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investigate the effect of tropisetron forthe prevention of nausea andvomiting 
induced by upper or whole abdominal irradiation. 

Materials and Methods: From December 1997 to April 1999, 74 pa- 
tients were enrolled in a randomized study comparing the antiemetic effect 
of tropfsetron vs. metodopramide during the upper or whole abdominal 
irradiation. Sixty-six patients were evaulable. Patients diagnosed with gy- 
necotogic, gastrointestfnal, urologic malignant tumors or lymphomas and 
treated with irradiation only were included in the study. All patients were 
treated wfth either whole abdominal irradiation (120-150 cGy/dafly) or up- 
per abdominal irradiation (150-180 cGy/daily) according to the location of 
primary tumor. Patients were randomized to the Tropisetron 5 mg. once 
daily (35 cases) or Metoclopramide 10 mg. t.i.d. (31 cases) for antiemetic 
therapy on seven days per week throughout the whole radiation treatment 
(15-42 days). The main efficacy parameter was the occurrence, the number 
and the severity of nausea and vomiting. Total control was defined as no 
vomiting or no nausea during the radiotherapy. 

Results: Total control of acute emesis was obtained in 79% and 87% 
of patients receiving tropisetron compared to 50% and 62% of patients 
receiving metoclopramide in the first and second weeks of irradiation re- 
spectlvely (p=O.O37 and p=O.O28). However, there was no difference in 
control of nausea between two groups. At the end of study, the efffcacy of 
the drugs was ‘very good’ or ‘good’ for 86% of tropisetron group and 59% 
of metoclopramide group (p=O.O19). All patients receiving tropisetron were 
judged according to their tolerability as ‘very good’ or ‘good’, whereas thii 
rate was 74% for metoclopramide group (p=O.O14). 

Conclusion: Oral tropisetron given once daily throughout whole radiation 
treatment is more effective and well tolerable than metoclopramide in the 
prevention of radiation-induced emesis. 
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Randomised trial with or wlthout amifostin to reduce 
neurotoxic side effects under chemotherapy with oxaliplstln 
(L-OHP), FA/-FU (Folfox 3) 

S. Rbdoloh, J. Fahfke, R. Kuhn, P. Frfcke, K. Ridwelski, H. Llppert. 
Univerfty of Magdebwg, Oncosurgery Department, Magdebwg, Germany 

Aim of the study: The chemotherapy wfth L-OHP, FA, 5-FU has a high 
activity by advanced colorectal cancer (ACRC). The main dose limiting 
toxicity of achemotherapy with L-CHP is an peripheral sensory neuropathy. 
In this study become the patients (pts.) a chemotherapy wfth L-CHP, FA 
and 5-FU with or without amffostin. The question was the reduction of side 
effects of neurotoxicfty after application of amlfostin. 

Materials and Methods: We’ve included 34 pts. with a ACRC. The me 
dian age was 60 years. Kamofsky status was 90%. In Ann A chemotherapy 
was applicated with L-OHP 85mglm2 dl , FA 5CrOmg/m2 dl+d2 and 5-FU 
4OOOmg/m2 over 48h wntinuos infusion as beweekfy schedule. In arm B 
was 910mg/m2 Amffostin over 10 min i.v. before application of the same 
schedule of chemotherapy. Investigation of toxicity, neurological examina- 
tion and a blood count was performed in front of every cycfe. For a daily 
documentation of the side effects every pts. became a questionary. 

Results: The Amffostin-group showed a significant reduction of perfph- 
eral neurotoxfcity (p=QO48). In the amifostin group occur leuwpenia Il/fll” 
in 1,3% of all cydes and in the controlgroup in 9,8%. Thrombopenia was ob- 
served in the wntrolgroup in 4 pts. and in null in pts. in the Amifostlngroup. 
Side effects like nausea, muwsftis and diarrfroe showed not differences. 
The tumorresponse is not wmperable, because of different the distribution 
of first-, second- and third-line therapy in both groups. 

Conclusion: It seems that side effects under chemotherapy including 
L-CHP, FA&FU could be reduced under supportfve care with amifostfn. 

1349 POSTER 

An NKl antagonist versus a 5-HT3 antagonist in patients 
receiving high dose clsplatln: comparison of the time course 
of acute emesls provldes a rationale for combination therapy 

S. Van Belle’, P.J. Hesketha, K. Eldrfdges, A. Carfdess, K. Hqrgans. 
’ Universitak Ziekenhuis Gent, Onwlog&h Centrum, Gent, Belgium; 2 St. 
Elizabsth’s Medical Center. Oncology Department, Boston, MA, United 
States,’ 3 Merck Research Laboratories, Clinical Research and 
Biostatistics, West Point, PA, United States 

