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AC toxicity profile is well known, results are presented for the AT arm only.
Pts characteristics (n = 180): median age: 47 (24-66); premenopausal:
66%, lobular. 13%; SBR I1l: 36%; T3: 38%; N1: 56%. Transient hematologic
toxicity was observed without any toxic death: 56% of pts (32% of cycles) had
grade 3—4 leucopenia, 3% of cycles had short-duration febrile neutropenia,
grade 3 vomiting occurred in 3% of pts only. No clinical cardiotoxicity was
observed. Efficacy: pts achieved 16% of pCR. Eighteen pts (10%) were
devoid of any tumor cells in both breast and lymph nodes, 11 pts (6%) had
only in situ carcinoma in the breast; for T2 pts, pCR rate was 20%. Clinical
response was 83% and breast-conserving surgery was performed in 56%
pts with AT vs 45% with AC.

Congclusion: Doxorubicin-TAXOL® appears to be highly effective and
well tolerated in the neoadjuvant setting. Therefore AT will be the standard
arm in our future trial.
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Introduction: Primary chemotherapy is increasingly being used in the
treatment of patients with breast cancer. The most efficacious drug regimens
employed have utilised anthracyclines alone or in combinations. However,
many breast cancer patients fail to respond to such therapies.

Aim: The aims of this study therefore were (1) to determine the effi-
cacy of primary docetaxel in patients that initially fail to respond to such
combination chemotherapy, and (2) to compare the efficacy of docetaxel
with conventional anthracycline combination regimens in patients that are
initially responsive to such therapy.

Methods: Patients with large (>3 cm) or locally advanced (T3, T4, Tx, N2)
breast cancers received 4 pulses of combination CVAP (cyclophosphamide
1000 mg/m2, doxorubicin 50 mg/m2, vincristine 1.5 mg/m?, prednisolone
40 mg for 5 days) primary chemotherapy. After 4 cycles (3 weekly) clinical
tumour response was assessed (UICC criteria). Those with a partial (PR) or
complete response (CR) were randomised to receive either 4 further pulses
of CVAP or 4 pulses of docstaxel (100 mg/m?). All patients in whom stasis or
progression of disease had occurred received 4 further pulses of docetaxel
{100 mg/m?). Following completion of the chemotherapy regimen, tumour
response was assessed (as above) and appropriate surgery performed.
Pathological response was assessed in excised specimens.

Results: To date, 130 patients have completed 8 cycles of primary
chemotherapy. 83 women were suitable for randomisation (PR or CR)
and 47 women were unsuitable. In randomised patients, after completion of
chemotherapy, the clinical PR/CR rate was 66% in the CVAP group and 95%
(p = 0.001) in the docetaxel group. Non-randomised patients had a clinical
PR/CR of 37%. Pathological response (CR/PR) in randomised patients
was 56% with CVAP and 80% with CVAP and docetaxel (p = 0.019);
in non-randomised responders it was 43%. Patients receiving docetaxel
experienced more onycholysis (p = 0.003) and less nausea (p = 0.009).
Standardised measures of quality of life revealed no difference between the
two regimens.

Conclusion: Primary docetaxel therapy resulted in a statistically signifi-
cant improvement in clinical and pathological response. This was not at the
expense of quality of life.

902 ORAL

Randomised controlled trial of high dose chemotherapy
(HD-CNVp) versus standard dose (CAF) chemotherapy for
high risk, surgically treated, primary breast cancer

W.R. Bezwoda. University of Witwatersrand, Johannesburg, South Africa

Purpose: To investigate the efficacy of high dose as compared to standard
dose adjuvant chemotherapy for patients with surgically treated high risk
breast cancer.

Method: 154 patients were entered into a randomised controlled clinical
trial comparing 2 cycles of HDC-CNVp (cyclophosphamide 4.4 g/m?, mitox-
antrone 45 mg/m?, VP16 1.5 g/m?) together with peripheral blood stem cell
rescue (PBCSR) to standard CAF chemotherapy for patients with surgically
treated high risk breast cancer {T1-3a, >10* Nodes or T > § cms plus 7-9
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nodes plus one additional poor risk factor (ER negative and or family history
of breast cancer)).

