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85. 

(TUBITAK) Medlcal School of Ankara JJniversity and 
Gülhane Military Academy. 

Our earlier report indicated a high frequency 
of A&KL with ocular manifestationa in Turkísb 
children. This report is to describe ultrastruc- 
tural studies in 12 cases out of 23 orbital 
leukemia (AJZJL). The striking features of ocular 
manifestations were orbital tumor, ex0 htalmoe 
chemosis and proptosis. Bene marrow (l?J! P from 11 
patients and orbital tumor from 3 cases were 
ultrastructuraly analysed by electron microaco~ 
(Zeis6 EM-9). The blast cel18 in our eeries of 
leukemia demonstrated several ultrastructural 
features described for AKbL and AMoL in the lite- 
rature. Interestingly,intracytoplasmic virus like 
particles (VLP) measuring 75 - 1OOnm reeembli 

Y type C-RKA structures were observed in 3 FM an 
one eye sample. Evidente of budding, in favor of 
C-RNA viruses have also been obaerved occasional- 
ly in our cases. Cs antigen from the orbital 
tumor as an express f on of type C virus hae been 
previously demonstrated. Fu&hermOre a reverse 
transcriptase (RT) aith simílar biochemical pnd 
immunological properties to that known type-G 
viral RT, has been isolated recently from the 
orbital tissue.In the light of these two findings, 
existente of VLF observed in this study may be 
interperated in favor of C-type RNA viral 
structures. 

86. 

THE SIGNIFICANCE OF CHROMOSOMAL FINDINGSIIN 
MYELOID LEUKEMIA OF CHSLDHOOD. 
_H.Gadner'. E. Nacheva , P.Fisc!&?%hmid 
W. Schmidme.ier' 

1 St.Anna's Children Hospital, Vienna, Austria 
2 Oncolocical Research Institute, Sofia, Bulgaria 

Although myeloid leukemia has been observed 
in every age group, it occurs rarely during child- 
bood. Within the last three years cytogenetic 
studies have been performed on eleven pStiSntS 
with mveloid leukemia in the St.Anna’s Children 
Hospital, using the banding technique. ?he re- 
sults of these studies have been compared t0 
clinical and haematological findings. Five pa- 
tients suffered from chronic myeloid leukemia (CML). 
md six from an acute myeloid leukemia (AML). The 
Philadelphia-Chromosome (Phl), which ís character- 
istic of the adult form of CML, was also found in 
four children. 
Clonal evolution of the chromosomal abnormal cel1 
population occurred in five patients. These changes 
resembled karyotyp patterns seen in acute phases 
of CML in adult patients. AML patients with an ab- 
normal karyotype in their leukemie cells survived 
sinnificantly shorter than these patients with a 
normal karyotyp. In conclusion, CytogenetiC ana- 
lvsis has show” to be a valuable method in inproving 
diagnosis and characterization of myeloid leukemias 
in childhood. 

07. 
ANTRRACYCLINRS IN CHILDROOD CANCRR. C.T.C. Tan for the 
Department of Pedistrics. Memorial Slaan-RetterinS Cancer 
Center. Ne” York, Nsw York 10021 

Deunorubicín (DNR) hes an estsbliahed role in the trest=nt 
of acute leukemia; its snaloR”e, doxorublcin (DX) hu in add- 
ition antituUr effect In a bmad spectrum of childhwd solid 
tumor8. Soth DNR and DX are cordiotoxic; prior cardísc radia- 
cion increases the incidencs of cardiomyopathy. New anthra- 
cycline molecules are being studied for compounds vlth B 
broader antitumor mectrum or a mre favorable thi?rapeutic 
index than either DiJR or DX. In traneplenred murine tumors 
the activity of new enthracycline derivatives shows: 4-de- 
loethoxydaunorubicin (4DMDR) has higher potency snd antileuk- 
emíc effect and reduced cordiotoxicity rban DNR. 4-demerhoxy- 
doxorubicin bas higher potency snd antileukemic effect vith 

eaual activitj’ in solld t-rs but markedly reduced cardio- 
toxicity than DX, and both are active orally. 4’deoxydoxo- 
rubicln hss higher potency, equol antitumor activity wíth 
marked reduced cardictoxicity thsn DX. Currently we are study- 
ing 4DMDR; to date 9 Gure leukemia and 4 solid tumor pre- 
vl~“sly treated children have been entered. Total prior anth- 
racycline doses were <270mg/m’ and the ECHO cardiogrsms were 
normal. Solid tumor patients received 10,15 or ZOmg/m’ uhile 
leukemia children received 10.15.20 or 30mglm’ intravenously 
(IV) in three equally divided daily doses every 3 weeks. 3 of 
9 chíldren wíth leukemie have achíeved marrcw remissions for 
1 and S+ veeks. Myelosuppression is the dose-limiting toxici- 
ty. Other side effect6 have been mild including oral “lcers 
and transient elevation of liver enzymes. Cardiomyopathy has 
not been observed to date. lhe IV maximum tolerated dose 
00%) in leukemia mw be 30mn/m’. Oral 4DMDR is beinn studied 
in adults. As 8000. si the IV-MTD is confirmed we vilï study 
oral trials of 4DHDR in children. 
Supported in part by National Cancer Institute Grants 
CA 08748 and CA 04826. 

08. 

THE VALUE OFJFOSFAMIDE IN PREVIOUSLY TREATED CHILDREN WITH 
SOLID ‘RJMOURS. A PILOT STUDY. J.de Kraker, P.A.Voûte, Werk- 
groep Kindettumoren, Ehmm Kinderziekenhuis and Netherlsnds 
Csncer Institute. Spinozastraat 51, 1018 HJ Amsterdam, The 
Netherlands. 

Fifteen patients who had recurrent disease sfter treat- 
ment with the usual chemotherapy regimens were studied to 
deteimine the effect of Ifosfsmide. Ifosfarnide (Holoxan) was 
given in a dose of 80 mg/kg/day for 4 days vith Vincristine 
(VCR) 2 mg/mZ on day one every three weeks in 5 children. 
Eight patients received 3000 mg/m’/day for two days with VCR 
1.5 mg/m2, day ene every three weeks. Among these patients 
were 3 Ewingsarcoms (E.S.), 2 osteosarcoms (O.S.), 1 adrenal 
carcinoms (A.C.), 1 melanosarcoma (M.S.), 3 rhabdomyosarcoms 
(RMS), 1 vaginal cleai cel1 carcinoms (Cl.ca.), 1 pancreatic 
carcinoma (P.ca. ), 1 synoviosarcoma (Sy.sa.), 1 liver 
metastasis of a Wilms’ tumoui (W.T.) snd 1 malignant schwan- 
noma (Ma.S.). Nearlv al1 these children had been treated be- 
fore with &ied coibinations of chemotherapy vhich consisted 
of Adriamycin, Actinomycin D, VCR, but also Cyclofosfamide. 
The mean age was 10 years (2-18 yrs) snd mean duration of 
trestment before the Ifosfamide was started 2 years (3 months 
-6 yrs). Toxicity was moderate. Vomiting, bone mwrov toxici- 
ty and haematuria were seen but were never a reason to with- 
dra” the drug. 

Results: complete remission was obtained in 4 cases (2 
O.S., 1 FMS, 1 W.T.). Partial response (> 502tumourshrinkoCe) 
2 cases (RMS, O.S.), improvement (< 50% tumour shrinksge) 3 
cases (A.C.. M.S.. RMS). Stsble disease one Pstient (M8.S. ). 
Proaressive’dise&e in.5 patients. Of these 5 patients 4 were 
tre&d vith the four day-regime”. 

Conclusion: Ifosfamide seems to be au active drug in 
childhood cancer and it should be studied further. 

09. 
THE USE OF INTRAARTERIAL CIS-DIAMNINEDICHLOROPLATfNUM IN PEOIA 
TRIC TUMORS: A PRELIMINARY REPORT. V.C.Canale, S.Tumolo, E. -- 
Grigoletto. Division of Radiotherapycal Oncology. 
Ospedale Civile, 33170 Pordenone (Italy). 

Intraarterial chermatherapy (IAC) in the pediatrie age 
range has been used sporadically in the treatmnt of hepatic 
tumors and bone tumors of the extremities. In our Institution 
IAC with Cis-Diamninedichloroplatinum (CDDP),has been emplo- 
yed in 25 consecutive untreated adult patients (pts) with 
head and neck tumors. Either a 5 or a 10 day course of CDDP 
20 mg. every 24 hours by continuous infusion was delivered to 
the 25 pts. Renal,gastrointestinal, hematologie and otologie 
toxicity was encountered in 57.5%. 20%. 53.5% and 0% r-especti- 
vely of the evaluable pts and was usually mild, easily manag- 
eable and reversible in al1 cases. Objective remissions were 
observed in 67% of the evaluable pts, with 4 clinical complete 
remissions. Subsequent surgery was feasible in 9 pts, radio- 
therapy in 12 pts and chemotherapy in 1 pt. These encourag- 
ing results prompted the use of this modality in the treat- 
ment of an 11 year old aiale with recurrent Ewing's sarcoma of 
the right ilium and massive infiltration of the adjacent soft 
tissue. A 10 day continuous 24 hour infusion of 20 rag. CDOP 
via the right femoral-iliac artery produced a prompt reduction 
in the tumor mass after one course of therapy. NO systemic 
side effects or throabotic complications were encountered. 
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These preliminay results suggest that IAC with CDDP app- 
ears to be a sufficiently safe and effective therapy and 
should be consider'ed in the treatmnt of various, large, un- 
operable pediatrie tumors. 

90. 

ACTION OF METHOTREXATE (MTX) ON 5,10-METHENYL-TETRAHYDROFaA- 
TE CYCLOHYDROLASE IN CELLS. F.Tzortzatou-Stathopoulou, M.Zi- 
va-Petro ulou, S.Haidas, S.Grafacos, N.Matsamotis, fore 
0--7-=- ~ nco ogy Unit OfFirstpartment of Paediatrics, University 
of Athens, Aghia Sophia Childrens Hospita1 Goudi, Athens, 
Greece. 