Background: The efficacy of neurokinin 1 receptor antagonists (NKI HAs) 
in reducfno acute and delaved cisolatin-induced emesls has been demon- 
strated. Their particularfy robust effects in delayed emesis may differentiate 
this new class of antiemetic from 5-HT3 receptor antagonists (CHT3 PAS), 
the activity of which is lessnotable in the delayed phase. Combinations 

with existing antiemetics are likely to maximize the efficacy of NKI RAs. To 
develoo a rationale for such combination theraov, we examined the time 
course’ of acute emesis after L-758,298(L), pro&g for the selective NKl 
HA. MK-0869, and that after the 5-HT3 HA ondansetron (OND) in patients 
receiving high dose (>50 mg/m2) dsplatfn. Historfcal rates of ac&emesis 
after this dose of cisplatfn are virtually 100% in patients receiving no pro- 
phylaxis, with a median time to first emesis of <2 hours. Efficacy results of 
this study have been previously reported (Eur J Cancer 37:835-842,2001). 

MeLhods: Doubfe-Mind, randomized, active-agent controlled study. 30 
pts received L 60 or 100 mg iv & 23 pts received OND 32 mg iv. 

Results: In the Overall acute phase (O-24h), no-emesis rates were 37% 
with L and 52% with OND (p&57). The temporal patterns of acute emesis 
following L compared with OND were notably different. The percentage of 
patients wfth acute vomiting at 0-8h, 8-16h. 16-24h, and Overall (Q24h) 
for the L group were 63%, O%, O%, and 63%, respectivefy, whereas the 
percentages for the ondansetron group were 17%, 13%, 17%, and 48%. 
The median time to first emesis was4.46h in the L group and 12.25h in the 
OND group. with all acute failures in the L group occurring in the first 8h. 

Conclusions: These results support the hypothesis that Substance P is 
a primary mediator of ‘later’ acute emesis while ‘early’ acute emesis may be 
more heavily influenced by semtonin. If correct, these hypotheses provide 
a strong basis for combining 5-HT3 HAS and NKI HAS for the prophylaxis 
of acute cisplatin-induced emesis! Currently. the combination of an NKI 
BA, a 5-HT3 HA, and dexamethasone has been shown to provide the best 
control of acute emesis among existing therapy options. 
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Using ‘In sillco mouse’ for predlctlng therapeutic protocols 
on thrombopolesls 

K. Skomorovskf’, M. Vardi*, H. Harpak*, 2. Agur1s23. ‘Institute for 
Medical EioMaihematics, Beney-Atarotf?, Is&$ 20ptimata Ltd., Tel-Aviv 
Israel; 3agur@imbm.org 

Background: Thrombocytopenia is a wmmon hazardous blood condition 
appearing in different clinical skuations, including cancer chemotherapy. A 
thrombopoiesis-controlling cytokine, tf-rrombopoietin (TPO) shows dramat- 
ically increased blood platelet counts, thus improving a patients’ ability to 
withstand chemotherapy. 

Alms: To devdop an efficient method for predicting the effects of different 
drug treatments on murfne thrombopofesfs and, in particular, for suggesting 
improved TPO protocols. 

Methods: We simulated TPO and cytotoxic drugs effects on murine 
thrombopoiesis, by translating the driving biological, pharmacological and 
clinical interactions into an elaborate mathematical andcomputation system. 
The result is an ‘In siliw Murlne Bone Marrow tool’, which predicts diverse 
treatment effects on murfne thrombopoiesis. Thetool was evaluated by its 
ability to retrieve published data from murfne experiments involving TPO 
administration. After verification the tool can be used for the design of 
improved therapeutic protocols. 

Results:The ‘In siliw Murfne Bone Marrow tool’was quick and efficient in 
retrieving diverse published resufts involving different TPO protocols. When 
presented with previously untested protowls, the tool yields elaborate re- 
sults that are biologically and medically sound. The different thrombopoiesis 
lineage cell wunts. as well as the TPO concentrations are graphically and 
numerically presented in various time resoltions, and platelet counts’ 
decrease/increase below/above relevant medical thresholds (e.g. throm- 
bocytopenia, thrombocytosis, transfusion indicating levels etc.), these can 
be alerted on-line durfng the simulation. When used to explore optional 
protocols, the tool yields protocols that are improved in clinical outcome 
and/or more efficient in their use of TPO. 

Conclusions: The ‘in silica murtne bone marrow tool’ can be used to 
retrieve experimental results and to plan better TPO protocols. In another 
work we develop an ‘in silica human bone marrow~tool’which has already 
been verified retrospectively. Using such ‘In Silica’ methods at the research 
level, may accelerate the design of effective treatment protocols, thus re- 
ducing the number of experiments, and of patients and laboratory animals 
that are subject to potenti? hazards, and hence bring the cost-reducing ad- 
vantages and time-reductton of clinical trfafs undertaken by pharmaceutical 
companies. 


