CHILDHOOD 
ACUTE LYMPHOBIASTIC LEUKEMIA. N.Pslmer, F.Prince, W.Newton, D. 
Hammond, for Children’s Cancer Study Group (CCSG) Los Angeles 
CA and Columbus Children’s Hospital. Columbus. OH. U.S.A. 

Cessation of thetapy sfter j yests cnntinu&s complete te- 
mission (CCR) is associated with s testicular relapse CTR) 
race of 10-40X. Ta determine the incidence af occult TR at the 
3 year endpoint in CCG-141 al1 eligible boys were subjected to 
open wedge testicular biupsy. Occult TR was detected in 26 
boys (11.1%) who subsequertly were effectively treated with 
teseicular irradistion, further chemotherapy and CNS prophy- 
laxis rherapy. 

The morphologic criteria for leukemie invalvement applied 
in the CCG pathology review were derived from s systematic 
light and electron microscopic study of CCG-141 p;itients 
treared at Columbus Children’s Hospital. No satisfz,ctory sc- 
cnunts of the developmental changes in the prepubertal humsn 
testes were available. In particulsr, the origins of several 
immature-appearing cel1 populations wichin the interstitium 
were obscure snd led in several ear!y instances tq sn errone- 
ous diagnosis of Ieukemic involvemenr. Ultrsstructurally we 
have shown these cells Co be cnmponents in the maturation se- 
quence of the Leydig cell. Each has distinctive ultrastructur- 
al features and is distinguishable from s lymphoblascic cell. 

Occult testiculsr leukemie (OTL) involvemenc in CCG-141 
was present usually as a variably dense, diffuse interstitial 
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infiltrate. Occasionally OTL was limited to a single lobule. 
Rarely only smal1 "umbers of lymphoblasts were tdentified, 
typically grouped around capillary vessels. The latter find- 
ings support extensie" of the biopsy-taking t" several sites 
rather than the single tesricular biopsy(bilatera1) now take". 
Overt TR occurred 8-26 moe.. in 6 boys after "egative testicu- 
1ar biopsies at 3 yrs. of CCR. Hore extensive biopsying may 
have permitted earlier recognition of OTR. Very little evi- 
dence of therapy-induced changes in either the interstitiel 
<>r tubular components was found in this study. 

f.H.G. iioreien, F.C. de iaal. A.Ü.F. Veerman, for the 
i.onlnrir. Yiitelmina Fonds (i.n'F). the dutch associatie" 
for f:bht against cancer. Zepartment of fediatrics, 
icndemic i.ospiral 0:‘ tiie Pree University, r;nnterdam, 
t he IGetherlands. 

kndmirror cel1 (3.C) percentages of vashed lympho- 
blasts were coilnteo in CytocentrlfuEe-preparations of 
tkrtg-three children with acute lymphoblestic leuke- 
mie (k1.L). Nine children developed a centra1 nei-VOUG 
system íCM1 relapse; n;: nine had a HK-percentage 
iess than K 5. From the ether tuenty-four children 
without such a relapse only nine had a HM-percentage 
less than 10 3. Tn16 differente is statisticelly signi- 
Sicant (Wildoxon: D C.001). CluS-re1aose wes also cor- _ 
related with 8 high initial white bloodcell count 
CP 0,Cl) and 'T-ALL (p 0,05). It appears thet BK- 
percentage in cytocentrlfuee-preparetions is more reli- 
able than in bone-marrou smears. 
Uur conclusion is that a IKC-percentage les6 than 10 % 
1" ALL ??ieht be B prognostic factor for the development 
of a CNS-relapse. 

Bl 

CHANGES IN THE MONAMINE HETABOLITES IN THE CEREBRAL SPINAl 
FLUID OF CHILDREN WITH ALL 

T.A. Hazra, N. Narasimhachari and C. Russell 

Virginia Commonwealth University, Medical College of Virginia 

A pilot study was carried "ut t" investigate Monoami" 
metabolites in CSF of children with ALL. The main objectives 
of this study were: 

1) To examine intrapatient and interpatient's variations in 
the Monamine metabolites (5-HIAA and HVA). 
2) To study rhe correlation beween the behavior status of 
these patients and the metabolites levels in the CSF. 
3) To-examine the relationship beween the clinical status 
of rhe patient and the CSF leve1 of metabolites. 

Methods and Results 

The CSF samples were collected under identical conditions by 
LP. The samples were analvzed bv Hinh Performance Liauid 
Chrometography using electra-chemical detector. 

.~ 
A reverse 

phase Cia (5,J colunm was used for the analyais. The CSF 
samples were run directly on the column using 50 ul or 100 ul 
depending on the concentration. 

Over 50 cerebral spínal fluids have been analyzed so fer and 
vide variations beween subjects are seen as als" variations 
beween samples from the same patíent collected at different 
intervals. In viev of the postulated role for catecholamine 
in learnlng, memory, affect and emotional behavior in man end 
animal, it appears from the preliminary data thar the study 
may be of potential value in underrtanding the biochemical 
changes in these patients. It may also help t" correlrte 
with the behavior and intellectual functions. A prospectíve 
study is being undertaken at the present time. 

Ankara University, Ankára - TURKh'Y. 

