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Ifosfarnldc,Ylacrlstlne, Eplrublcln (IVE ) as third . line snls~ 
chemotherapy for recurrent anthraeycllne-naive poslmenopnusal metestatic 
breast cancer. 

~I, S.Gdlo *, L.Pave:i 1 , G.Fiore *, G.Poggi ‘, P.F’nti 1 , and G.Robunelli 
della cuu 1. 

Puientr ( pu.) with marstatic breast cancer @lBC) who fail to adjuvant first md subsequently 
to second-line systemic therapy are difficult 10 maoage and usually candidates to 
invertigatiolul vurm~n~. In a ~bue II trial we combined Ifosfamide - znema 3.2 g /mq days 
1 to 5 ) iv. , Vincristine : 1.0 mg/n?( day 1 ) iv.,Epimbicin: 35 mg/m*( &y 2) iv. IVE 
regimen was adminirrered every 4 reeks , until Progression , seven toxici* or Patient’s 
rcfuul. From Jan. to lZkc.1992 , 36 postmenopausal ps. with bystologidly ploven , 

(15 pi.). &k ( 14 &)&d vi& (lb-p&) received iVE ;hemotder&y. Previous treatments 
mm as followr : CMF ( adjuvam ) -----> S-FU + FA +/- MMC (second lim) = 11~. and TAM 
( djuwnr ) ---.+ ID-MFA or AG ( second line ) = 20 ps. A total of two huakd and twenty 
seven COUT)C~ wcn administered with a median number of 6 courier ( range 3 _ 9 ). In 36 
cunsmly cv.lu.ble pi. .6 CR and 10 PR mm obsctved , for an overall resporc rate of 44% 
(95% C.I.= 33~55%). No significant differencc in respanre rue was observed in relation 10 
previous truuncn~ : prcviou cbemotbera~y : 7116 (44% _ 95% CL= 3255%) versus previous 
hommethcrapy : 9Ro (45% - 95% C.I.= 34-56 90) Median duration of IEQO~C was 5.5 
month ( range 3-9) .Toxicity , assessed on day 6 and 21 of ucb EOURC , WY mild : only 2 
cases of seva leukopslia ( < 1500 WBC mm’) and 1 case with serious infaion requiring 
bospitaliutian. Eleven pl. ( 30%) cxpcrienccd Grade 2-3 WHO rtomatitis. -ia requiring 
tempomy use of a wig occumd in 14 @I. ( 38%). No cardiac adverse events wys1s recorded. IVE 
regimen , even if ILnitcd by a short lived response , is M effective combin- for salvage 
vumcnt of recurrent preuuted MBC . Our resulta wanant funber confimubns in a larger 
series of Puiats. 
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REWONSE AND TOXICITY OF TEN DAYS COhTlNIJOUS 
INFUSION OF S-FLUOROURACIL. AM, F 
LJNCOVORIN IN ADVANCED BREASf CANCER. 

M., P-E J&won sod Y.M. Rusturn. 

Department of Surgery, Helsingborg Hospital, S-25187 
Helsingborg, Sweden and Grace Cancer Drug Center, Roswell 
Park Cancer Institute, Buffalo, NY. 

