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Question #1: Which patients are candidates for treatment with
sipuleucel-T?

Answer: The efficacy of sipuleucel-T in improving overall survival (OS) but not time to disease
progression in men with metastatic castration-resistant prostate cancer (nCRPC) was first
demonstrated in 2 small phase 3 trials."* To confirm these findings, the phase 3 Immunotherapy
for Prostate Adenocarcinoma Treatment (IMPACT) trial randomized 512 patients in a 2:1 ratio to
sipuleucel-T or placebo administered every 2 weeks for a total of 3 infusions.? Initially, only men
with Gleason score <7 and no symptoms were enrolled, but these criteria were amended following
further analysis of the earlier studies to include men with any Gleason score and whose disease was
minimally symptomatic. Patients could have undergone no more than 2 chemotherapy regimens.

After a median follow-up of 34.1 months in the IMPACT trial, death occurred in 61.6% of the
patients in the sipuleucel-T group and 70.8% in the placebo group (hazard ratio [HR] 0.78;
P=0.03).° The median survival was 25.8 months vs 21.7 months and time to objective disease
progression was 14.6 weeks vs 14.4 weeks, respectively. Reduction of the prostate specific antigen
(PSA) level 250% occurred in 2.6% and 1.3% of sipuleucel-T and placebo patients, respectively.
The most common adverse events (sipuleucel-T vs placebo) were: chills (54.1% vs 12.5%), fatigue
(39.1% vs 38.1%), fever (29.3% vs 13.7%), nausea (28.1% vs 20.8%), and headache (16.0% vs
4.8%). A grade =3 adverse event occurred in 6.8% and 1.8% of sipuleucel-T and placebo patients,
respectively, of which chills and fatigue were the most common.

Subsequent analysis of the IMPACT results showed that the PSA level was the strongest baseline
prognostic factor for OS.* The OS benefit with sipuleucel-T was greater for patients in the lowest
baseline PSA quartile (<22.1 ng/mL) (HR 0.51; 95% confidence interval [CI] 0.31-0.85) compared
with the highest PSA quartile (>134 ng/mL) (HR 0.84, 95% CI 0.55-1.29). This result may be due
to lower tumor burden in the lowest PSA quartile. It is also noted that the greatest difference in OS
was seen at 3 years following treatment, even though only about a third of the study population
experienced a survival of this length. Although not prospectively validated, these data suggest that
sipuleucel-T should be used selectively for asymptomatic patients with more indolent, lower volume
mCRPC as opposed to patients with rapid progression or extensive disease.

Survival Benefit of Sipuleucel-T Is
Greater When PSA |Is Lower

Sipuleucel-T Survival Benefit

IMPACT: OS by Baseline PSA

* Sipuleucel-T was
approved based on HR
of 0.775
(~4-month OS benefit)

3

Baseline PSA (ng/mL) (N=128 for all categories)

Median OS, mo

z
i
* Survival curves 2 <22.1 >22.1-50.1 >134.1
separated after 6 E
months g Sipuleucel-T 413 27.1 204 18.4
* Significant PSA decline e
rate ~3% Control 283 20.1 15.0 156
* Noimprovement in -
time to progression Difference 13.0 71 54 2.8
* Very few side effects Months since Randomization
No. at Risk HR (95% Cl) 0.51 0.74 0.81 0.84
R T SN B (0.31-0.85) | (0.47-1.17) (0.52-1.24) (0.55-1.29)

Question #1: Which patients are candidates for treatment with sipuleucel-T?
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Question #2: If a patient progresses on either abiraterone or
enzalutamide, should he be switched to the other or move on to
a therapeutic agent with a very different mechanism of action?

Answer: Algorithms such as the one developed by the National Comprehensive Cancer Center>
provide guidance regarding systemic therapy for metastatic castration-resistant prostate cancer
(mCRPC), but the question of sequencing remains challenging. Results of 3 trials have shown a
prostate specific antigen (PSA) response 250% ranging from 3% to 13% with abiraterone in patients
who have progressed on second-line enzalutamide.** Median overall survival (OS) ranged from 7 to
nearly 12 months.”® Trials utilizing enzalutamide after progressing on docetaxel and/or abiraterone
have shown better, albeit modest response.”* PSA response 250% ranged from 13% to 40%, with
46% experiencing a 30% PSA response in 1 trial."> Median OS ranged from 4.8 months to 12.2
months in 5 of the 6 trials and was not reached in the other trial.®

These results do not provide a clear pathway for sequencing. Consequently, treatment should be
initiated with the most effective treatment with the least toxicity. When disease progresses, it is
reasonable to switch class of therapy, eg, hormone to chemotherapy, and to avoid overlapping
treatments that may be antagonistic, eg, steroids and vaccines. Consideration should also be given
to offering the patient the option to enroll in a clinical trial.

