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IV GRANISETRON IN CHILDREN: A RANDOMIZED COMPARISON 
AGAINST CHLORPROMAZINE PLUS DEXAMETHASONE IN 
PREVENTION OF IFOSFAMIDE-INDUCED EMESIS. 
HiihIen K’, Zucker JM’, Pinkerton CR’ and Cedar E’. 
‘The Chi1dren.s Hospital, Rotterdam, The Netherlands; sstitute Curie, Paris, 
France; ‘Royal Marsden, Sutton, UK; ‘SmithKline Beecham, Reigate, UK. 
The anti-emetic efficacy of iv granisctron (gran) ZO&kg was compared with 
chlorpromazine (chlor) in combination with dexamethasone (dex) in 88 children 
(mean age 9.6 yn, range 2-16 yn) in B random&d, single-blind, parallel group 
study. Two thirds of children had received prior chemotherapy and all were 
scheduled for ifosfamide therapy (&3g/m:) for 2 or 3 consecutive days. On each 
day of therapy, they received either iv gran immediately prior to ifosfamide, plus 
up to 2 more doses within 24h if required, or chlor (0.3-0.5mg/kg iv) every 4 
to 6b plus dex (2mg/m’ iv) every 8h. Significantly fewer vomits were recorded 
withgran at 24h (1.5 vs 7.0 median no. of vomits; p<O.OOl) and the percentage 
of patients having no more than one vomit (50% grao vs 21% chlorldex; 
p <O.Ol) and no worse than mild nausea (67 56 gmn vs 38 % chlorldex; p < 0.01) 
w*s also significantly in favour of gran. The time to onset of moderate/severe 
nausea or vomiting was delayed in the gran group and overall clinical response 
was rated as ‘good’ or ‘very good’ in significantly more children on grao (63% 
vs 31%; p=O.O19). Gran was well tolerated and no children were withdrawn 
from treatment. Two children reported extrapyramidal effects (EPS) with 
chlor/dex and significantly more children experienced somnolence in this group 
(19 vs 2; p<O.oOl) resulting in 5 being withdrawn. Gran was shown to possess 
improved anti-emetic efficacy when compared with chlor/dex in children 
undergoing chemotherapy with no evidence of sedation or EPS. 
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PHARMACOKINETICS OF TROPISETRON ITRO) IN CHILDREN 
Gaedicke Gt , Erttmann R2, Henze G3 Kuts K4, &echsler 55, Hartmann 
~1, Wanner ~1, Wiese 0’ ’ Faerber L5 
1 :University Hospital (UH) Ulm, 2:UH’Hamburg. 3:UH Berlin, 4: Sandoz 
Pharma Ltd. Easel, Sandoz AG Nuremberg 
Tropisetron is a highly selective 5HT3-antagonist that has shown to pre- 
vent chemotherapy-induced emasis very efficiently. Experience in adult 
patients revealed an excellent safety profile with only mild side effects 
occuring (i.e. headache and obstipation). 
Pharmacokinetic and efficacy studies in adults led to the dosage 
recommendation of 5 mg once daily i.v. or orally for up to 7 days. In 
order to assess whether the pharmacokinetic profile in children is 
comparable to those in adults we conducted a pharmacokinetic study in 
children receiving emetogenic antitumour chemotherapy. 
In 3 participating paediatric centers, three dosages were tested in two 
age groups (A: 3 - 6 years, 2 mglm’, 5 mglml, 20 mg/mz; B: 7 - 15 
years, 2 mg, 5 mg, 20 mg). The study was conducted over 2 chemothe- 
rapy courses. In the first course, children received the assigned TRO 
dose as short i.v. infusion on the day before start of chemotherapy or on 
day 1 of the cycle. 9 blood samples (2 ml each) were drawn over 24 
hours. To assess tolerability and antiemetic efficacy of the oral 
administration, treatment was continued for up to 6 days with the iden- 
tical dose once daily orally. In the second study course, children 
received the same TRO dose p.o for pharmacokinetic testing. Apart from 
that, the procedure was repeated in an identical manner. 
Clinical and pharmacokinetic data will be presented. 
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UlPLICATIONS OF CHEMOTHERAPY IN THE RESULTS 
OF LOCAL TREATMENT IN EWJNG’S SARCOMA (EW) 