Results: The study population was balanced for pre-treatment prognostic
variables. At a median duration of follow up of 278 weeks 19/75 patients
receiving HD-CNVp relapsed as compared to 52/70 receiving CAF (p <
0.001). Relapse free-survival (400* weeks vs 190 weeks) overall survival
(400* weeks vs 320 weeks) were significantly better for HD-CNVp.

Conclusion: High dose chemotherapy is an effective treatment for high
risk primary breast cancer.

Cervical, ovarian and gestational
trophoblastic disease
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Cervix cancer (CxCa) and pregnancy (pregn)

A. Gerbaulet, N. Germann, C. Haie-Meder, D. Castaigne, P. Morice,
C. Lhommé, P. Pautier, P. Duvillard. IGR, 94805 Villejuif, France

Purpose: How can the therapeutical approach be organized? Is the prog-
nosis different? What are the possibilities for pregn?

Population: 1985-1997: 487 patients (pts) with Cx Ca operated at IGR,
among them, 19 (4%) were pregnant. Stages IB: 14, II: 5. Squamous cell
ca 18/19. Period of diagnosis according to the pregn: 1rst trimester (T1): 11
pts, T2: 5 pts, T3: 2 pts, post partum: 1. Mean delay for treating: 4 months
in 5 pts. Ca treatment radiosurgical procedure: surgery: hysterectomy +
lymphadenectomy (19 pts), ovarian transposition (13 pts). N*: 9 pts. EBI: 10
pts. Brachytherapy: 19 pts. Pregn management: cesarian 7, hysterectomy
4, abortion 5, delivery 3, giving birth to 7 children.

Results: 1) Survival rate according to * Stage: IB: 93%, II: 60%, * Nodes:
N~: 100%, N*: 67%, * Treatment delay: without delay: 82%, with delay:
88%. 2) Complication: Gr 1: 2, Gr 2: 5.

Conclusion: Same treatment were applied in these pregnant pts as in
other pts, with same stages. No difference in survival, in complication rate;
no influence for cases with delayed treatment. For the pregn aspect: 7
children are alive.
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bone marrow micrometastases in stage I-ll cervical cancer
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Purpose: In spite of the lack of lymph node metastasis, some stage I-l|
cervical cancer patients succumb to distant metastases (e.g. in liver and
lung), suggesting the existence of early hematogenous tumor cell spread.
immunocytochemical screening of BM aspirates, an easily accessible site of
potential metastasis, might elucidate the presence of such minimal residual
disease.

Methods: We analysed bone marrow aspirates from 93 newly diagnosed
cervical cancer patients with stage |-l disease. We applied the monoclonal
antibody A45-B/B3 directed against CK to detect tumor cells, and evaluated
2 x 10° BM cells per patient. At the time of this analysis, complete foliow-up
was available on 61 cancer patients. The median follow-up time was 20
months (range, 6-52).

Resuits: CK* tumor cells were detected in 28 (30%) of 93 cervical cancer
patients. This finding was not correlated to established risk parameters,
neither to lymph node metastasis, histological type, tumor lymphangiosis
carcinomatosa nor to tumor differentiation grade. Surprisingly, at the time of
follow-up, the OS rate in 21 CK* patients was 48% (5 events) compared to
89% in 40 negative patients (3 events) with a tendency towards significance
(P = 0.075; log-rank test). DFS and DDFS were not significantly different in
CK* and CK~ patients (P = 0.19 and P = 0.22, respectively).

Conclusions: Our study clearly shows that hematogenous dissemination
of tumor cells occurs early during tumor development of cervical cancer.
This tumor cell spread can be detected in bone marrow, though bone is
not a preferred site of distant metastasis. Nevertheless, bone marrow may
indicate the presence of relevant and viable residual tumor cells that might
have clinical value if the observed trend for reduced survival of CK* patients
can be confirmed.