No generally accepted standard second line chemotherapy exists after 
~rogrsa on the anthracycliies doxorubicin and fannorubicin in advanced 
h&t cancer. The u&. of protracted S-fluorouracil (S-FU) infusion 
modulated by leucovorin (LV) has gained increasingly interest. Sixteen 
patients @k) age 45-78 years with advanced breast cancer and a life 
expyy of more than three months have started treatment with S-FU (250 
mdm dav for ten davs. Baxter numo + Port-a-C&) and Larcovorin iLVl 
(560 mg/&& day; i,S and’ IOj repeated e& 29 days. Obj&ti& 
evaluation was oertbnned everv third momh accordine to UICC criteria and 
a life quality q&stionnalre w& answered by the pk-every month. All pk 
had at least one previous chenvxherauv treatment for advanced disease and 
the average n15&1 of treptmeatJ Was 1.8. Of thirteen pk avaluated for 
cesvonse there was 1 CR, 2 PR. 6 NC and 4 PD. ‘Ihe average time on 
tr&nent is 6e months and the a&age survival from diagnosis of advanced 
disease is 42 months. llbs dos%limiting toxicity (WHO criteria) in 80 
courses was samnatitis (S courses grade 3-4, 40 ~0”rse.s grade 1-2) and 
diarrhea (3 courses 34, 13 courses grade l-2). Other toxicity was 
nausea/vomith@ (I course grade 3-4, 39 courses grade l-2), hair loss (4 pk 
grade I) and bone marrow suppression (I course grade 2, 4 courses grade 
1). Dose reduction was required in 13180 cycles. The conclusion is that 
protracted 5-FU infusion with intermittent LV is acdve, with tolerable 
toxicity, in previously treated pk with advanced breast cancer. 
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VINORKLBINE IVNRl IN PRKTREATBD ADVANCKD BREAST CANCKR IABCI 
w C.Prontini. S.Villa, G.Aabrosini, N.R.Strada and C.Bernardo. 
Division of Radiology Oncology, S.Gerardo Hospital. Wonsa. Italy. 

Scanty date have denonstrated the efficacy of VHR as single agent in ABC. Ia urder 
to better define the usefulness of this new anticancer agent, we have treated 22 
patients with ABC with VNR at the dose of 20 ag,sqa,ueek without lusing CSFs. 
Twenty-one pts were considered evaluable (20 postmenopausal I: all bad been 
previously treated with enthracycline and/or aitoxantrone with a median of 4 13-61 
of cytotoxic agents. The median age was 61 (43-131. Dominant sites of disease 
were: Viscera 10, Bone 9, Soft tissue IT. The nedian nuaher of lesions was 2 
(I-41. The evaluation of response was nede after almost 4 doses, The median nuaber 
of doses administered was 9 I4-111. The wdian perfarnence status IBCOG1 yes I 
before and after treatment. The response rate was 41.6X IICR, 9PR, 5SD. SPDI. The 
sites of response were Soft tissue 12, Viscera 3, Bone I. The side effects were: 
neutropenia II pts (GI’B, GII’6, GIII’SI, anenie I, nausea and voaiting 2, 
constipation 2, local effusion 3, phlebitis 3, alopecia 6. 
VNR appears to be a promising agent in the treatment of pretreated ABC and should 
be tested in cosbinetion chemotherapy reginens. 
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Mltomycln C, Mltoxaatrooe and Methotrerale comblnatloa (3M) la 
advanced breast cancer: an cffectlve aacund line tbcrapy 

L. Pavesi. G.A Da PI& P.F?eti. G.Poggi. G.Lclli*. G.Rblli della 
CUIUL 
Division of Medical Oncology, Clinica dcl Lavoro Foundation, Pavia d * Casa 
SoUi.svo &Ala .‘3affcrc~ S. Giovanni Rotondo - Italy. 

3M w,imen. odginall~ described by TJ. Powlea, is an effective bEBtmnt foadvanccd 
brcastccancer (A&h the aim to &&ate tolerability as wzll as response r&s of the 
above canbition when wed aa a second line tberaPy. we &cakd 41 padcab @k) with 
rearrent ABC with Mimmycin-c: 7 mg/sqm& cvcry 6 weeks. Mcthomc.xatc: 35 
mg/sqnJiv and Mitoxantmne: 7 mg/aqtiv every 3 weeks until pmgrcraion or pk 
nfusal. Rctrcatment characteristics of l&enta’ sunple wcxe: median age D (28-71). 
mmopausal status: pre 4 post 36. Frcvious fMtment for advanced disease: 
chemotherapy: 26 (antbmcycline containing regiments 20, without antbrxyclinca 6) 
endocrine therapy: 26 @IPA 14. TMX 12). dominant metaaktic site: visceral 10, bone 
11. soft tissue 5. mixed IS. median pwfmmancc atalus (KB) 80 (50-lCO).Ath. 1993 , 
a total of 243 coursed were administered. lbe median number of cycles per @ant being 
6 G-13). 15 out of 36 fully evaluable ~atienk achieved an objective nspoaae(l CR and 
14 PR. 41% _ 95% C.I.: 25% - 57%) with a nxdian duration of 10 m.mtbs (rrpc 5-16). 
Median time to plogmdsi0” was 8 nm”hs. Media” survival was 12 monk (range 2- 
20+). 
Tnatmnt-rclaad side effects wuc: lwkqmia (20%) thmmbccytqmia (4%),uucaud 
vomiting (19%). mucositis (5%) ncmupatby (Ipts). hair loss not requiring wig (Zpts). 
No cardisc, mud. pabnonary cu liver toxicity were &cd. Drug adminisu&m bad to 
bc postponed for one week in 48 courses due, to myelosupprrssion.Our rcsabs indicate 
that 3M regimen is M effective and safe second line therapy for advanced, pcviously 
“c.wd, breast cancer. 
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Recurrent metastatic breast cancer treated with 
hiqh dose Cvclovhosphamide (CTX) as 2nd line 
tr&tment 1n.a phase’ II stud;. 

Hansen F., M0ller P. and Skovsgaard T. 

Department of Oncology 
Herlev University Hospital 
DK-2730 Herlev 
Denmark 

60 evaluable patients with recurrent breast cancer pre- 
viously treated with 4-epi-Adriamycin received high dose 
CTX 2.5 g/m2 q.3rd weeks as monotherapy. Mesnum was 
given prophylactic. Dose limiting toxicity was haematologic 
as 90 percent developed WHO grade 3 - 4 toxicity. Al- 
though four patients died in septic leucopenia, the treat- 
ment was generally well tolerated. The majority had grade 
2 - 3 nausea and vomiting. There was no evidence of 
haemorrhagic cystitis. The response rate was 32%: 5 
patients achieved CR and 14 PR with a median duration 
of 11 and 5 months, resp., 18 had stable disease - median 
duration 5 months (2-18) and 23 PD. 
In conclusion high dose CTX demonstrates significant acti- 
vity in patients with advanced cancer mammae. 60% of 
the responsive patients had recurrence of disease during 
or within six months from previous treatment with antra- 
cyclin indicating that there are no clinical cross resistance. 
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RAPID DELIVERY OF MULTIPLE COURSES OF HIGH-DOSE 
CHEMOTHERAPY (HDC) USING G-CSF & PERIPHERAL BLOOD 
PROGENITORS (PBP) IN PATIENTS (PTS) WITH METASTATIC 
BREAST CANCER (MBC). Fennelly D, Vahdat L, Hamilton N, Raptis 
G, Schneider J, Norton L, Crown. Memorial Sloan-Kettering, NY. 
Although single treatments can produce complete remissions (CRs) of 
lymphomas and other sensitive tumors, cure usually requires multiple 
cycles. MBC may be similar, but the single treatment which produces 
50% CRs in previously untreated disease is HDC, which is not easily 
recycled. G-CSF allows recycling of cyclophosphamide CC), but not of 
thiotepa (T) due to its causing thrombocytopenia and cumulative 
myelosuppression. We applied 2 courses of C (3.O.gm/ms), then 2 
courses of T (500-700 mg/mz/ course, no intrapatient escalation) by 
using G-CSF after all courses and harvesting PBP after each C to 
reinfuse after each T. Pts are discharged from hospital after i.v. PBP, 
re-admitted for fever or emesis control. 33 pts enrolled, 7 on-study, 1 
withdrawal. 3 pts, with heavy prior chemotherapy, had only 1 T course 
due to PBP collections ~0.5 x lOQkg/course CD34+ cells. 22 have 
completed all therapy. Median retreatment interval after C = 14 days; 
between T doses = 16 days (range 13-22). 1 pt required back-up marrow. 
Median days after T to neutrophils > 0.6 x 109/L. = 9 (range 6-36) and 
platelets > 20 x 1Osk = 11(5-36). 40/47 T courses required readmission 
for fever. There was 1 ocular hemorrhage, 1 reversible neurological 
toxicity, 3 cases reversible veno-occlusive disease. 5 of 9 evaluable pts 
in partial response were converted to CR by our HDC. G-CSF plus i.v. 
PBP permits multiple cycles of HDC. a strategy active against MBC. 