G. DELEPINE*, N. DELEPINE, H. CORNILLE, S. ALKALLAF, 
V.SUBOVICI, JC DESBOIS H6p. R. Debr6 PARIS 75019 FRANCE 

INTRODUCTION : We operated 72 patients @.) with EW and precise the 
value, the possibilities and indications of surgical treatment in EW. MATERIAL 
& METHODS : From 79 to 91, we treated 72 ES by surgery (other than biopsy), 
for local relapse following radiotherapy (RT)(21 p),mecbanical complication (3 p) 
failure of induction CT (6 p). or systematic surgery (42 p). Locations were 
central : 26 (9 iliac, 5 ribs, 7 vertebraes, 4 skulls, 1 cranial), were limbs : 46 
(femur 23, tibia 11, homeral 5, fibula 4, radial 2, finger 1). Metastases were 
detectable in 20 p. Surgery performed debulking (15). complete but contaminated 
resection (7), en bloc extrahunoml resection (50). All p. were treated by CT 
adapted to the prior treatment and actoal protocol. Median FlJ is 65 m. 
RESULTS : Survival depen& mostly on circumstances of 1st consultation in 
our center. All p. referred for local relapse after RT died from metastases in B 
median time of 18 m. (3-50). 4 out of 6 operated for progression died also. In the 
contrary, 32 out of 42 systematically operated arc DFS. Among them 24 out of 
the 33 included in DD2 and DD21 (out of the 24, 17 out of 19 children) are in 
EFS. The risk of local relapse is correlated with type of surgery and 
effectiveness of CT. 6 out of 7 local relapses were seen after RT following 
intrahnnord surgery. No local relapse was observed in p. included in our 
protocols. RT and CT with or without surgical debulking leads to 30% local 
relapses followed always by death. CONCLUSIONS : Sllrgical treatment of 
EW must he en bloc resection, combinated with pre, peri and postop CT. 
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IV GRANISETRON IN CHILDREN RECEIVING HIGHLY EMETGGENIC 
CHEMOTHERAPY: A DOUBLE-BLIND DOSE-RANGING STUDY. 
Pinkerton CR’, Jacobson SJ*, Leclerc JM’, Cohn R* and WE”. 
‘Royal Ma&en, Sutton, UK; %ospitsl for Sick Children, Tomato, canada; 
‘HBpital SteJustine, Montreal, Canada; ‘Johannesburg Hospital, S Africa; 
JSmithKline Beecham, Reigate, UK. 
The anti-emetic efficacy and tolerability of three prophylactic doses of iv 
granisetron (10, 20 or 4Oj4g/kg), * potent, selective 5-HT, antagonist, were 
COIIIPUCXI in 80 children (mean age 10.3 yrs, range 2-16 yrs) receiving highly 
emetogenic chemotherapy for malignant disease., in a double-blind randomized 
study. Patients had received up to 2 previous cycles and were scheduled to 
receive treatment with either; cisplatin ( 860mg/m2), cyclophosphamide 
(B lgim’), ARA-C (>3g/m2) or N-Mustard (>6mg/m’). IV granisetron was 
dimd over 5 mins immediately before chemotherapy, with 2 further open doses 
(2Opglkg) permitted within 24 b, if required. The median number of vomits at 
24 h were 2, 3 and 1 for the 10, 20 and 4O/*gikg doses, respectively. The 
percentage of children reporting < I vomiting episodes were 48 %,42 $6 and 56 46 
for the 10, 20 and 4Opg groups respectively. The percentage of children 
reporting no or only mild nausea were 6596, 46% and 72% in the 10, 20 sod 
4Opglkg groups respectively. Clinicians’ global rating was ‘very good’ in 4896, 
50% and 64% for the IO,20 and 4Opg/kg granisetron groups, respectively. The 
results showed B small but consistent trend in favour of the 4Ofig/kg dose 
although the diffewces were not statistically significant. There were no dose- 
related adverse events end no reports of extrapyramidal side effects or sedation. 
It was concluded that granisetron at a dose of 4O&kg is well tolerated and an 
effective aoti-emetic in children receiving highly emetogenic chemotherapy. 

1120 

TISSUE-EQUIVALENT DOSIMETRIC PHANTOMS FOR QUA- 
LITY ASSURANCE IN WIOLOGY AND ROENTGENOLOGY. 
D.Gubatova 
Radiation Safety Laboratory, Latvian Medical 
Academy, Riga, Latvia 
The elaborated and produced phantoms are suc- 
cesfully used&o solve the following problems: 
-for measuring doses to organs and tissues, ti- 
eluding sick organs and surrounding tissues;, 
-for precieihg realization of planned absorbed 
dosesin radiotherapy; 
-for evaluating professfional exposure of radiai 
tion workers; 
-for evaluating efficiency of the protective 
devices. 
Radiosensitiveness of child's tissues is much 
higher. Besides, as the sise of the child's 
body is small, the vitally important child’s 
organs are affected by the action of radiation 
more often than those of the adult. Radiation 
safety of different pOgulatiOn categories (es- 
pecially children) is going to be a SeriouS 
social problem not only fpr the country, but 
alsolbof worldwide importance. 
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EXCISION OF ‘iEl% HUMERAL ‘IVXOR,~ 
IN CNIJBRNN UITfI ‘lTiN ROTA- 
CLAVl32:LIE RECONSTRUCTION. 

If. UoLniak, T. Iebioki, N. Rycbzoraka 
Clin. Dept of pedlat. OnOOlOgy, 
Nat1 Remearoh Institute of Mother 
and Child, iiar~w, Poland 

The app1ioation Of intensive oomprehea8iv~ ia,- 
rapy cmab1.d salvaSe aue~ex-y in boae tumorfl.R.m 
struotion of the removed pert of bone i# the mt 
problem, l apeoirlly in fret 
In a patioats /N&i., 13 Jr. r 

orkrg Ohildron. 
maa, oet.oearoor~ 

B.H., 12 yrs 2 mom, Ewin~*a .arooma/, the tumor 
warn oonfirwlto the prodlalbalf partc&hum.xwm, 
without invreion of &oulder joint.Aftsinduotiaa 
oh- a-PY 8 raduoticm of tumor aise ua. dmorwd 
both olinioally and radiolo&aally /phin film, 
aointi4uaPhY md CT/. 
lhwim&operation the broad resection of the tamor 
together with humerus of 12 om lone fraemat. uaa 
pesformed. Aftenmrds the olaviole-us. i&atid in 
the plao. of removed bone, nithout deatruotlon of 
bnWb%al li@amta. liumez~l attamp end olariol. we- 
re fixed rith the usa oti metal plate. 
Adjwrat ohwotherrpy *aa used in few daya follo- 
wine muxrery. Aftor 3 month8 tha emumotion hn- 
Id. llx. lorwate in shouldor joint .r. limited, 
hutfuuotion8 Of elbow jointramimanorm.a.Botb 
ohildrem es. rliv. and dieus. fro., lyr md 6moa 
r*.pmot.irely. 


