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TAXOTERE TOXICITY - PROTECTIVE EFFECTS OF PREMEDICATION 
J.Wanders, A.van Dosterom, M.Gore, M.Piccart, I.Wolff, S.Kaplan, M.Roel- 

mnklin, S.B.Kaye for EORTC-Early Clinical Trials Group(ECTGI and 
M.Bayssas for Rhbne-Poulenc Rarer. 
Taxotere is a new and-microtubule cytotoxic drug which shows promising 
results in a broad range of ECTG Phase II study. Within this trial, the toxicities 
seen include the development of acute hypersensitivity reactions (AHSR), skin 
and nail toxicity and also peripheral edema which occurs in the majority of 
patients (ptsl who have been treated with 4 or more courses. More than 400 
pts are being treated in 9 different tumortypes, 334 pts are now evaluable for 
toxicity. 87 pts (26%1 showed m. 51 of these received premeditation (PM) 
for the next 112 courses (crsl to prevent further AHSR. This PM could be 
divided in 2 groups: A _ PM consisting of corticosteroids ICSI, antihistaminics 
(AHI and HZ-antagonists (H2A1, B - combinations m containing CS. Fortytwo 
out of 112 crs showed further AHSR (36%1. Subsequent AHSR were usually 
of a lower severity than preceding AHSR. Group A had 42005 crs with AHSR 
(40%). B showed O/7 AHSR (prior mild reactionsl. Skintoxicitr was seen in a 
total of 204/334 pts (61%). and this was not lower in the subgroup of pts 
who had received PM for prior AHSR (39151. 77%). In pts who did not receive 
PM for AHSR Edema occurred in a total of 44/75 pts (59%) (mainly after a 
tofal of 24 crs), and this did seem to occur less frequently in the subgroup of 
pts who had received PM for prior AHSR (7/29, 24%). Conclusions: PM seems 
to be effective in the prevention of severe AHSR, but a wide variety of 
combination of CS, AH and H2A has been used and further studies with a 
strict PM regimen will be conducted within the ECTG-framework to identify the 
optimal regime. While shortlasting PM does not seem to protect against skin 
toxicity, there is some apparent protection against the development of edema, 
and this will be investigated further in prospective studies. 
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POSSIBLE LACK OF FULL CROSS-RESISTANCE BETWEEN 5HT3 
ANTAGONISTS, A PILOT EXPERIENCE. 
Wit de R., Boer de M., Stoter G., Venveii J.. Dept. Medical Oncology, Dr. 
Da&l dtm Hoed Kliniek, Rotterdam Cancer Institute, Gmene Hilledijk 301, 
3075 EA Rotterdam, The Netherlands. 

With the advent of selective .5HT, receptor antagonists, it has become possible 
to contd cisplstin-bssed chemotherapy induced em&s in over 70% of patients. 
AtIer failure to these drugs DO other antiemetic therapy is considered effective. 
Although no compamtive studies have been published, in current opinion cross- 
over between these. drug is considered not appropriate, due to the similarity of 
the available 5HT, antagonists and the seemingly compamblLt effioaoy data. 
We presently use Tropisetmn (T) in preventing chemotherapy-induced nausea and 
vomiting during 6 cycles of weekly cisplatio (C). C is administered at B dose of 
70-80 mg/d, patients (pts) who are treated with 70 mg/m2 concurrently receive 
Etoposide 50 mg daily. T is administered as single 5 mg iv. dose immediately 
before C 011 day 1, followed by a single 5 mg daily oral dose on day 2-5. 
Response is d separately for day 1 and 2-5. Patients failing during day 2-5 
but responding 011 day 1 receive T at subsequent courses only on day 1, until 
failure. The ddinitio~ for failure is > 5 vomits (V)124 hours and/or > 4 hours 
nausea (IV)/ 24 hours. To pilot possible differences in efficacy, pts failing on T 
receive Ondens.etron (0) for the conespondiug period at subsequent cycles. 0 is 
administered as SD 8 mg i.v. dose before C oo day 1, and 811 8 mg oral dose 
twice daily on day 2-5. Of 49 pat&&, 14, median age 53 (30-72) m:f 12:2, 
were switched to 0 during the course of chemotherapy. 2 pts who had failed oo 
day 1 had complete protection against N/V (CR) on day 1 with 0. Of 12 patients 
who received 0 on day 2-5.3 patients had CR. Thesa limited data suggest that 
there is an indioation for ratreatmeat with a different 5HT, antagonist after an 
initial fsilmt. to another and also stress the need and relevant for comparative 
shldiea bemxqsHT> aIdsgonis~. 
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A RANDOMIZED DOUBLE-BLIND PLACEBO-CONTROLLED SNDY OF 
OR0 276.5. AN AC171 M-9) ANAlDO”E, FOR THE PREVBNT%ON OF 
NEVROPATHY INDUCED BY CISPLATIN (I’) WTI’” OR W’TT”oUT “INCA- 
ALCALDIDS (VA) COMBINATION CHEMOTHEIWFY (CT). 

