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Phase II dose-finding trial of CAELYX'· (Stealth~ Iiposomal
doxorublcln HCL) In the treatment of advanced breast cancer

M. Ranson' , K. O'Byrne2 , J. Carmichael3 , D. Smith4 , S. StewartS,
A. Howell'. 'Christie Hospital, Manchester; 2Churchill Hospital, Oxford;
3Nottingham City Hospital; 4Clatterbridge Hospital, The Wlrral;
5 Hammersmith Hospital London, UK

Recent advances In the design of Iiposomes as cytotoxic drug carriers have
resulted in a new formulation of doxorubicln with improved pharmacokinetic
and tumour localisation properties. This new generation of IIposomes,
referred to as Stealthd' is characterised by a long circulation time with stable
retention of drug, reduced hepatosplenic uptake, and enhanced lumour
localisation In animal model systems. Between Sept. 94 and March 96,
71 patients with 1I1b/IV breast cancer, most with mUltiple metastatic sites,
KP 2: 60 and who had either received no prior chemotherapy, or pnor
CMF were entered into a multicentre phase II trial. The trial design was
to administer CAELYX as a 1 hour infusion at 60 mg/m2 every 21 days.
The protocol dose was reduced after the initial 13 patients to 45 mg/m2

every 21 days and later to 45 mg/m2 every 28 days to define better the

Palliative management of breast carcinoma skin metastases
using 6% miltefoslne solution applied topically: Results of a
compassionate use programme

P.O. Cheverton', R.F. Leonard'!, G. Deal'. 'ASTA Medica Ltd, Cambridge;
2Westem General Hospital. Edinburgh, UK

Miltefosine is an alkylphosphocholine derivative which has been shown
to have activity against breast carcinoma. Applied topically, it has shown
efficacy against cutaneous metastases of several tumour types. Due to the
distressing nature of Visible metastatic disease and difficulty of controlling
skin nodules and lymphangitis in advanced breast carcinoma, a compas•
sionate use programme was instituted to run parallel to the regulatory
programme In the UK to assess efficacy and safety.

Over a 30 month period, 73 patients received miltefosine in this study. 60
are evaluable with treatment periods ranging from 4 to 68 weeks. 22 received
> 12 weeks. The solution was applied b.d. and response was considered to
range from static disease to CR. A RR of 53.3% was obtained. In a subset
treated In Edinburgh, the RR was 75%. Mean duration of response was 5
months [range 1 to 14] with mean duration of therapy 6.5 months. Adverse
events occurred in 15 pts and were mainly skin related [dryness, atrophy,
itch). 2 pts were withdrawn due to intolerable pain on application.

Most patients fell that they had contributed to their treatment. Mlltefosine
has thus a significant effect in the palliative management of cutaneous
breast cancer metastases and should be a useful tool in their management.
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A phase III trial comparing vorozole (RIVIZOR'·) versus
aminoglutethimlde In the treatment of advanced
postmenopausal breast cancer

N.-O. Bengtsson, C. Focan, A. GUdgeon, H.J. IIliger, D. Khayat, R. Murray,
J W.R. Nortier, J. Waxman, C. Zielinski. For the Vorozole Study Group;
StlJdt. Kiln/ken Oldenburg, Germany

Purpose: To evaluate clinical efficacy of vorozole, a third-generation aro•
matase Inhibitor, with reference to aminoglutethimide (AG) in the treatment
of advanced postmenopausal breast cancer.

Methods: In an open, multlcentre, phase III trial design advanced post•
menopausal breast cancer patients, progressing under tamoxlfen, were
centrally randomized to receive vorozole (2.5 mg o.d.) or AG (250 mg bj.d.)
plus hydrocortisone (30 mg o.d.). In the initial study analysis response rate
was selected as a pnmary objective and was evaluated in accordance with
EORTC Breast Cancer Cooperative Group criteria for measurable disease
and WHO cnteria for evaluable disease.

Results: The response rates in the intent-to-treat analysis were 23% on
vorozole treatment and 18% on amlnoglutethimide treatment (p = 0.070).
47% of patients on vorozole versus 37% of patients on aminoglutethimide
were demonstrated to have clinical benefit (CR+PR+NC 2: 6 months) from
treatment (p = 0.017).

Conclusion: At imtial analysis vorozole tended to yield a higher response
rate and showed significantly higher clinical benefit when compared to AG.
At ECCO a final study analySIS Including data on time to disease progression
will be presented.

optimum balance between efficacy and tOXicity because of lhe occurrence
of plantar erythrodysthesia in some patients. 64 patients completed at least
2 cycles of treatment and were available for response assessments. 4 CRs
and 16 PRs overall response rate = 31% were seen, 20 patients had stable
disease and 24 patients had progressive disease. Of the 22 assessable
patients who had received prior chemotherapy, 7 (32%) had an objective
response to CAELYX. The response duration was 9 months. In contrast to
conventIonal doxorubicin, nausea, vomiting and alopecia was notably mild
or absent. Myelosuppression was mild With 90% of cycles resulting in only
grade 2 or less neutropenia. Palmar plantar erythrodysthesla appeared to
be the dose limiting toxicity.

POSTER

POSTER

660

Recurrent breast cancer: Thermo-radiotherapy once versus
twice weekly hyperthermia - A prospective randomized
study

G. Klautke', H. Seegenschmledt'·3.4, P. Martus2 , L.W. BradyS, R. Sauer1 .

1Departm. of Radiation Oncology; 21nstitute of Medical Statistics &
Documentation, University Erlangen-Niirnberg; 3Alfried-Krupp
Krankenhaus, Essen, Germany; 4Department of Radiation Oncology.
Hahnemann University. Philadelphia, USA

Purpose: A prospective randomized study was performed to compare
hyperthermia (HT) once vs. twice weekly applied together with fractionated
radiotherapy (RT).

Methods: External beam RT and HT was applied to 127 females with
191 histopathologically confirmed recurrent breast lesions. 41% had no
metastases (MO), 38% a single or few bony mets (M1) and 24% multiple
bony or visceral mets (M2). Mean leSion volume was 180 cm3 and mean
depth 15 mm. Conventional fractionated RT (mean dose: 42 Gy) was
combined with randomized HT: once (A: n =65 pts; 98 lesions) or twice
per week (6: n =62 pts; 93 lesions) for a total of 4 or 8 HT sessions
per HT course. The patient and lesion parameters were equally distributed
in both groups. Mulliple invasive thermometers were used to assess the
thermometry profile.

Results: Mean FU was 24 (3-90) months. Treatment toxicity was limited:
29% dlscomforUpain 10 /2 0

, 20% acute skin/subcutaneous reactions and 6%
catheter complications. Tumor response at 3 months FU was 55% CR and
a112 months 49% local tumor control (LC), 40% were deceased. At last FU,
30 (24%) patients were alive. 31% loco-regional relapses occurred: 22%
outside, 6% at the edge and 3% within lhe treated HT·field. In univariate
analySIS no difference was found between the two treatment schedules
with regard to all endpoints. In conlrast, relapse Interval, melastatlc status,
tumor volume, total RT dose and thermal parameters predicted CR and LC
(p < 0.05). In multivariate analysis, metaslatlc status and minimum tumor
temperature were independent prognostic factors (p < 0.05).

Conclusions: The two different HT fractionation schemes revealed no
difference in the initial and long-term local tumor response and the observed
treatment tOXICity.
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Monitoring treatment of bone metastases

E. Curley', L. Demers', L. Costa2, V. Chlnchilli', J. Seaman2,
D. Reltsma2 , R. Knight2 , A. Lipton1• 'Hershey Med. Center, Hershey. PA;
2Novartis Summit, NJ, USA

Purpose: Pyridinoline, deoxypyridinoline, and the N-telopeptide (NTX) are
markers of bone resorption. In cancer patients with bone metastases NTX
is more often elevated than either PYD or DPD. Bisphosphonates are
Inhibitors of osteoclasts and decrease crosslink values. This study's purpose
was to correlate urinary NTX levels with clinical events in patients receiving
Pamidronate therapy.

Methods: 27 patients with lytic bone disease (25 breast cancer; 2
myeloma) were treated with Pamidronate 90 mg I.V. every month in addition
to slandard endocrine or chemotherapy. A 24-hour urine was collected at
baseline, 1, 3, and 6 months. NTX values were determined by ELISA (Ostex
Intemational, Inc.)

Results: Of the 27 patients, 24 experienced a decrease in NTX (mean
decrease of 44%, SO =56%). Of these 27 subjects, 21 had initial values of
NTX in the abnormal range (>65 BCE). Twelve of the 21 patients finished
the study wilh normal NTX values. Therefore, two sUbgroups of patients
were constructed: (I) the 12 patients whose NTX went from abnormal to
normal and (II) the 9 patients whose NTX stayed abnormal. The observed
proportions of patients with fractures, 5/12 (42%) vs. 8/9 (89%), were close
to statistical Significance (p =0.07, Fisher's exact test). The observed
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proportions 01 patients With disease progression in bone. 3112 (25%) vs. 7/9
(78%) were statistically signilicant (p =0.03. Fisher's exact test).

Conclusion: Measurement of NTX can be used to monitor the results 01
bisphosphonate therapy 01 bone metastases. The goal 01 treatment should
be to normalize excretion of NTX.

High-dose therapy with peripheral blood progenitor cell
support (PBPC) for the treatment of advanced breast cancer

N. Fersis', R. Haas2 , D. Wallwiener', S. Hohaus2 , J. Huober'.
G. Bastert'. 'FrauenkJinik; 2Medizinische Pioillclinik der Universilat
H9idelberg Vol3str.9 69115 Heidelberg. Germany

Purpose: High-dose chemotherapy (HD-Cn and PBPC has been used
wrth IncreaSing frequency In the adjuvant selling for high risk paltents with
breast cancer (stage II and III). In a phase I and II trial we have studied a
HD-CT regimen for the treatment of breast cancer in an attempt to improve
antitumor activity.

Material and Methods: Since September 1992 60 patients with advanced
breast cancer were treated with a tandem HD-CT and PBPC on these
clinical trial. Two cycles of cytotoxic chemotherapy with ifoslamide (7500
mg/m2) and eplrubicine (120 mg/m2) were administered. These drugs were
given In equally divided doses over 3 days. PBPC were harvested during
G-CSF-supported marrow recovery. We started leukaphereses as soon
as distinct population of CD 34+ cells was detectable. FollOWing tandem
HD·CT consisted 01 2 cycles with ifosfamide (12000 mg/m2), carboplatin
(900 mg/m2 ) and eplrubicine (180 mg/m2 ) given equally over 5 days.

ReSUlts: The probability 01 disease free survival alter 3 years was 790/•.
8 patients have a relapse in the first year (median 8 months) alter therapy.
4 of this patients have a Iocoregionaf relapse. 1 patient has bone and 3
visceral metastasis.

The OAS of the enrolled patlents In this study is 85% (95% confidence
interval between 41 and 100). Severe non hematological toxicities were not
observed.

Conclusion: HD-CT for the treatment 01 advanced breast cancer is
associated with prolonged event-free survival and it IS well tolerated with
low side effects and no mortality.

Dose-Intensified versus standard chemotherapy In high-risk
breast cancer patients: Preliminary data of 8 randomized
trial

C. Thomssen'. M. Untchl. E. Schill3, D. Sattler'!. G. KonecnyZ,
P. Bauemfeinct2, F. JAnicke', H. Graeff3 ' Frauenklmk der Universilllt
Hamburg-Eppendor1; 2Frauenklinik der LMU Munchen-Grol3hadem;
3Frauenklinik der TU Munchen. Germany

Purpose: Breast cancer patients with ~10 tumor inliitrated axillary lymph
nodes have high risk 01 early relapse and death. 'Because conventional
adjuvant chemotherapy is not effective 10 this subgroup, several high dose
regimens were proposed.

Methods: We treated breast cancer patients With ~10 tumor infiltrated
axillary lymph nodes or extracapSUlar nodal disease within a randomized
adjuvant protocol:

Arm A(HOI-EC): epirubicm 190 mg/m2 and cyclophosphamide 600 mg/m2

IV. q2 wks. G·CSF 5jlg/kg SC daily (day 2-12). Total 4 courses.
Arm B (EC/CMF): epirubicin 90 mg/m2 and cyclophosphamide 600 mg/m2

IV; 4 courses. q3 wks lollowed by 3 courses of CME 5001401600 IV day 1 +
8. q4wks.

Resulla: To date. 163 panents were randomiZed, 115 courses In 32
patlants 01 HDI-EC were evaluated for toxicity. Median dose-Intensity was
55 rngIm2/week (planned 60). We observed leucopenia <10"1\.. In 12% 01
the courses and one case 01 acute cardiac toxicity. In 63 patient diary cards
6 episodes of severe nausea and vomiting were reported, 25 courses were
followed by mild nausea. No signilicant deterioration 01 quality of life during
therapy (LOE. LASA) was reported. The median total time of treatment
(including radiation therapy) were 14 weeks In HDI·EC resp. 26 weeks In
EClCMF. At a median loIlow-up of 29 months (10-43 months) we had 6
recurrences in 41 evaluated patients treated by HOI-EC.

ConclusIon: We conclude that the described dose-Intense regimen Is a
well·tolerated therapy lor breast cancer patients with high risk of relapse.
Prellmenary results suggest at least equal efficacy as compared to a
standard regimen. but a substantial shorter lime oltrealmen\.
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Activity of gemcltablne In metastatic breast cancer (MBC)
patients prevlouslV treated with anthracycllne-contalnlng
regimens

M. Spielmann' . S. Kalla2 • A. Uombart-Cussac' , M. Espl!\3. M. Namer" ,
J.M. Ferrero', C. Cuvier'!. P. Fumoleau5 • A. PonziO', L. Kayltalire6 ,
P. Pouillart2 'Inst. Gustave Roussy; 2'nsr Curle, 3H. 51-Louis; 4crr
Lscassagne; sCrf. Renli Gauducheau; 6LiIy. France

Purpose: GEMZAR'" (Gemeitabine. GEM) produced an overall response
rate 01 25"10 in MBC (Carmichael. JCO 1995. 13. 2731~). We initiated a
phase II trial 01 gemeitabine. as 2nd line chemotherapy for MBC, at5 French
centres in July 1994.

Methods: Major inclUSion cntena were: ~6 months of response to 1 prior
anthracycline-based regimen forMBC, measurable leSIonS. adequate renal.
hepatic and bone marrow function. GEM 1200 mg/m2 (30 min infUsion) was
administered on days 1. 8, 15 of a 28 day cycle.

Results: 47 patients (pts) were recruited and all were evaluable lor
toxicity. 43 pts were evaluable lor response: 4 pts were ineligible (1 pt had
not progressed alter 1st line anthracycllne: 3 pts had received only 1 or
2 doses 01 GEM). Patient characteristics: median age 56 years (33-75),
median KPS 100 (7~100), prior adjuvant chemotherapy In 14 pts, and
hormonal therapy in 42 pts. Metastatic sites were mainly liver 60"10 and soft
tissues 51% (lung 34%. bone 28%. pelvis and peritoneum 4%). 4 CRs (5
solt tissues. 3 lung, 1 liver) and 8 PRs (2 lung, 4 liver. 4 soft tissues) were
conlirmed lor an overall response rate 01 28% The main and limiting tOXicity
was asthenia with 4 pts withdrawn lor grade 314. 2 pts presented with severe
cutaneous allergy requiring treatment (1 pt discontinued). Ankle oedema
was occaSionally noted, but 3 pts presented with mild to severe cutaneous
reaction associated with oedema and pam In previously irradiated lields (1
pt withdrawn). Haematologlcaltoxlcily was mild With grade 4 neutropenia 10
only 2 pts and 1 grade 3 thrombocytopenia with subcutaneous haemorrhage.
No patient had Infection related to treatmen\. No patients were hospitaliZed
due to adverse events.

Conclusion: Our study conlirms the activity and low haemalologlc toxicity
01 GEM as a smgle agent In pretreated MBC and warrants luture combination
trials With other CytotOXIC drugs.

~ POSTER
Phase II study of gemcltablne In patients with metastatic
breast cancer

M. Blacksteln I, C.L. Vogel2 , R. Amblnde,u. J Cowan
'
• P. Pearce2.

J. Iglesias'. ' MI. Sinai Hospital. Toronto, 4 Eli Lilly. Toronlo. Canada;
2M/ami General HOSpital, Miami; 3The Walt Disney Memorial Cancer
Inslitute at Florida Hospilal, Orlando, USA

Purpose: Gemeitablne (GEMZAR"') has single-agent activity In metastatic
breast cancer. In a European study, gerncitabina 800 mg/m2 weekly x 3
every 4 weeks produced a response rate 01 25% In 40 evaluable patients
(pts) with metastatic or locally advanced breast cancer.

Methods: The present study included stage IV breast cancer pts with
histologically conlirmed disseminated breast cancer who had not received
chemotherapy for metastatic disease. Pts received gemcltabine 1200 mg/m2

on days 1, 8 and 15 of a 28 day cycle. Inclusion criteria: bidimensionally
measurable disease. Kamofsky PS ~ 60, adequate bone marrow reserve.

Results: 39 pts were enrolled: 33 post-menopausal, 2 pert-menopausal
and 4 pre-menopausal pts, aged 34-84 years (median age 58 years).
21 of the 39 pts had received prior chemotherapy in an adjuvant setting.
35 of 39 patients were evaluable lor response (received ~2 cycles of
therapy). Thera were 4 complete responses and 9 partial responses for
sn overall response rate of 37.1% (95% Cl - 23-57). t 3 pts had stable
disease and 9 pts had progressive disease. Currently the time to event
data (calculated Irom first dose) are: median SUrvival 17.8 months, median
response duration > 12.7 months, median time to progressive disease> 7.4
montha. Gemcltablne was well tolerated. the mexlmum WHO toxicity grades
(G) and numbers of pts were neutropenia: G3-9 pts. thrombocytopenia:
G3-2 pts, nauseaIVomiting: G3-4 pts. dyspnoea: G4-1 pI. Other toxicities
were hyperblllrubinaemia (1 pt). elevated liver enzymes (2 ptS), cough and
pleural ellusion 2 pts. One case of grade 4 inlection was reported No pts
were hospitalized due to drug-related adverse events. and only 1 pi was
discontinued due to a drug-related toxicity (neutropenia).

Conclusion: The encouraging actlvrty and modest toxicity 01 geme·
llabine in this group 01 patients deserve further exploration In combination
chemotherapy reglmena and as monotherapy In pta not able to tolerate
more aggressive therapy.




