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A study of renal function of four infusions of Pamkfronats 
96 mg given over 69 minutes one week apart. 

CJ Tvrre$’ EL Madsen+ M Collinson’ JM Ford&T ColemanA 

l Dept of Clinical Oncology, Plymouth Gen Hospital UK 
+ Dept of Oncotogy. Odenss Sygehus, Denmark 
A Ciba-Geigy, Easel. Swftzerfand 

As Bisphosphonates are found to be active in management of 
bone metastases by inhibition of osteolysis it is desirable to 
find the safe optimum dose and infusion rate. Nephrotoxicity 
might be dose liitting. 
12 patients with bone metastases from Ca Breast (7) Ca 
Prostate (4) and Ca Bladder (1) were entered into an open 
non comparative trial and received Pamidronate 90 mg in 250 
ml of Normal Saline over 1 hour weekly for 4 infusions. 
Renal function was assessed by Mood biochemistry, 51Cr 
EDTA Clearance on 5 occasions and 24 hour urine collections 
for Total Urinary Protein plus N.A.G. and 82 Maoglobulin. 
No significant changes in renal function were detected. The 
only toxicity was ftu like symptoms, fever, chills (4 patients), 
phlebitis (1 patient), eye inflammation (1 patient) 
Allowing for the small size of the sample it would appear that 
this dose and infusion rate has no detectable effect on renal 
function, and is a well tolerated induction schedule. 
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WG” DOS& CHEM~RAPY WITH EPIRUBICIN @) AND 
cYcmPRGsPRAMlDE 8 PLUS HEMGmlEnC coLmY 
SllMULATlNC PACTOR IN LOCALLY ADVANCED BABCI OR 
b,ETASMTlC (MSC) SREAftTCANCER. A PHASE 1-U TRIAL. 

In.ph~I-Utri~,E~C+GcsForGMCsFw~used~~diffnsntschrdula 
md dose levels @L) in LASC and MBC. Schedufiq w”: (a) EC+G-CSF and 
EC+GMCSF, with EC in combination 43~ x4; @) JYC+GM-C??F, with 6 aad C 
dmnuting qZw x6; (c) E+C+G-CSF, with 6 given qZw x3 followed by C qZw x3. 
Tmatmmt murcion, total drug doss and plumed doeiitcuoity were equal for Ihe 3 
schcdula for each planned DL. Fiuud DL (mg/qm) for E and C were, rrspectively: 
(a) EC, levd 1.75 md IMO; level Il. 82.5 and wo; level m, 90 and 3aac @) UC 
md E-K. level I. 100 ,nd zmo; levd It, 110 and 3ooo; lexel Ill, 120 and Urn. G- 
CSF or GM-CSF, S&kg. weax given x: fmm day 5 and stopped Iwo daya b&m next 

(97kl); 6 RSC ttse&mu have he& reqkred. No LII&CC@~O t&oily nrr) has 
km nghe.d. A# of Feb 1993, 40&O planred cycles have been mlminiti with 12 
pm mmlkd aI level II. without UT. 35Mo cyclw have bcco gival 011 plmncd time. 
ratio rquired:pieeecd hosplhliioe days b&g 2.9 (116/40), mid 10 RBC 

Ci. 64-100) with 7 CR (2 pathologicalh 4 LkBC), 7 FR, 2 SD, 1 PD. 
pr. Corlomapw is II ntipieru of an AI. R. C. fdlowshipl 

FfLGRASTlM WITH DOSE INTENSIFIED CDE 
CHEMOTHERAPY IN SMALL CELL LUNG CANCER 

Green, Clerk PI, Thatcher N’, Manegold C, 
Hannigan K, McCann E. 
Clatterbrfdge Centre for Oncology, Merseyskle. L63 4JY, 
UK. ‘Christie Hospital. Manchester, UK. 

