Metastatic breast cancer

in comparison fo serum HER2/neu posmve patients {mean: 31.3 weeks;
p=0.018).

Conclusions: Our results indicate that an elevated serum HER2/neu
level is a negative predictive factor for-bad treatment outcome in ferms of
progression-free survival. This result, together with the putatively increased
anthracycline sensitivity of HER2/neu positive patients, may help for patient
selection to'a more individualized mode of chemotherapy.
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Biological study of anastrozole.in post-menopausal
advanced breast cancer (ABC) patients: Effects on bone
metabolism and oestrogen suppression

A. Martinetti, E. Bajettaz R. Buzzoni?, N. Zilembo?, L. Ferrari',

P. Pozzi?, S.C, Stani?, L.. Catena?, M. Di Bartolomeo?, E. Bombardieri'.
"Nucléar Medicine Umr 2 Medical Oncology Unit B, Istituto Nazionale per
lo Studio e la Cura dei Tumori, Milan, italy

Purpose: To study the short term biological effect of anastrozole on serum
oestrogens, androgens, 170H-progesterone (170H-PGR), gonadotrophins,
sex hormone binding globulin (SHBG) and bone metabolism markers.

Methods: 34 consecutive pts with ABC received anastrozole 1 mg/day
treatment Blood samples were taken before and at 2, 4, 8 and 12 weeks
during treatment to measure serum levels of: oestrogens (E1, E2 and E1-S),
androgens (A4, DHT, TST, Free TST, DHEA and DHEA-S), 170H-PGR,
SHBG and gonadotrophins. As indicator of bone resorption we mea-
sured serum carbossi-terminal telopeptide of type | collagen (ICTP) and
the crossinked -N-telopeptide of type | collagen (NTx), and for the os-
teablastic activity intact osteocalcin (BGP) and bone alkalyne phosphatase
(BAP).

Results: ‘After 2 weeks E; and E4-S levels decreased of an average
of 56% (range 23.1-88.8) and 75.8% (range 52.4-87.2) respectively; E»
decreased of an average of 62% (range 31.4-89.6). No significant.changes
were detected in androgens and 170H-PGR. There ‘was’ a significant
increase of gonadotrophins over time (p = 0.0001 and p = 0.0001:for LH
and FSH, respectively), and a significant decrease in SHBG p = 0.0001.
A progressive significant incréase in bone metabolism serum markers was
detected in all pts: p=0.0394 for BAP, p = 0.0156 for BGP, p = 0.0021 for
ICTP and p=0.0013 for NTx. i particular, pts with bone metastases had an
increase statistically significant of bone resorption markers (p = 0.0019 for
ICTP and p =0.0251 for NTx) and borderiine.for bone formation markers.
In pts withoit bone disease BAP, BGP and ICTP remained unchanged
whereas serum NTx signifi cantty increased p = 0.0186.

Concilsion: Anastrozole is a selective aromaiase inhibitor as it does
not modify serum levels of androgens and 170H-PGR. In our experience
no refation was found in the short term: period between serum. oestrogen
suppression and bone. metabolism. The evaluation of bone metabolism
markers seems to be helpful for the monttoring of bone disease during
hormonal treatment.
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Safety and activity of Capecitabine in elderly patients with
advanced breast cancer

G._Procopi ,E Bajetta, L. Catena, M. Al R. Longarini, N. Zilembo, I. La
Torre, M. Platania, S. Defla Torre, G. Dognini. Medical Oncology Unit B,
Istituto’ Nazconale per lo Studio e la Cura dei Tumori, Milan, italy

Purpose: Capecitabine is a selectively tumor activated fluoropyrimidine
which is effective-in a wide range of solid tumors. This study tested the
safety and thie activity of Capecitabine in elderly patients (pts) with advanced
breast cancer (ABC).

Methods: From May 1999 to March 2001 forty consecutive pts were
treated. The first thirty pts were treated using a dosage of 2500 mg/sqm/day
b.i.d, for 2 weeks with: a week of rest; than to .improve the safety profile
we are continuing the trial by reducing the dosage (2000 mg/sqm/day).
The:pts qulan age was 74 years (range 65-89). Pts could receive one
prior chemotherapy and/or 2 hormonal regimens for metastatic disease.
A previous therapy containing 5-fluorouracil was allowed but a 12 months
withdrawal period was required, starting from the last dosage of the previous
treatment. The metastatic sités were liver (19), lung (14), soft tissue (12),
bone: (9), other (9).