. . . .
Retrospective Experience Retrospective Experience
. . Enzalutamide after abiraterone — Better outcome
Abiraterone after enzalutamide — Very modest response Does this inform sequencing ?

N | Sequence PSA Response Response to Abiraterone Therapy Sequence PSA Response nse to Enzalutamide Therapy
(R Enzalitamide | o) pocponse  MedianPFs  Median 05 (order drugs Abiraterone e ot
administered) Therapy (250%) administered) | Therapy (250%) viedian T2 vedlan S

(250%)
Bianchini 39 D,AE 38.4% 12.8% 2.8 months Not reached
Docetaxel - 2.4 months - 2013
Enzalutamide Schrader 35 D,AE 45.7% 28.6% = 7.1 months
Abiraterone 2013 {mean)
Docetaxel 15.4 weeks 50.1 weeks Thomsen 24 DAE 58% 46% (>30%) = 4.8 months
Enzalutamide 2013 (>30%)
Abiraterone Badrising 61 DAE - 21% 12 weeks 8 months
Docetaxel - 2.7 months 7.2 months 2013
EelEmiin Bournakis 25 D, A/Q,E - 0%
Abiraterone 012
Cheng 165 DAE - 19% 2.8 months 12.2 months
2015 (mean)
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Question #3: Should radium-223 be used before or after
chemotherapy?

Answer: Radium-223 is an alpha particle-emitting radioactive therapeutic agent indicated for

the treatment of patients with castration-resistant prostate cancer (CRPC), symptomatic bone
metastases, and no known visceral metastatic disease.”” The phase 3 Alpharadin in Symptomatic
Prostate Cancer (ALSYMPCA) trial showed a survival benefit vs placebo in patients with 22 bone
metastases but no known visceral metastases (14.9 months vs 11.3 months; hazard ratio [HR] 0.70;
95% confidence interval [CI] 0.58-0.83).'¢ The survival benefit vs placebo was similar in patients
who had been (HR 0.70, 95% CI 0.56-0.88) and who had not been (HR 0.69, 95% CI 0.52-0.92)

pretreated with docetaxel.

The previous docetaxel subgroup had a higher incidence of adverse events after receiving radium-223
than the no previous docetaxel subgroup (95% vs 90%, respectively).'®'” A grade 3/4 adverse event
occurred in 62% and 54% of patients, respectively. The previous docetaxel group had a higher
incidence of grade 3/4 thrombocytopenia with radium-223 than with placebo (9% vs 3%,
respectively). In contrast, the incidences of grade 3/4 anemia and neutropenia were similar

between radium-223 and placebo within each docetaxel subgroup.

Logistic regression analyses identified significant baseline predictors for grade 2-4 hematologic
toxicities related to radium-223.'8 Predictors for anemia were extent of disease (6-20 vs <6 bone
metastases, odds ratio [OR] 2.76; P=0.022), total alkaline phosphatase (OR 2.00; 2=0.019), and
elevated prostate specific antigen (PSA) level (OR 1.65; P=0.006). Predictors for thrombocytopenia
were elevated PSA level (OR 1.83; P=0.016), prior docetaxel (OR 2.16; P=0.035), decreased
hemoglobin (OR 1.35; P=0.008), and decreased platelets (OR 1.44; P=-0.030).

Taken together, these data suggest that adequate hematologic parameters are a more important
criterion for choosing radium-223 than a prior history of docetaxel.

Thus, strict eligibility criteria for radium-223 include an initial absolute neutrophil count
(ANC) 21500/pL, platelet count 2100,000/pL, and hemoglobin 210 g/dL. Prior to subsequent
administration of radium-223, the ANC should be 21000/uL and platelet count >50,000/pL."

ALSYMPCA: Predisposing Factors for Radium-223 Before or After Chemotherapy?
Hematologic Toxicity Practical Considerations
:::;:et.:rl::::\;t::e:z; maximum percentage decrease from baseline during on-treatment period in Hb, « Only FDA-approved for patients who lack visceral
Hemoglobin (n=870) Neutrophils (n=867) Platelets (n=870) metastasis
Baseline variable Parameter  Pvalue  Parameter Pvalue  Parameter  Pualue . N .
estimates estimates estimates « Stringent eligibility requirements for treatment
Study tx (Ra-223/Pbo) 157 0.027 -18.56 <0.0001 -10.18 <0.0001 — Initial ANC >1,500/L with subsequent 21,000/L
47 NS -0.08 NS 122 NS — Hb 210 g/dL

— PLT 2100,000/L with subsequent =50,000/L

1xel -1.32 NS -3.04 0.023 -6.04 «<0.0001
EOD 26 metsincluing [EXT) 0008 YT NS ) 0001 * Requires preauthorization, while chemotherapy with
eeperscan (/M) docetaxel does not
Prior EBRT to bone for pain P& 0.001 3.91 0.003 230 NS
(¥/N)

<0.0001 211 NS -4.91 0.001
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Question #4: How do you manage cabazitaxel-related toxicity?