To determine whether administration of filgrastim (G-CSF) 
will allow combination chemotherapy to be given every 14 days 
instead of 21, cyclophosphamide 1 G/m2 day 1, doxorubicin 50 
mg/m2 day 1 and etoposide 120 mg/m2 days l-3 (CDE) was given 
to patients together with filgrastim from days 4-14 inclusive for 6 
cycles. The aim was to avoid dose reductions, but not to administer 
subsequent cycles until the ANC had exceeded 1.5 x 109/l and the 
platelet count was more than 100 x log/l, with a maximum 
allowable delay of 21 days before withdrawal from the study. 42 
patients with all stages of SCLC have entered on study to date, of 
whom 21 are evaluable with mean age 55.0 (range 41-66) and 
mean PS 0.9. 96 cycles have been given to date. and 22 episodes 
of neutropenic fever recorded, one of which was fatal but 16 pts 
(76%) have been able to receive either 5 or 6 cycles as planned (4 
cycles n=2; 3 cycles n=2; 1 cycle n=l). Response was assessed 
after cycles 3 and 6 (maximum response CR 10: PR 9: PD 1: NE 1). 
Delays were seen in 26 cycles in 14 patients, principally as a 
result of thrombocytopenia. This study shows that with the use of 
filgrastim. full doses of intensified chemotherapy can be given 
safelv to a hiah proportion of patients with small cell lunq cancer. 
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PHASE I-II TRIAL OF INTENSIFICATION OF THE MAID REGIMEN WITH LENOGRASTIM 
(rl.UG-0 IN PATIENTS @Ia) WITH ADVANCED SOFT TISSUE SMCGMA (STS). 
w. C. cheweau. 8. Chevallier. I. KrakowskI. C. Louboain, J. Mihura (1). 8. Gil. V. Car 
(2). (1) Sarcoma Group-French Fed. of Cancer Centers. Pads ; Ctwgai-RP, Antony France 
Due to dw dossresponse relationship found in tie chemotherapy of STS, ttxs study was done 
to assess the maximal tderated dose lwel of the MAID association achievable wth letwgrastim 
support. Following a first cycle of MAID at conventiial dose with either lencqastim or placebo. 
eligible pabents vmre included to receive tiis associaliin at success~e dose levels (MAID 
+25%. +45%. +66%, +65%. +loO%). with 4 pts per dose lwei, end a maximum of 4 inlensltied 
cycles. Lenograstim, beginning on W, was gtven for IO days by SC. route at 5 uglkq’d (level 
1) and 10 vg!kdd for the other levels. No patient could receive mwe than level 2 (MAIDx1.45). 
Results are summatised below : 
Dose level (I) MAID + 25% (2) MAID + 45% 
Lenogratim (pgikgldl 

(1) MA,;, + 25% 
10 IO 

N’ cycles (No pts) 15(4) 14(4) 15(81 
WBC (/mm9 mean nadirlcvcle 5a.l (2001200) loo wloo) 200 01100) 
PNN Umm3) mean nadw/&le 
Davs PNN < 503 (median) 

300 (O-700) 100 @3co) al (20@200) 
3.5 06) 3.0 (3.12) 8 (2-l 1) 

D&s PNN 2 XC-3 (medun) 5.5 (3-n 
(0.2) 1.: 

(3.173 9 (414) 
Days plate&s < m/mm3 0 (O-10) 3 (O-7) 
&&n durafion in d&&y& 
Febrile neu?mpenia (~36°C) 1.1 (O-4) 1.5 (O-9) 1.1 (O-7) 
Hosptalisatkw fw toxicity 2.2 (O-6) 3.1 014) 6.3 022) 

7 7 so 
NO cumulative tovicky was noted in wccesswe cycles. One death related to iherapy occurred 
(level 1). The mediin number of cycles was 4 at level 1 and 2 at level 2. Results of relative 
dose intensity are presented below : 

Level 1 (5) 
I 

Level 1 (10) Level 2 
Cl-0967 C2-0.944 C3-0.997 Cl-O.935 CZOS34 c30.637 Cl-Of!37 C2-0.767 
m : Lmogras~m abvs 25% do.se imermificacion of standard MAID wim r-0 apparent 
difference tetueen the 2 leqjrasbm dosages. Grade 4 muccakis was dose-limiting at 
MAIDx1.45 dose level. 

EJC(A) S-6-O 


