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8TIJDY OF 1 DDSICS OF GRANULOCVTE COLONV STfMULATfNG 
FACTOR (GCSF? : PB 1((1 IN PATDINTS WTB) WIlTI ADVANCED 
BRBAST CARkIN0M.h (ABC) TREAiEd BY I,.,TBNSfVB 
cimMcnnBRAPY 
-1, C. Chafng', B. Ckvaltier3. P. K&st4. H. Rocbes. 
P. Ttxsca , hi. Delgatb and C. Maogsrd-Loubwtin’. 
1: Cenm R. m, CRLCC Nmtes-St H&lain. FRANCE 

~~~,4:Renoes;5:Twbuse 

a l-lust line cbwno~y regimen 
-CPM:MOmghn )ewy2weeks 
@zp/d from day 4 to day 11. for 

4cyckA 
The aim WPI, to a$seJs the feasibility of thii regimen every 2 weeks and the dose-effect of 
2 d0se.s of PE 2601. The m@cr inckism ultaia were :,mcawrahle lesion, p” pRviqusly 
~w,?&J for ABC. WHO pS S.2, wrrml b~mt~bg~eal, fenal and bepauc fUnCUWS. 

tmwkmwJ D tmewz ather G-CSF st 1 @@d (n = 10) OT 4 Ilgn;@d (n = 10). 
n,e 2 pps were arcu lthnced for 111 hs&lne chsmctedstics. Mean age was 48.8 y 
(29-61). mcdisn Ps @COG) = 1 (o-2). Results m slunmso ‘zed below (for au cycles) : 

No of cvclm 
- - - I - - - -  

N” delayed cycls wauis test 
MeanatdirPNN(lO%. 

04 
0.7146S2.58) 

McannsdirPl+ets(1 /L) 168.25 (26-238) 89.45 (P-191) 

i%ic%F m dsys 1.95 (o-22) p=o.o3 
PNN<looo 0.73 (o-8) p=0.004 
N” of ho@talis&m for 
lttfeuims qdodes 6 FLphcrtes[ 

p=o.o4 
11(31%) 

sixobje4xivtnxplmsuwae-iobocb palps.Wewoldd,pc4otoututattqerewas 
t,o dose-effect &tlmsh@, 4 Il%yd of G-CS sppzars pandoucally less effectwe than 
a dose of 1 jtg&/d fca hiok+cal and clhticai pammeters. 
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EPIICACY OF RIGN DOS8 CR?NO’I’NZRApY WITH/WIW BClV, WR 
-SBONENARRW TNANsPIANTATIoN (ASRT) IN SItEAsT CMCER 
P Drakes, A Na9ler. R Or, S Na.p(Lrstek, J Kaprlushnik, S Slavin. 
Ei@!i@! Hadasmah Univ Iiospital, Juus~lem, Israal. 
We aswssod tha efficacy of hi9h dome combination chemotherapy 
with and without BCUO with reinfusion of putpcd BIL in -n with 
brrast cancer eithmr with re~parwiva mtbatitic di8us. or in 
statJo II, with 102 axillary LN involvwd, 
c-therapy. 

followinp adjuvant 
Twelve fwle patients (PTS) age 38 (31-51) mar, 

six with metastatic die-se (Group A) and six in steps II (Group 

the protocol pivan to Group a). All BN Wre pur9.d with SBA. 
All pt. .n~~ft.& satisfactorily. Predominant aide offoam wmra 
~losnu~~ei~, ~amtrointe#tinal and h-tic, mainly for aroup A 
with 080 toxic death in 9roup B (patient who rrcoi& cwthorapy 
of Group A). __ 
Three (50%) of the six pts of Group A vho ,ho,,ed PR after 
convantionai chemotherapy achieved CR a?ter AKBT and t,m pts 
further improwd their previous PR atatus. One patient of Group A 
who was in CR pre BMT continued being in CR pat ARKT. Three Of 
the Group A P+‘ =iti vith median time to pmasion 8.3 (,- 
14) months, and two pts died (18 and 7 months, post Bm 
trqlactin1y. BmdiM 9urviva1 for a11 pts in Group * is 14.5 
aonthm (7-23). All pt.‘ in Group B .xc.pt OIU who did f- ..pai. 
10 daya post BllT ar. in CR with a prdian follow up of 4.5 (3-12) 
ralths . 
This study i.ndic~U~ that thim dose intense rrptin can b eafaly 
admini,t.rmd .sp.ctilly without Bwu and with high rr‘polu. r.t. 
in wammn with rwponsiva IWastatic barest cancar. The va1tu fat 
high rink pta in .taqe II following sdjuvant ehmothaapy has to 
be tested. 
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L-FDLIWIC ACID (FA,, FLtAXUJRACIL (F), EPlRUSlClN (El, CYCLOPHOSPHA”IDE (17) AND 
G-CSF IN ADVANCED BREAST CANCER (ABC,. 
G. CobJcci, F. Giotta, N. Gekbie, G. Pacilio, S. Cariello, V. Gebbia, S. Romito. 
Oncology Institute-8ari and Gruppo Oncclogico ItaLie neridionale cGOlM, - ITALY. 

Fronnay 199.2, to increase the dose intensity, vltreated patients (pts, with ABC 
were treated in a nrrlticentric study (prot. GOM no. 9201) with mcdified FEC 
regimen (F-FEC,, including biochemical mdutation of F with FA, escalating doses 
of E, and G-CSF. F-FEC regimen included (rig/m?,: FA 100 iv dl-3, F 375 iv dl-3, E 
90 iv dl, C 600 iv dl. G-CSF was given at a dose of 0.5 "g/Kg as a daily 
s&cutaneous injection fran day 5 to 15. Dose for E "as increased of 10 w/m2 
according to toxicities. Time interval between the cycles was 3 weeks. 
Forty-three pts were enrolled in the study and 27 are actually eveluable for 
response and toxicity. The main characteristics of the evaluable pts were: median 
sge 49 yrs; ckminant site of disease: viscera 14, bone 6, soft tissue 7; multiple 
sites of disease: 20 pts; nntestatic disease (CD,: 22 pts; locally advanced 
disease (LAO): 5 pts. Results: 6 CR (22%). 16 PR (59x,, 4 SD (15X,, 1 PD (4%); pts 
with WD achieved 6 CR (27%). 11 PR (50%). 4 SD (18%). 1 W (5%). All pts with LAD 
achieved a response and wdernent to the surgery. The median tiretion of response 
for pts with IO was 6+ mos. In 791151 (52%) cycles the dose of E was increased, 
and in 40 (26%) cycles the time interval ktucm the cycles was reduced. Toxicity 
yas mild with only few cases of grade III-IV (nausealvcmiting 5 pts, wositis 2 
pts, anemia 4 pts) and leukopenia (grade I, in 7x of cases.. Conclusion: 
Preliminary conclusions of this ongoing study indicate that the addition of G-CSF 
AlLous the safety and the efficacy of the F-FEC chemotherapy, producing high 
response rate and acceptable toxicity in ABC. 
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HIGH DOSE CHBMOTHERAP Y (HJxIy) WITH MITOXANTRONE, CYCLO- 
PHOSPHAMIDE, VINBLASTINE OR CARBOPLATIN WITH BONE MARROW 
SUPFORT IN METASTATIC BREAST CANCER (MBC): ROLE OF 
AUTOLOGOUS PERIPHERAL BLOOD STEM CELL TRANSPLANTATION 
(PBSClJ AND CYTOKINJK m(2), Gluck S.(l): (1) Nor&eastern 
Ontatio Regional Cancer Centre, Sudbtuy, Ontario, Canada (2)Cross Cancer 
Institute, Edmontott, Alberta, Canada. 

Two prospective phase I and II trials were conducted by our group for evaluation 
of toxicity and efficacy of HDCT with bone marrow support in MBC. The fmt 
trial was a phase I study of HDCT combining Mitoxantmne (MTX) (63 ms/mz). 
Cyclopbospbamlde (CI’X) (120 mg/kg) and Vinblastine (0.3 mgikg) with 
Autologous Bone Marrow Ttansplaotation in refractrny MBC. Twenty Pts were 
acaued, mean age: 43 years. Tbe mean durations of grade 4 neutropenia and 
thrombocytopenia were respectively 29 and 23 days. other toxicities were mild 
except 1 toxic death (cafdiac grade 4). Major response fate wBs 57.9% (Complete 
response (CR):lO.S%). Median survival was 9 months. Tbe second trial was a 
pbase II of induction chemotherapy (ICC) combining SFluoroUracil (750 mg/m2), 
Epimbicin (100 mg/m2) and CI’X (750 mg/m2) with GM-CSF followed by HDCI 
combining MTX (64 mg/m2), CTX (6 gm/m2) and Carboplatin (800 mg/m2) with 
PBSCI and GM-CSF in fmt line therapy of MBC. Nineteen Pts were treated, 
mean age: 43 years. The mean durations of grade 4 neutmpenia and 
tbrombocytopenia were both 12 days. Other toxicities were mild. No toxic death 
was obsetvd. Major response rates were 73.6% (CR=31%) after IC and 100% 
(CR=58%) after m. Median survival is not reached yet HDCI with PBSCT 
and GM-CSF, without bone marrow backup, is feasible with significant decrease of 
bematologic toxicity, but its role remains to be proven in the management of MBC. 
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HIGH-DOSE TAXOL (HDT) WITH G-CSF IN PATIENTS WITH ADVANCED 
BREAST CANCER (ABC) REFRACTORY TO ANTHRACYCLINB (ANT) 
THERAPY. V-rken JB, Huizing MT, L.iefting AIM, Postms TJ, Depattw L‘, 
Ten Bokkel Huinink WW, for the European Cancer Center, Amsterdam and 
Bristol-Myers Squibb, PRI, B-Ii 

Previous studies suggested activity of 24-br infusions of Tax01 (T) in patients (pts) 
with ABC, resistant to ANT. We. started a phase 11 study in such pts, using 3-hr 
infusions of 250 mgltr? (with escalation to 300 m.g/mT and G-CSF support (5 
u&g SC, days 2-19, depending ott neutmpltils) every 3 weeks. So far, 17 pts with 
a median age of 51 yrs (range 33-71) nod a WHO performance stahts of 1 (O-2) 
were treated. All bad progressed during doxombicin (9) or epirubicin (8) contai- 
ning regimens, 4-12 weeks before starting T. A total of 57 cycles were given; 
median 4 per patient (tange l-7). Doses were escalated in 7 pts; they were 
reduced in 7 and stopped in 1 (718 for neumtoxicity). The median dose per cycle 
and per patient was 250 mg/m*. Ooe patient received P 24-h infusion after so 
initial hypersensitivity reaction. Lettkopenia (and neotmpenia) occurred in 5 of the 
other 16 pts (2 grade 2, 2 grade 3, 1 grsde 4). tbmmbocy@atia in 4 (2 grade 1, 
2 grade 2). Nonbematologic toxicity included: mild hypotensiott (3pts), nausea/ 
vomiting (2). d&tit= (1). neumtoxicity (13: 1 grsde 1, 6 grade 2, 6 grade 3). 
myalgia (1 l), artbmlgia (lo), bone pain (2). fscial flushing (4). fatigue (4). apathy 
nod drowsiness (1). Three pts died early, 5 showed PD, 6 bad NC, 1 had B PR 
and 2 showed > 50% tumor regression in indicator lesions. lo conclusion, the 
antitumor activity of the J-hour HDT regimen in ANT-resistant ABC pts has to be 
further defined, but neurotoxicity appears to be the dose-limiting factor. 
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PHA8E II STUDY OF TAXOTERE IN REFRACTORY METASTATIC BREAST 
CANCER @MB’S). V. Valem, R. Walters, R. The&auk, L. Eapatza, 0. 
F’msohhd, F. Holmes, A Buadar, R. Bellat, M. Bayaaas, 0. Hottobagyl. M. 
D. Anderaon Cancer Center, Hounton, Tags 77080, U8A and Bhone- 
Poulenc Rarer, colleg&ue. PA 184g8, u8A 

Eighteen patients @ts) wltb BMBC who had 5 2 prior 
chcmdtemrv rdmm (CT) and had primary 6) or -W (s) 
redslsnce to doxortd&ht - treated wltb Taxotere 100 w/m* erery 21 
days. PM - (18 ): median (mad) age, 51 ym (range 27-88); 
mod Zuhod PS. 1 (O-2); med I altea 3 (l-8); w s&m: vlsceml13/18, 
hone 8/18. soft tlsmte 18/18, bmaa! 8/l& med # ofprbr CT was 1.8 (l-2). 
8/18 had prbr adjuvant, 7118 nemdjuvant, 18’18 metnntntic CT, with P 
tmistancelnllptaandSin7. m 18pt~wereevaluablefor 
mapowe, 1 pt had an early treclhaent-related deatlt (day 7, due to axam (-) 
sopi while newrely neulmpenk) and 2 pta were too e&y. ‘pan: 
8 F’B (SO%), 2 NC and 4 PD. B to date, 18 pts mcelved 84 
evahlahle cm. med nadir gmnttlooytes f%lb)/dl: 0.8 (0.1-1.1). msd 
nadir platelet count fzlO)/dl: 188,080 cls4ea,O@O). am m 
Ooqrdu)~+Db: akqmda13,dlarrhea8,h~mactiun2 
(gmde a), Mlgw Q, chilln 1, mydglna 12, akht malt 7 (grade 3 l), 
neu8es/vomlttng 3, Ntonmlltb 4. conim 2, lluid retantbn 8. 
pllurkrlm: Thepm&dmuydataofUdsongoingtrlal~that 
Taxoterehaas@n&antaaIltnmoractlv8yht --tpm. The 
ttlBhtlCJ&ftles-rerenible mydomppress&n, skin toxicity. and llukl 
r&et&n of uncertain etiology. 