Answer: In phase 3 clinical trials of cabazitaxel in patients with metastatic castration-resistant
prostate cancer (mnCRPC), the most common adverse events were febrile neutropenia, diarrhea,

and hematuria.’”?!

Febrile neutropenia is best managed with prophylactic granulocyte colony stimulating factor as
recommended in the 2015 American Society of Clinical Oncology guidelines.”> Administration of
pegfilgrastim the same day as cabazitaxel, compared with 24 hours after cabazitaxel, has been shown
to significantly reduce the infection rate during cycle 1 (6% vs 26%, respectively; P=0.01).%

The toxicities associated with cabazitaxel also can be managed by using a dose of 20 mg/m? rather
than 25 mg/m? since the incidences of most adverse events are less with the lower dose.*' In the
PROSELICA trial, for example, overall survival (OS) was similar at the 2 dose levels (13.4 vs 14.5
months), but grade 3/4 adverse events were more frequent with the higher dose (39.7% vs 54.5%).%
The most frequent grade 3/4 adverse events in the 20 mg/m?* vs 25 mg/m?* groups were febrile
neutropenia (2.1% vs 9.2%), hematuria (1.9% vs 4.2%), and diarrhea (1.4% vs 4.0%). In the
FRISTANA trial, efficacy outcomes of median OS (24.5 months vs 25.2 months) and
progression-free survival (4.4 months vs 5.1 months) were similar in the lower and higher dose
groups, while febrile neutropenia, diarrhea, and hematuria were more frequent with the 25 mg/m?
dose. Grade 3/4 adverse events occurred in 41.2% and 60.1% of patients treated with 20 mg/m?
compared with 25 mg/m2, respectively.”!

The PROSELICA Study-— The PROSELICA Study — Adverse Events
Cabazitaxel 20 vs 25 mg/m?

PROSELICA: Overall Survival PROSELICA: Treatment-Emergent Adverse Events
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Question #5: When do you worry about small cell or
neuroendocrine prostate cancer?

Neuroendocrine prostate cancer (NEPC) is an aggressive variant of prostate cancer in patients with
metastatic castration-resistant prostate cancer (mCRPC) following androgen deprivation therapy
(ADT).?** Overall survival is typically less than 1 year from time of detection.?

NEPC tumors appear to arise clonally from a prostate adenocarcinoma precursor, thereby retaining
many of the common prostate cancer genomic alterations; however, new molecular alterations occur
as well.” Treatment-emergent NEPC may occur in 30% to 40% of patients with mCRPC, including
10% to 15% with pure small cell histology and about 25% with a phenotype intermediate between
adenocarcinoma and small cell.?®

Presentation of NEPC is more likely in the setting of predominant visceral metastases, ie,

liver metastases, bulky lymphadenopathy, low prostate specific antigen (PSA) level despite high
volume disease and/or predominantly lytic rather than blastic bone metastases.? Clinically, NEPC
should be suspected in patients who have particularly aggressive mCRPC who have failed to
respond to typical prostate cancer therapies, with progression in the setting of a low or nonrising
PSA.** Metastatic tumor biopsy is needed to make a definitive diagnosis by morphology or
immunohistochemical staining for neuroendocrine markers like chromogranin A or synaptophysin.
By themselves, serum neuroendocrine markers have limited sensitivity.

The choice of systemic therapy depends on the clinical context (de novo vs treatment-emergent)
and pathologic findings (small cell vs focal neuroendocrine differentiation). When biopsy reveals
pure small cell differentiation, cytotoxic chemotherapy is preferred over androgen pathway
inhibitors, such as abiraterone or enzalutamide. If the biopsy also reveals concomitant persistent
androgen receptor expression, carboplatin plus docetaxel is reasonable for patients who are deemed
fit. In cases with minimal evidence of dependence on AR signaling, a platinum-etoposide doublet
may be preferred. If the biopsy reveals high-grade adenocarcinoma with focal neuroendocrine
differentiation or intermediate phenotypic features without frank small cell morphology, cytotoxic
chemotherapy and/or androgen signaling inhibitors can be used.>*” Alternatively, a taxane plus
carboplatin can be considered for patients who are fit. However, given the relatively poor outcomes
and aggressive clinical course, participation in a prospective clinical trial is encouraged.

