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Introduction & Objectives: Neoadjuvant prostate cancer trials investigating the
efficacy of hormonal therapy followed by surgery in patients with localized high risk
prostate cancer (PCa) demonstrated clinical downstaging without improvement
of PFS. The aim of the present phase Il single center study was to assess the
feasibility and efficacy of chemohormonal combination therapy with docetaxel and
complete androgen deprivation followed by radical prostatectomy (RP).

Material & Methods: Patients with high risk of progression despite RP defined by a
score of 2 120 points as indexed by PSA-level, clinical stage and Gleason Score (GI-
S) in the preoperative Kattan nomogram received a neoadjuvant chemohormonal
therapy consisting of complete androgen deprivation with bicalutamid 50mg/d p.o.
and buserelin 9,45mg s.c. combined with 3 doses of docetaxel (75mg/m?; q21).
Efficacy assessments included PSA response, pathological results and evaluation
of toxicity. When available endorectal coil MRI was performed for clinical response
evaluation.

Results: Twenty-nine patients were available with a median age of 69 yrs [53-77],
an iPSA of 23.4 ng/ml [1.05-260] and GI-S of 7 [6-9]. Median PSA reduction of 97%
[83-99.9] was observed by neoadjuvant therapy. In 96% after radical prostatectomy
PSA was below 0.1 ng/ml (n=26; n=2 lost to follow up). Pre- and post treatment
MRI (n=21) showed a clinical stage of = cT2 NOMO (cT2, n=2; ¢T3, n=19). Clinical
stage shift from ¢T3 to ¢T2 was observed in 9.5% (n=2). Median reduction of
tumour volume and prostate size was 46% [n=20; 5.6-83] and 37% [n=21; 17-
57] respectively. In all cases with measurable extraprostatic tumour extension a
size response was observed [n=9; median 53%; range 3.6-100]. Dose reduction
of docetaxel due to toxicities was necessary in 6.9% (n=2) and 10.3% (n=3) were
disclosed (1 withdrawal of consent, 2 unrelated SAE). Febrile neutropenia was
observed in 20.7% (n=6) while other toxicities like alopecia and fatigue were mild.
Twenty-six patients completed chemotherapy and radical prostatectomy without
presenting pathologic complete response. Postoperative pathology revealed
lymph node involvement in 10 and seminal vesicle involvement in 16 cases. While
n=17 (58%) had extraprostatic tumour extension positive surgical margins were
identified in 34 %(n=10). In an interim analysis after a median follow up of 12
months [1-54] the median PFS was 12 months [1-38].

Conclusions: Neoadjuvant chemochormonal treatment with docetaxel and
androgen deprivation is feasible and generally well tolerated despite a high rate
of febrile neutropenia. Clinical downstaging was observed with reduction of PSA,
tumour volume and extracapsular tumour extension. To finally ascertain the
beneficial value of the necadjuvant chemohormonal therapy and its impact on PFS
a longer follow up will be performed.
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