Results: Toxicity according to NCI-CTC Bethesda was:: grade 34 di-
arhea (10%), grade 3 vomiting (7%), grade 2 (10%) and grade 1.(26%})
hand-foot syndrome, grade 2-3 asthenia (13%), grade 2 stomatitis (7%).
One patient died for gastrointestinal toxicity and one patient developed deep
venous thrombosis. The objective responses were 11/31 (35%), 3% com-
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plete remission, stabilizations of disease were 9/31 (29%), and pragressmns
11/31 (35%). The median time to progression-was 6 onths.
Concluslons: These results suggest that Capecitabine is safe and active
in elderly pts with advanced breast cancer.
The Authors would like to thank the Htalian Trials in Madical Oncology
(L.T.M.O.) for its editorial assistance.
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Paclitaxel-ifostamide for anthracycline-resistant advanced
breast cancer

P. Kellokumpu-Lehtinent, A. Lantto?, R. Kokko?, I. Elomaa®*,

R. Jdrvenpasa®; C. Blomqwst5 ' Tampere University Hospital, Tampere,
Finfand: 2 Vaasa Central Hospital, Vaasa, Finland; ® Central Finland
Hospital, Jyvéskyld, Finland; * Turku University Central Hospital, Turku,
Finland; ® Academic Hospital, Uppsala, Sweden

The combination of paclitaxel 135mg/m2 as a 3 hour infusion on day 1 and
ifosfamide 1.7 ¢/m2 as a-4 hour infusion on days 2 to 4 every 22 days was
given to patients (pts) with advanced breast cancet resistant{o-anfhracyline
containing regimen or patients relapsed after antracycline conltdining adju-
vant.chemotherapy. Pts had 10 have measurable or evaluable progressive
metastases or locat disease, and only one regimen for metastatic disease.
Thirty one pts with: 2 median age of 49 years (range, 30:69):entered the
study. Nine (20%) had lung and seventeen (55%) liver metastases (mis),
nineteen (61%}) bone mts. Only seven {23%) had iymph node mits and four
(13%) skin mis. Median of 7 cycles (rarige 1-18) were delivered. Responses
were evaluated according to WHO guidelines ‘and side ¢ffect.according to
NClI"criteria. A ‘panel of oncologist -and one radiologist reviewsd all- re-
sponses. At baseline only three patients (10%) were freeof the adverse
consequenses of the prior therapy. During the treatment severe toxicities
(grade >3) included nausea 3%, vomiting 3%, pulmbnary 3%;-neuromo-
tor 3%, astheniaffatigue 7%, pain 7%, neutropenia 90%; thrombdcytopenia
10%, anaemia 10%, infection 7%, while alopecia was universaf. Three com-
plete responses (10%), 10 partial responses (32%),'8'(32%) stable disease
and 8 progressive disease (26%) were documented. Median survival and
progression free sutvivals after beginning of treatment were 193 months
and 6.1 months, respectively.

Concluslon: Combination of paclitaxel and itostamide: seems to be a
promising regimen (objective response rate of 42% and a median survival
time of 19 months)-with acceptable side effects in advanced breast cancer
patients relapsed after antracycline based adjuvant treatment or resistant
to antracycline treatment.
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Salvage treatment with irinotecan and gemcitabine in breast
cancer patients pfetreated ‘with taxanes and’ anthraCycllnes
a mutticenter phase It study

S. Agelaki, A. Alexopoulos, C. Kouroussis, G. Ardavanis, N. Malamos,
S. Kakolyris, K. Kalbakis, N. Androulakis, A. Pallis, V. Georgoulias. The
Greek Cooperative Group for Breast Cancer

Purpose: A multicenter phase |l study was conducted. ta: egaluate the
efficacy and toxicity of the irinotecan (i) - gemcitabine (G) ¢ombination in
women with disease progression after initial chemotherapy for, metastatic
breast cancer.

Patlents and Methods: Thirty-six breast cancer patiants prétreated with
regimens including taxanes and anthracyclines received G 1200 mg/m2 .on
day 1 and day 8 and.| 300 mg/m2 on day 8; every 3 wesks. ‘The. median
age was 58 years and the performance stafus (WHO) was 0-1 m 26 (72%)
patients and 2 in10 (28%). Nineteen patients had received' one, 'and 17 two
or.more prior chemotherapy regimens.

Results:. Afl patients were evaluable for toxicity ‘and 28 for response.
One-hundred forty treatment cycles were administered with:a median of
3.5 cycles/patient. Complete remission was recorded in ong (4%} patient
and partial response in 5 (18%) for an overall respanse rate of 22% (35%
Cl: 6.23% - 36.63%). Nine (32%) patients had stable disease and 13
(46%) progressed. Responses were:observed at all metastatic sites with
a median duration of response of 5.5 months ‘(range, 250 6.5), and a
median time to progression ot 7.5 months (rangs, 4.5 1o 15.5) The median
survival was 9 months (range, 1 to 13) and the one-year'survival rate
37%. Grade 3 neutropenia occumred in 7 (18%) and grade 40 6 (17%)
patients. Neutropenia was associated with feverin 3'(9%) patients without
toxic. deaths. Grade 3 thrombocytapenia developediin 4 (11%) patients and
grade 4int (3%). Non-hematologic toxicity was mild with grade 2-3diarrhea
réported in 6 (17%) patients and grade 2-3 asthenia in 13 (35%).