Situations to Perform a Neuroendocrine/Small-Cell Prostate
Metastatic Biopsy Cancer

De novo presentation rare (<1% new diagnoses)
May arise as a mechanism of resistance to ADT
Metastatic disease, including unusual sites of metastases
Low or modestly rising PSA
Paraneoplastic syndromes (uncommon)
Elevated CEA or serum neuroendocrine markers (chromogranin,
* Predominantly lytic rather than blastic bone neuron-specific enolase) can support the diagnosis

metastases = Tissue IHC expresses chromogranin A and synaptophysin

* Treated like small-cell lung cancer platinum-doublet chemotherapy,

eg, cisplatin or carboplatin with (etoposide)

* Visceral lesions especially liver metastasis
« Extremely bulky lymph nodes (>5 cm)

* Low PSA in the setting of very high volume disease

Question #5: When do you worry about small cell or neuroendocrine prostate cancer? 12
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Case Study

A 55-year-old male presents with de novo prostate cancer that has metastasized to the bones diffusely
and multiple retroperitoneal lymph nodes. He initially received androgen deprivation therapy (ADT)
with 6 cycles of docetaxel chemotherapy. He had a good initial response with an undetectable
prostate specific antigen (PSA) level. However, soon after completion of docetaxel, his PSA rose
rapidly, indicating castration-resistant disease. He briefly responded to 5 months of treatment with
abiraterone/prednisone, but then progressed with a rising PSA, multiple new bone metastases, and
new bone pain.

Because of his rapid progression after docetaxel for hormone-sensitive disease, he was given
cabazitaxel plus prednisone. His PSA declined slightly over the first 3 cycles but then started to rise
slightly to 5.3 ng/mL. Imaging revealed multiple new liver metastases. A metastatic liver biopsy
revealed no small cell morphology; immunohistochemistry was negative for chromogranin A and
synaptophysin. His biopsy tissue was sent for commercial next-generation sequencing which revealed
genetic alterations in BRCAZ2. This was surprising since he had no family history of prostate, breast,
or ovarian cancer. Since he was not able to travel, enrollment into a poly(adenosine diphosphate
[ADP]-ribose) polymerase (PARP) inhibitor clinical trial was not considered. Instead, treatment with
a regimen of docetaxel plus carboplatin was initiated. His liver metastases decreased in size and his
bone pain improved.

Discussion

Disease progression is common in men with castration-resistant prostate cancer (CRPC)
requiring thoughtful use of sequential therapy based on evolving evidence.5 Increasingly, this
evidence includes genomic profiling to identify the molecular subtype. One recent investigation
found that approximately 90% of patients with metastatic prostate cancer (mnCRPC) harbor
clinically actionable molecular mutations, with 23% having DNA repair pathway and 8% harbor
germline mutations.”® The most frequent aberrant genes were androgen receptor (62.7%),

E26 transformation-specific fusion (56.7%), 7P53 (53.3%), and PTEN (40.7%).

Another recent investigation found that 11.8% of men with metastatic prostate cancer harbored
germline DNA-repair gene mutations.”” The most common mutation occurred in the BRCA2 gene
(5.3% of men). Mutation frequencies did not differ according to family history or age at diagnosis.
Family genetic counseling is important when germline alterations are suspected.

Having a DNA repair gene abnormality may predispose to increased response to agents like PARP
inhibitors or other agents that induce double-strand breaks like platinum chemotherapy.***? A recent
phase 2 trial showed that 14 of 16 evaluable patients (88%) with heavily pretreated mCRPC and a
DNA repair mutation had a response to the PARP inhibitor olaparib compared with 2 of 33 (6%)
patients without a DNA repair mutation.*” The 14 patients with a DNA repair mutation included

all 7 with BRCA2 loss (4 with biallelic somatic loss and 3 with germline mutations) and 4 of 5 with
ATM mutations.
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Although further study of patients with DNA repair abnormalities are ongoing, the preliminary
data suggest that there is likely to be clinical benefit seen with platinum agents and PARP inhibitors.
Furthermore, tumor and germline DNA sequencing should be considered in the management of
mCRPC to identify patients who are likely to derive benefit from this approach.

Genomic Landscape of Metastatic
Castration-Resistant Prostate Cancer
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* 23% of metastatic castration-resistant prostate cancers * 11.8% of men with metastatic prostate cancer
harbor DNA repair alterations have a germline alteration in 16 DNA damage
+ 2.7% harbor mismatch repair alterations repair genes
+ The frequency of DNA repair alterations increases with « Age and family history did not affect mutation
disease progression frequency
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* Overall response rate of 32.7%—median duration of response ~ 9 months
* 14/16 (88%) of patients with a DNA repair alteration had a response
* 2/33(6%) of patients a DNA repair alteration had a response

References

5. Mohler JL, Antonarakis ES, Armstrong AJ, et al. National Comprebensive Cancer Network. NCCN Clinical Practice
Guidelines in Oncology: Prostate Cancer. v1.2017. https://www.ncen.org/professionals/physician_gls/pdf/prostate.pdf.

Published 2016. Accessed February 7, 2017.

28. Robinson D, Van Allen EM, Wu YM, et al. Integrative clinical genomics of advanced prostate cancer. