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INTRODUCTION

« ENZALUTAMIDE: non-steroidal competitive inhibitor of
androgen receptor (AR) that acts on various steps inhibiting the
binding of androgens to their receptor, the AR nuclear
translocation and its interaction with DNA

* Prolongation of median OS of patients with mCRPC both pre
that in post-chemotherapy setting

g‘ UNIVERSITA
£ 2 | DEGLI STUDI

S\ ;'T‘;
2\ | FIRENZE
FUsans

laura.trombetta@unifi.it



; Univeridts dogls,Sldli ot Fironae

’

BACKGROUND

Enzalutamide in Men with Chemotherapy-naive Metastatic
Castration-resistant Prostate Cancer: Extended Analysis of the
Phase 3 PREVAIL Study

Tomasz M. Beer “-*, Andrew J. Armstrong”, Dana Rathkopf*, Yohann Loriot“, Cora V. Sternberg©,
Celestia S. Higano’, Peter Iversen®, Christopher P. Evans”, Choung-Soo Kim', Co Kimura’,
Kurt Miller”, Fred Saad', Anders S. Bjartell™, Michael Borre”, Peter Mulders °,

Teuvo L. Tammela”, Teresa Parli“, Suha Sari?, Steve van Os ', Ad Theeuwes ", Bertrand Tombal”*

*Knight Cancer Institute, Oregon Health & Science University. Porlhui OR."USA; ® Duke Cancer Institute, Durham, NC. USA: < Memorial Sloan Kettering
Cancer Center. New York. NY. USA: ¢ Institut Gustave-Roussy. Villejuif, France: © San Camillo and Forlanini Hospitals. Rome. Italy; * University of Washington,
Seattle Cancer Care Alliance, Seattle. WA, USA; *Rigshospitalet., Copenhagen. Denmark: ® UC Davis Cancer Center, Sacramento, CA, USA: 'Asan Medical
Center., Seoul. Korea: *Nippon Medical School. Tokyo. Japan: * Charité Universitatsmedizin, Berlin, Germany: ' University of Montreal Hospital Center,
Montreal. QC. Canada; ™ Skdne University Hospital. Malmé, Sweden; * Aarhus University Hospital. Aarhus, Denmark: © Radboud University Medical Center.
Nijmegen, Netherlands; ® Tampere University Hospital and University of Tampere, Tampere, Finland: ® Medivation, San Francisco, CA. USA; " Astellas Pharma
Europe, Leiden, The Netherlands; * Cliniques Universitaires  Saint-Luc, BWMum

The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 27, 2012 VOL. 367 NO. 13

Increased Survival with Enzalutamide in Prostate Cancer
after Chemotherapy

Howard |. Scher, M.D., Karim Fizazi, M.D., Ph.D., Fred Saad, M.D., Mary-Ellen Taplin, M.D., Cora N. Sternberg, M.D.,
Kurt Miller, M.D., Ronald de Wit, M.D., Peter Mulders, M.D., Ph.D., Kim N. Chi, M.D., Neal D. Shore, M.D.,
Andrew ). Armstrong, M.D., Thomas W. Flaig, M.D., Aude Fléchon, M.D., Ph.D., Paul Mainwaring, M.D., ’ UNIVERSITA
L Mark Fleming, M.D., John D. Hainsworth, M.D., Mohammad Hirmand, M.D., Bryan Selby, M.S., Lynn Seely, M.D., \ DEGLI STUDI
laura.trombetta@unifi.it and Johann S. de Bono, M.B., Ch.B., Ph.D_, for the AFFIRM Investigators™* Al FIRENZE




(1) Uit diytt St Fose

MATERIAL AND METHODS @)

20 pts (May 2013- April 2016) With MCRPC advanced after TXT

—— Enza 160mg die

* TAD with LHRH analogous (Agonists: 18pts — Antagonists: 2 pts)
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MATERTIAL AND METHODS (2)

PTS CHARACTERISTICS s

AGE (ys)

TUMOR STAGE, n (%)

CARDIOVASCULAR COMORBIDITIES, n (%)

Pre-ENZA PSA

Pre-CHT, n (%)

CONCOMITANT BISPHOSPHONATES, n (%)

64 | 73
(Range:53-78) I (Range:56-85 )
1I: 5 (25%)
[11: 15 (75%)
Yes: 12 (60%)
No: 8 (40%)

141.06 ng/ml (Range: 2.08-1093 ng/
ml)
TXT: 20 (100%)

Cabazitaxel: 2 (10%)
Abiraterone: 9 (45%)

Yes: 8 (40%)
No: 12 (60%)
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AIM of the STUDY

Outcomes and toxicity of patients with mCRPC treated with
Enzalutamide

* Primary Endpoints : 1. Time to Radiological Progression(TTRP)
2. Time to Biochemical Progression(TTBP)
3. Time to first Skeletal Related Events (TTSRE)
4. Overall Survival (OS)

* Secondary Endpoints : 1. Adverse Events (AE)
2. PSA response
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RESULTS

* Median Follow up : 6.8 months (range 0.9-36.3)
v’ Enzalutamide: 6.5 median cycles (range: 2-13)

v 8 died pts
v’ 16 biochemical and radielogical PD

TTRP 13 55%
TTBP 3 45%
TTSRE 3 50%

OS 11 60%
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RESULTS (2

e 17 pts (85%): {, PSA
e 5/17 pts: I PSA >50%

_

v Baseline PSA
v {PSA>50% ~— no association with TTRP and TTBP
v Hb>10 g/dL
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RESULTS (3)

* Radiological Progression*: 10 pts (50%)

» Skeletal events: 10 pts (50%)
 Palliative RT for skeletal events: 5/10 pts (Range: 15-30Gy)

*Response Evaluation Criteria In Solid Tumors (RECIST Criteria)
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RESULTS (4
- Toxicity | n°

Astenia 12

Anemia \ 8 > > No Tox

Cephalgy ) G3 and/o G4
PLT reduction 1 (G2)

IMA 1
> > Interruption
TIA 1
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CONCLUSIONS

V4

ENZALUTAMIDE: VALID OPTION in the treatment of
MCRPC with a GOOD TOLERANCE PROFILE
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