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LOW DOSE WEEKLY AWHBACYCWEB FOR ADVANCED BREAST CAK 
CEREISTOEWNCEWROVED? . M. S. Pampalbna, A. Goklhirsch, E. Bimoncini, K. Brunner, H.J. 
Berm, br the Swiss Group oi Clinical Cancer Research (BAKK), Bern, CH. 
From 1985 to 1969 102 eligible patients, 91 post- and 11 premenqausal, with 
advanced breast cancer were included into a trial studying the effbacy and toler- 
ance oi weekly bw-dose antracydines (adriamycin-A- or epirubiiin-E- 20 m@ 
d). At progressbn the dose oi both drugs was increased to 30 mgh$. 
e Patiints treated with A reached in 28% of the cases an 
objective response (CR+PR), whereas those receiving E had remissions in 17% 
ol the cases (p&24). After dose escalation to 30 mg/n? at progression only 
patients treated with E showed second remissions (29%). Time to treatment tail- 
ure was 9.6 ms for patients treated wilh A and 7.0 ms for those receiving E 
(p=O.37). Hematokgic toxicity (WBC nadir dii. p=O.O16) and alopecia pO6) 
were significantly inferior for pts treated with E at 20 mg/m*. At 30 mglm stoma- 
titii and finger nail changes were significantly inferior for E whereas WBC nadirs 
and alopecia were similar for both compounds. 
Condusions. Adriamycin and Epirubiiin weekly showed a similar overall 
response rate, lower than expected in this not heavily pretreated populatiin. 
After dose escalatbn at progression only patients receiving epirubbin reached 
additkmal responses. Toxicii of epirubiiin was less pronounced, especially 
hematolcgii, abpecia, and muoositii. 
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PHnsEllsTuDY 

BREAsTcANcER 

IN PATIENTS (Pm) MlH ErAsTAm 
(Met) Qboml N, Pmasd M., Gmda J., 

stlonvo A., alirlm M., Alganiz c., E8aldem M., Pcmce w., 
NbVOBO.R,-A,MlX&ltOS.,~M.,8m&dYM., 
-A-onmldgiccr- mpldr,- 

Anthracydines (ANTH) in second line therapy are effective 
in MBC, Mioxantrone (MIT). methotrexate (MTX) and cyclophos- 
phamide (CPM) had demonstrated clinical activity as monodrug 
in MBC, then MIT was adopted due to a low cardiotoxicity 
(CATX). 76 eligible pts with MBC previously treated with ANTH 
and normal cardiac function had received: MIT 10 mg/m2, MTX 
40 mg/m2, CPM 600 mg/m2 IV day 1 and prednisone 40 mg/m2 
OP days 1 to 5 in a 21-26 treatment cycle. Features at diagnosis 
were: median age 51 (range 32-70), postmenopausal 67%, 
performance-status sl 74%. Objective Response (CR+PR) was 
achieved in 2W76 pts (36%), initial progreesion was 30% and 
stable disease 32%. Median duration of response is 11.5 mo, 
median time to progression is 3 mo and median overall survival 
is 10 mo. Toxicity was mainly myelosuppression with 25% (grade 
3-4) and 1 pt experience CAlX (grade 4). The combination of 
MMCP at this dose and schedule was a reasonably well tolerated 
regimen with a promising activii in MBC and a low CAV. 
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Navelblne (vhmfeblne) a nsw vlnca-akz&ld k an active a2enl in lxaast 
cancer (SC). In our study. 102 heavily pm-treated palents (pta) with 
adwanwd and/or mrla8talk SC rocahrad NVB at the dose of 30 
mglm2/weeldy aa a 20-mln. ix. Infusion. All ptr had pfevlo~sly 
mcelved at leaal cm chemotherapy mglmen ImlucSw an anthmcydlne 
for advanced dkesae. Medlan age wm 55 yearn (ZWS), PS : 1 (O-3). 
numbw of matasmtk alles : 2 (l-5). All 109 pts were ewluable for 
toxklty atd 22 pk for response. me maln toxldtles (WHC gr Z 3) were 
neutropenla and anemia. In 55 K and 9 % of pts, reapectlvely. 
Thrombooytopenla, nauaaa/vomitlng. conrrlpatlon. peripheral 
neurqwhyandabpodawwmandmlId.Thwewem1 CR(mfI 
Uaaw) and 18 PR (salt tkaw. lymph n&w and visceral metwaaea). 
Overall o@ecWe RR was 21 K (95 % Cl : 12-30) and madlan dwatkm 
of rqnxlsa 20 woks (11-74). Responaea were not r&tad to clB8e- 
lntenslty. whoa0 me8n value vas 19 mglm2Iweek (s-30). le. 63 9t of 
thethwotk&vllue.l’hw~wesnoaignMantdl~n,InRRrrhe(her 
pts raopoMad piwkudy lo anthmcyclirm or not. SlmWiy neither 
~waimulh-hommnd~hadmyefIactonPMRR. 
~:NVBbmmtlw~In~IwodBC,partiarlaryk,ti 
Hsaue. with no apparent cma realstame with anthraeydlnes. 
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PHASE I TRlAL OF ADRlAMYCIN (A) + TAXOL (l) IN 
METASTATlC BREAST CANCER (h4SC). m Robert N, 
Gokbteln W, Sparano J, Cobleigh M, Sa~.@man C, Neuberg D, 
Rowinsky E. Indiana Univerdty, Indii, IN USA. 

BetweenSQ2and12/92,we8ntered12patiente(pt8)withMSC 
onaPhaseItrialcombiningTwithA. Ptawereeligibleiftheyhed 
received s 1 Prior non-anthracycline, non-taxane-containing regimen, 
either aa adjuvaM or metastatb chemotherapy. Alternating pts 
reoe’nred initial therapy with either A IV push folbwed 4 hours later 
byTbyCIover24hwrs,orwithTfollowedbyA. Theorderof 
administration (A- >T or T- > A) was alternated with each cycle for 
individual pts. All pb received G-CSF 5 @kg days 3-12. Sii pts 
rsceived A 50 n@d and T 150 mg/m2 initially, and 6 pts received A 
6Om~andT175mg&initiatty. Dosereductbnswere 
psrfomvsd fcr neutmpenic fever or infection, and fur Gmxle 3/4 rmn- 
hernatobgiitoxidty. Neutmpenicfeversorinfeotibnsox@icated 
6134 cyclss (17.5%) and 310 cycles (30%) with bwr and higher 
dcsee mpsdivsly. Grads 3l4 neubupaniwleukopenii WBB seen in 
7/7 cyclss (100%) of A+T at WI 76,l Y20 cydes (55%) at 5Q’lSO. 
and4/8qoles(5O%)at4Yl31 n@m2. Themwem4epbodesof 
Grade 34 mucoakb (in 3 pta), all occurring in pta enterad at the 
seconddoeelevelandweivingTpriortoA. Cliilysignikant 
cdlko mythm dbtubnoee and peripheral neuropthy have not 
been experienced. The oornMnaBon d A+T resulta in dose-limiting 
muaxitiiatdose60f608175mglm2. Theoaxtm3noeofmucositii 
appears dependent qzon the order d administmtion. 
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REFRACTORY BREAST CANCER TREATMENT WITH TAXOL: 
CORRELATIONS WITH BASELINE IMMUNO HISTOCHEMISTRY 
FOR P-GLYCOPROTEIN (Pgp). B Uziely, E Delallor-Weiss, C Russell, G 
Leichman, R Hank&, D Spicer, F h%uggia, M Press. 
Department of Oncology, Kenneth Norris, Jr. Comprehensive Cancer Center 
at the Univ. of So. Calif., Los Angeles, CA., U.SA. 

Advanced breast cancer patients (pts) were treated with 
Taxol following failure of 1 or more prior regimens. $ll had baseline biopsies 
for Pgp determination. Taxol dose was l35 mg/m q3w by 2/(h infusion; 
response was assessed every 3 courses by standard SWOG criteria. Pgp was 
assessed by double staining with monoclonal antii C219 and JSB-1 and 
compared with the staining intensity of known plasma cell lines (donated by 
T. Grogen, Univ. Arizona). Wild-type lines and sublincs over expressing Pgp 
6x and 40x yielded negative, slight, and strong poaitivity, respectively. In 
addition, normal tissue immunostains were performed for comparison 
(kidney tubles, adrenals). From October 1992-February 1993, 22 pts have 
been entered; 20 were refractory to doxorubicin. 19 pts are evaluable for 
response: 3 PR, 1 MR. 8 stable, 5 tievaluable pts in&ding 2 too early to 
evaluate; 1 intercurrent death; 1 refusii further treatment. Toxicity has 
been primarily myelosuppression. Pgp immunohistochemistry shows 4 
negative, 4 slightly positive, and 5 moderately to strongly positive. A focus 
of the analysk v&ll be whether prior therapy with doxorubicin and vinca 
alkaloids leads to over-expression of Pgp. Correlation of response with 
baseline Pgp expression will be performed blinded at study completion. 
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CISPLATIN (COP1 t llITOH?CIN C IllIT-CI t VIYDBSINB IVDSi AS A SALVAGR TRBATWBNT IN 
ADVAMD BRXAST CAJCBR IABC) PATIENTS IPTSI : 
Leonardi V.. Palseri S. Russo A.. Heli W.. Rausa 1. Oncologia Hedica, 
Universitk. P~ico~P.Giacconen, via Oel Vespro 129. Palerno. Italy. 

Failure after first line treatxeot of ABC IS quite the rule durmg the medical 
treatnent of this disease. At present there is not an established chuotherapy 
for this difficult clinical situation. 21 pretreated ABC pts were treated as 
follows: CDP SO sglx2 l.v.Id 11 t nit-C S ng/m2 i.v.Id 11 t VDS 3 sg/s2 i.v,ld 1 
and 15) q I wks. The lain accrual criteria were: histologically proven ABC,age 
( 75 yrs,life expectancy > 2 xonths,K.I.> 60,resaurable disease,good liw,renal, 

,eardiac and bone narrow function. The saln characteristics of the 21 included ptsj 
were: lean age 57 yrs (range 62-68); lean K.I. 81 (range 70-100). 20 pts I9Sk) 
had received Surgery, 21 pts (1001) I line Chexotberapy, 2 pts (9%) II line, 9 
pts (62\1 Radiotherapy and 13 pts (61%) Horxonotherapy. The sites of diseas 1 
were: bone 718, 191ph nodes 38#, liver 19%, lung lit, skin 98, pleura 9\. breast 
51. YUO criteria were used for both clinical respons and toxicity evaluation. AU 
present 1S pts are evaluable for response (3 too early). There were 3 PR 116%),, 
7 PC 138\1 with a lean duration of 1,3 and 6,3t nontbs respectively. Elllil pt 
did not respond at all. The seen survival are 12,5 ISPI, 8,6+ (WC) and 12,5 IPDI 
months, uhile the overall survival is 11 t xontbs. 16 pts 166\) had grade IG) 3 3 I nausea and vomiting, 16 pts 176\l G 2-3 leukopenia, I pts (lS\l G 2-3 
tbronbocytopenia, 3 pts G l-2 tlb, 1 pt (lb) G 2 neurotoxlcitg,S pts Bair G 2-34 
Renal toxicity we8 seen only occasionally. In conclusion tie think that thiq 
protocol is poorly active in this setting of pts. Purtber studies are needed ir 