Fem.&z(*). I.P. Dmzl(‘), G. Said (*), T. Le 
U~omme(‘). P. Rcqier(‘), P. RufFi6 (I), C.B. Roes 

()), A. Blum (3), C. Grcabout (,), E. “aa VlkD.skalopoulou (,) 
(1) butihd Gustave-Roussy, Villojuif, Frawa - (*) Hbpital BicSuu. 
Franca - (3) GQUIOII htmutiorul. Gss. Tbs Netbarlands 

N@~mWhy 09 is a a~rb~~ mnsc~ucncs of doss dcwndat toxicity of cis&ia (P) 
with f VA cambinaticm CT. Grg 2766 dcmolrstnted ictivity to p&at P-tiuced N: 
Bctwca IO-1990 and 12-1991 WC included 121 patisat8 @Is) in a randomiti double- 
blind, pl~tmllcd study of Grg 2766. 2 mg P.c.. adndnis(ned bsfon and aAcr 
every CT course in pts who mcdvd P (cdtive dose aI last 400 mg/m’) *VA. 
Gne hdrd .d ,w4ve pb wsn actu,lly Irate& 87 of whom ca,pl& ,be s,udy. 
Major - for diacatinuation of CT were in tcmmmt ilbws (14 pts), progressive 
disurc (4). pmtcwl viol&m (4). ret&al (3). pt chmcteristiw were ~11 t&wxd. 
Sex male (60). female (52) : median age 55 (33-75) years ; primary tumor site : lung 
(30). O”uy (22). bladder (16). gastric (14), other @ilo, ; tipro&l P only (SIpIs,,. 
P+VA (31):&g& : p.rMbesia arursd in 23157 ptr and 21/55 pts in the Org 2766 
and placebo groups respcaively at tbc cad of the CT @as). complrisoa of 
prcslhwia-free interval awes by the lop-rmk tcs( failed to denwnstrat~ a significard 
ditkmw baweea tbs two groups. RssvlD wax similar in tbs P sly lad P+VA 
treated groups. Vibration Psrccption ‘Ibrsshold (WT) was xmasued at every o(hcr CT 
course. VFT was ilrrsrsed after 4 cowad of CT in both trrrtmcnt group inwpcctivs 
of tlx CT pmtowl and other pl or h-&men, C~MstiljCS. Then WeIT nc, sidwffccts 
of Org 2766. The ~sponss nlc to Cf WUI similar in both treat-t a-. ~onclusi~ : 
at the dme of 2 mg dminislcrsd 8.c. bcfors and afw every CT couw Drg 2766 das 
not demmstntc an activity to ~rwmt P induced N ps mewRd bv tbs tin v.riabl~ 
VFT and parcstbesias. Ske’soo, saxuiwy variables. such as vibration seace. 
showed a trend in hvor of Ora 2166 further sludiea of differeat doses and schedules of 
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IV GRANISETRON VS IV GRANISETRON PLUS IV D-NE 
IN THE PROPHYLAXIS OF EMESIS INDUCED BY cYToTOXIC 
-. 
-- J (omrhill Hqital, Q&Y?& IK); = E (w 
- H&t& LIT); HIMBZ-I A (Almzdmn FQ&L Infitm~~, IX). 
rn-~titi~eectcb~d~e 

IMPACT OF ANTIEMETICS IN CANCER TREATMRNT: 
THE EORTC E-CR 

L. oislc, I. Renard, S. Serbouti, F. Meunier. EORTC Data Center, Brussels, Belgium 

Vomiting, is one of the most distressful toxicity of cancer chemotherapy and may 
prevent an optimal -t administration. 
The EORTC database. has beea investigated to evaluate the impact of antiemetics, 
including on&msetmn, in cancer treatmeat. Fifteen phase II & III trials in solid 
hmors, dealing with emetogenic compounds such as cisplatin, anthmoyclin and 
cyclophosphamide were. selected. 1079 eligible patie& (pts), registered from 
1989 to 1992, have. at least 1 treatme& cycle dooumen ted ill terms of treatment 
(dose & schedule), en&s (WHO grade) and if any, antiemetic (AE) drug given 
(dose and time of administration). whenever possible, the 4 first chemotherapy 
cycles were studied. Pt characteristics are: age (median 57, from 17 to 77), sex 
(M/F: 495/584), WHO performance status (m&pa: l), prior chemotherapy 
(no/yea: 810/269). The tumor type: mainly gynecological (29%), soti tissue 
sat-c. (29%), gastro-intestinal (21%), and the reasons for treatment 
discontinuation such as excessive toxicity (9%). refusal (a%), lost to follow up 
(4%), etc... are also studied. 
Preliminary results indicate that: 1” - at cycle 1, 76% of the pts receive 
antiemetics (22% ondansetron, 54% other), given prophylactically in 95% of the 
pts. (%%. ondans&on, 94% other). 2” - the AE regimen does generally not 
vary between cycles (same regimen for cy 1 and cy 2: 87%). 3’ - the absolute 
proportion of pts receiving ondans&o n hss significantly increased from 1989 
(6%) to 1992 (34%) : P C 0.001, while the absolute proportion of pts receiving 
other AEs has been decreasing from 1989 (84%) to 1992 (43 %) : P<0.001. The 
correlation between the use of AJ? and particularly ondansetron with all other 
pluameters co~leoted in these pts are currently analysed. 
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THE MANAGEMENT OF EXTRAVASATION OF 
CYTOSTATICS: CLINICAL RESULTS IN 83 PATIENTS 
G.Bertelli, D.Dini, G.Forno, A.Gozza, 
S.Silvestro, G.Ballella, M.Venturini, 
R. Rosso, P. Pronzato’. National Institute for 
Cancer Research, Genova , and ‘Ospedale 
S . Andrea, La Spezia, Italy. 

Several commonly used cytostatics may 
cause severe local toxicity after accidental 
extravasation (ex.). Antidotes have been 
studied in animal models but there are few 
reports of clinical effectiveness. We have 
employed, immediately after ex., the 
following antidotes: topical 99.9% 
dimethylsulfoxide (DMSO) + ice packs in 75 
pts for doxorubicin (8 pts), epidoxorubicin 
(191, mitomy;in-C (4), mitoxantrone (lo), 
ifosfamide , cisplatin (26) ex. ; 
jaluronidase infiltrations in 6 pts for vinca 
alkaloids or epipodophillotoxins ex.; and Na 
thiosulphate infiltrations in 2 pts for 
dacarbazine ex. The results are extremely 
encouraging: only one pt in this case series 
suffered an ulceration, perhaps due to a 
'recall phenomenon’. 


