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Phase lll study of lipogsome-encapsulated doxorubicin ({TLC
D-99) and cyclophosphamide (CPA) vs. epirubicin (EPl} and
CPA in first-line treatmant of metastatic breast cancer (MBC)

5. Chan', N. Davidson?, E. Juozaityte®, F. Erdkamp?, L. Hooftman?®,

N. Azarnia®. The TLC D-99 study group; * Nottingham City Hospital, 2N.
Middlesex Hospilal, United Kingdom; *Kaunas Medical University,
Lithuania; *Maasiand Ziekenhuis, Netherlands, ° The Liposome Company,
London, United Kingdom

Purpose: To compare the efficacy and toxicity of TLC D-98 and EPI when
used in combination with CPA.

Methods: 160 patients with MBC and no prior anthracycline therapy
werg randomised lo receive either D-99 (75 mg/m2) or EPI {75 mg/m?), in
combination with CPA (600 mg/m?) every 3 weeks as first line treatment
for their MBC. The primary efficacy endpoints were response rates and
progression-free survival. Responses were assessed using WHO criteria.
Cardiac function was monitored by echocardiography. Patients were re-
moved from study if LVEF declined >20% from baseline to a final vaiue of
>50%, or by 210% 10 <50%.

Results: Median age was 53 years on both treatment groups. Other
prognostic factors were also balanced.

TLC D-99 (n = 80) Epirubicin (n =80)  p-value
Response rate {CR + PR) 46% 9% NS
Progression-free survival 7.7 mon. 6.0 mon. 0.04
Grade 3 Stomatitis/Mucositis 7% 0% 0.03
Protogol-efined LVEF changes 11% 3% NS

No dermatitis was reported with this liposome encapsulated doxombicin.

Conclusion: In this randomised prospective study the comparator TLC
D-39 was superior to EPI in terms of time to disease progression when
combined with CPA, but EPl may have less acute toxicity in terms of
stomatitis/mucositis.

1264 POSTER DISCUSSION

Promising activity with eniluracil (776C85) and oral
5-fluorouracil in patients with anthracycline-refractory of
anthracycline- and taxane-refractory advanced breast
cancer: A phase Il study

T. Skovsgaard Jensen', N. Davidson®, M.J. Piccart®, D.J. Richel*,

D.T. Harris®, C. Barton®. "Herlev Amissygehus, Denmark: *North
Middlessex Hospitai, United Kingdom; % Institut Jules Bordet, Belgium;
“Medisch Spectrum Twente, Netherlands; *Sponsored by Glaxo Weilcome
Research and Development, United Kingdom

Introduction: Eniluracil (776C85) is a potent inactivator of dihydropyrim-
idine dehydrogenase, the most important enzyme in 5-FU catabolism.
Coadministration of eniluracil atlows low dose 5-FU 1o ba given orally with
plasma |levels comparabls to those raported in the literature with continuous
infusional 5-FL.

Method: Patienis with refractory advanced breast cancer (ABC), were
enrolled into a multicantre, phase | study of eniluracil/5-FU. Patients were
stratified as anthracycline-refractory (AR) and anthracycline-and taxane-
refractory (ATR) which were strictly defined. Patients had to have measur-
able disease, a Karnofsky Perfarmance Status (KPS} = 70, an estimated
creatinine clearance >50 mL/min and no more than 2 prior chemotherapies.
Oral 5-FU 1 mg/m? and eniluracil 10 mg/m? together, were given twice daily
for 28 days of sach 35-day course

Results: 106 patients entared the study, 61 with AR and 45 with ATR
ABC. Median age was 54 years (range 31-77). Currently B5 patients are
evaluable for response. The response rate in AR and ATR patients was
11/48 (22%) and B/36 (22%), respactively. Treatmant was well-tolarated with
a low incidence of treatment-related grade 3/4 toxicities: thrombocytopenia
(8%), granulocytopenia (8%), nausea (2%) and fatigue/asthenia (2%).

Conclusion: Qral 5-FU plus eniluracil is an active, wall-tolerated, conve-
nient outpatient therapy in refractory-advanced breast cancer.
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Quality of life audit of 161 anthracycline pretreated
metastatic breast cancer patients treated with docetaxel

C.J. Twelves', D.W. Miles?, 8.P.H. Eggleton?, A. Burrell®, A, Hall*.

Beatsen Oncology Centre, CRC Deopartment of Medical Oncology,
Glasgow; ? Guys Hospital, Department of Medical Oncology, London;
3Rhone-Poulenc; * St Bartholomew's Hospital, Centre for Medical and
Dental Education, London, United Kingdom

Introduction: 55 oncologists in 39 UK centres are paricipating in a British
national breast cancer Quality of Life (Qol) audit programme. EORTC
QLO-C30 data, together with clinical response data and Karnofsky perfor-
mance status (KPS) have been collected before, during and after docetaxel
(D} treatment of patients (pts) with metastatic breast cancer (MBC) who
have failed anthracycline treatment. The aim is to monitor QoL prospec-
tively, using a recognised instrument, together with KPS and response data,
in an unselected population of pts with MBC treated with D.

Procedures: At baseline, after each alternate cycle of D and at the
end of chemotherapy, pts completed a QLQ-C30 questionnaire which was
analysed together with umour response data and changes in KPS,

Data: 161 (160 F, 1 M) evaluable pts provided data before, during and
after chemotherapy. The median number of cycles administered was 5
(range (1] 2-9) and pts completed a median of 3 (1 2-5) assessments, Mean
age was 49.1 years (r 27-76) and mean KPS at entry was 79.9 (r 40-100)
and at end of chemotherapy 78.5 (r 35-100). Intent-lo-treat response rates
were 6 (4%) complete responses, 51 (32%) partial responses and 45
(28%) disease stabilisation. A further 34 (21%) pts were not assessabie
for response. Comparing total cohort changes (n = 161) in QoL domains
between baseline and end of chemotherapy, there were significant beneficial
changes in the censtructs for pain (mean change [m] = 10.1, p = 0.0001},
emotional function {m = 6.1, p = 0.001), constipation {m = B.8, p = 0.002)
and insomnia (m = 6.3, p = 0.04), while there were detrimental changes in
the constructs for diarrhea (m = 7.7, p = 0.002) and fatigue (m = 5.5, p =
0.02.} Notably, in the 59 pts not clinically responding to chemotherapy, there
were beneficial changes in the domains of constipation. pain and emotional
function, thocugh nausea/vomniting and diarrhea were worse.

Conclusion: This instrument has the sensitivity, in a real-life setting, to
detect both positive and negative changes in individual QoL parameters.
There was no evidence that overall QoL is impaired during treatment of
MBC with docetaxsl.
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Qutpatient sequential alkylating regimen with stem cell
support for patients with breast cancer

D. Genrg, S. Qziel-Taieb, 3. Derméche, G. Gravis, D. Cowen, J. Camerlo,
C. Chabannon, P. Viens, D. Maraninchi. Institut Paoli-Caimettes, 232,
Boulevard Ste Marguerite, 13273 Marseille Cedex 8, France

Purposa: The objactive of this study was to avaluate the feasibility to
administer as culpatient a sequential high dose alkylating regimen with
hamatopoiatic growth factar (HGF) and stem call support to patients with
an advanced breast cancer who had received at ieast one chemotherapy
regimen.

Methods: Prior to the entry in the study, peripheral blood stem cells
(PBSC) were collected after high dose of chemotherapy and HGF. Two
consacutive cycles of chemotherapy were planned: Thiotepa (T) then 15
days after BICNU. Three consecutive dose levels had to be studied: 400
mg/m?, 500 mg/m? and 600 mg/m?. The administration of HGF and reinfu-
sion of PBSC followed both cycles, Toxicity and response were evaluated
according the WHQO recommendations.

Results: From 04/96 to 08/98, 30 females entered in this study: 8 in the
18t dose level, 12 in the 2™ and 10 in the 3™ doss leval. In all casas, B
was administered after T in a median delay of 25 days [20-45] because of
grade 3 and/or 4 hematological toxicity. 4 pts did not receive B because of
pravious lung radiatharapy, persistent tricytopenia, and insufficient PBSC
collection. There was no statisticaily differance in terms of hematolagical
and non-hematological > 2 toxicity between the three steps. 19 pts had
measurable lesions and were considered for the response. The objective
response rate was 48% {11% CR, 37% PR).

Conclusion: In the absence of difference in the toxicity between the
three doses and with this encouraging response rate, we choose the last
dose level, i.e. T and B at a dose of 800 mg/m? 10 conduct a phase 1 study
in metastatic breast cancer.