Serum Cu and Zn levele and Cu/Zn ratio vrera 
measured in 69 cases rith acute leukemia.The mean 

serum Cu leve1 pf the controls was 176.2355.0 ug 
y;; ít vaa 275.8-76.0 ug II in acyte lymphoblastic 
leukemía (AU) and it was 220.8-39.3 ug %in acute 
myelomonoblastlc leukemia (ALI;SL).The mean serum 
leve1 of Cu in untreated leukemie children was 
significant1 higher than the controls (P -z 6.01 
and P<O.OOl 3 .Serum Cu levels decreased to normal 
values in ALL and in AMYL in remission . This 
concentrations were significantly lower than, 
values in Jntreated stage (P<O.OOl).T$e mean 8e- 
rum Zn leve) of the controls was 112.7-26.5 yg %, 
it was 81.5-28.0 ug Y! in ALL and it was 79.5-30.7 
ug % in AMKL.The mean serum leve1 of Zn was sig- 
nificantly lower in untreated leukemie chlldren 
than the control group (P<O.OOl).Eerum Zn leve16 
reached to normal values in rem$ssion.The mean 
Cu/Zn ratio in controls was 1.7-0.8. The mean 
Cu/Zn ratio in ALL and in AWYL were 3.80+1.50 end 
3.l2+l.31 respectível.y.‘$he mean Cu/Zn ratio dec- 
reased in remission 1.4-0.4 in ALL and 1.86’0.5 
in AMKL (PcO.OOl).The relationship between serum 
CU and Zn levels and prognosis was also investi - 
gated.The patients who have normal serum Cu leve18 
ín pretreat*nent stnce have good prognosis.Patients 
with serum Zn levels lower than 70 ug X seem to 
have shorter survival rate in ALY. 

83. 

SI(MFIANcE OF CY'XQXETIC SlWIEs IN CHIIAI~WITH XXJl'E 
LyMpHoBIAsTIcLEwEMIA (AU). M. WYSS, ti. WVINERFAVRE, ch. 
B, J.-F. BABEL, V. wn m, fmntheCLin.tcof~ 
diatrics a"d the Inatitute ot Mwical Cenetics, uniwrsity 
of Ceneva (swítzerland). 
czytqzmetíc stulíeswre perfonned ín 22 childrenwíth ALL 
Icctdxr lY79 to April 19U2). 20 cases were ClaaSified ty 
irmhnx>lcqical markera. 3 high risk ALL patients over 2L had 
striklng chram!3a"a 1 abnonrallties, 2 at diagrsxis ard rela- 
pae,thethíxxIoneonlyatre1apae. 
casel: ronBnonTW - 47,xY,-9,+8,Lnv~s),tI"ar. 
Case2 :pre-BALL - 47,xY,-8,-ll,+x,+i~eqJ,war. 
Case3:"onBnonTALL - 46,XX,ring 1/ - 1M 
?hesr? 3 patients had early heMtDlcqica1 relapses. 
2W~ildrenshcwedaoxqanitalc~ abnonnality. 
In the first case, a pericentric inversion ot dum0scne 11 : 
inv(ll) (pl*U) was sem and discuvered t0 be present in 5 
ether merrt>ers Of the family over two genaratior!s. In the Se 
axdcase, the presenoe of a ccngenitalring cfirorosare 21: 
46,XX,r(21) was mnsidered to result fmn a “de WW” muts- 
tion. Ihe possíble relation hem congenítdl cfimrosone 
anomalies and a predìspxition to -lasia raises the ques- 
tion as t.0 whether the a.ssoziation is fortuitius oc hes cau- 
aal inplicationa. NO w abnxra1it1es wxe aee" ln 
the karyows of the 17 rwainingpatienta. 
?hese data aeem to corroborate racentwxks shcwinq that 
the kqotype alone,may have prognostlc val-. 

04. 

TREA'I?4E&T OF ACUTE NON LYMPHOCTTIC -A (ANLL) WITS HIGH 
DOSE CYTOSINE ARABINoSIDE (AC) AT MAXIMUM RECBUIlXERT INTF% 
VALS. J.A.J.M.Taminiau. L.A.Bmatd H.Bahrendt P.A.V&.e. -~-*~ 
Rtw Kinderziekenhuis and Nethcrlands Cancer Inatltute, 
Spinozastraat 51. 1018 HJ Amsterdam. The Nethedands. 

5 pstients with acute non lymphocytic leuker& were 
treated vith AC 1000 mg/m’ i.v. push at 12 consecutive dayaat 
maximum S-phase folloving recruitwnts. Recruitment time Y(LB 
estimated by flov cytometry and varied betveen 24-36 hours in 
individu@ pats. Bene mario~ aSpirate3 were done at expected 
time intervals after ene AC doae estimatedoninitial%S-"base 
cells. A straight line could be drawn correlating the initial 
S-phase cel18 with the maximum of recruitments i&ced by the 
first iniection. AC was followed bv 1 or 2 Adriamvcin (AC) _ 
doses 40wmg/m2 i.v. to turn off re&itme"t es expected to be 
initiated after each AC dose end to kil1 residual cella un- 
responaive to AC trestment. 
Total expected tumour burden: 10" would be eliminated in 12 
doses (1 log each dose). AU primaq patients went intohaema- 
tological remission: 1 patient with myelofibrosis vho did "ot 
respond to AC but to AD died; 1 patient had a iirst rela"se 
(relapae 5+ months) When enter& this protocol. 
E!one malrov aplasia persisted for 2-3 veeks vith Pu_llrecoverv 
and maintained remission for 6-7 months, with repeated half _ 
treatment courses (6 x AC, 1 x AD) every 6 weeks. Duratipn of 
bene merrow aplasia af'ter each treatment course YBQ 1-2 veeks. 
We conclude: complete remissie" can be obtained vith ene 
treatment course and maintained with full haematologyrecovery 
and goed physical performances. 