The enzym? 5,10-methenyl-tetrahydrofolate cyclohydrola- 
se is very important in the conversion of 5,10-mthenyl-te- 
trahydrofolate to lO-formyl-tetrahydrofolate. This folate de- 
rivative plays a significant part in the biosynthesis of pu- 
rines. A cytöchemicál method has been used to study a) the 
enzvme in cells of oerioheral blood and bone marrow of oati- 
en& with acute leukaemia and b)the action of MTX in vivo on 
the activity of the enzym? in leucocytes. The enzymatic acti- 
vitv of the mveloid cel1 line increased with maturation of 
the-cells and-was strongly positive in polynmrphonuclear leu- 
cocytes and eosinophils: Blast cells were weakly positive or 
neaative. These cells would be expected to contain more enzv- 
me-activity than was found as they are engaged in the active 
synthesis of DNA. Probably the enzyme appëars in the blast 
cells at some staae of the cel1 cycle. On remission two ooou- 
lations of lymphocytes were found_One with low enzyme activi- 
ty and a second with no enzyme activity. A reduction of 
enzyme activity was observed in the leucocytes of some pati- 
ents treated with combination chemotherapy including MTX. 
MTX appears to be the cause of the diminution of the activity 
of this enzyme since the other cytotoxic drugs were shown not 
to influence the enzyme activity. The enzym is a target for 
the action of MTX. Further investigation in necessary to de- 
termine the clinical significante of these findings. 

91. 

L-ASPARAGINASE INDUCED ANTITHROMBIN 111 AND ANTIPLASMIN DE- 
FICIENCY AND HYPOFIBRINOGENEMIA IN CHILDREN WITH ALL DURING 
INDUCTION THERAPY 
U.Gdbel H.Jür ens, R.vonKries, M.Schlenker, V.Wahn 
coca, IIniversity of Duesseldorf,enstr. 5, 
D-4000 Duesseldorf, West Germany 

Bleedings and thrombotic complications are a known side ef- 
fect of asparaginase (asp) therapy. 
20 children with newly diagnosed AL1 received asp (E.coli; 
3000 U/kg body weight) IV over 60 minutes four times q 3 
days as phase 11 of the current induction protocol having 

completed four weeks of daily prednisone and weekly vincris- 
tine and adriamycin. The following coagulation tests were 
performed prior and 30 min. post each asp infusion: partial 
thromboplastin time (PTT), Quick's prothrombin time (Quick), 
thrombin time (TT), factors 1, 11, V and VII, fibrin degra- 
dation products (FDP's), antithrombin 111 (AT 111). anti- 
plasmin (AP) and heparin activity. 
Under asp therapy there was a marked and increasing drop in 
plasma fibrinogen, AP and AT 111 activity. The other coagu- 
lation tests remained unchanged. On average the fibrinogen 
leve1 was 100 mg/dl and the AT 111 activity 50% following 
the fourth asp infusion. This may explain sufficiently the 
increased bleeding and thrombotic complications seen under 
asp therapy. 
As al1 patients were in remission when asp was applied the 
coagulation disturbance can only be explained by direct 
asp effect. 

92. 

CHANGES IN PLATELET FUNCTION INDUCED BY INTRAVENOUS GAMMA- 
GLOBULIN IN PATIENTS WITH ALL IN REMISSION. 

w* R.vonKries, V.Wahn, A.Andräs, U.Gdbel, Pediatnc ospital, 
University ofseldorf,Moom 5, 0-4000 Duesseldorf, 
West Germany 

To minimize the risk of viral infections a trial of intraven- 
ous ganvoaglobulin 150 mg/kg body weight every four weeks was 
oerformed with 45 children with ALL in initial remission un- 
der conventional maintenance therapy. 
Reported here are changes in platelet function induced by 
intravenous gamsaglobulin. 
The following pattern of tests was performed in 15 patients 
with ALL under maintenance therapy prior and 15 minutes post 
a 45 minute infusion of intravenous gamnaglobulin 150 mg/kg 
body weight: platelet count, thrombelastography, platelet 
retention to glassbeeds, ADP-, thrombin-, collagen- and ris- 
tocetin induced platelet aggregation, platelet factor 3 re- 
lease, partial thromboplastin time, thromboplastin time, 
thrombin time, fibrinogen, factors 11, V and VII, IgG, IgA 
and IgM. 
NO influence was seen on the plasmatic coagulation system. 
There was a minor drop in platelet count following intraven- 
ous gamnaglobulin in some patients. Changes in platelet 
function test results were variable. One third of patients 
showed improved platelet function following intravenous gam- 
maalobulin. a few patients develooed a marked imoairment of 
ADB and thrombin induced platelet'aggreqation whereas the re- 
maining patients showed no notable changes. The observed 
chanaes in olatelet function tests seemed to correlate with 
the ierurn IgG level. Patients with very low IgG levels tend- 
ed to show improved platelet function following intraveneus 
ganmmglobulin, patients with higher IgG levels had disturbed 
platelet function following infusion. 


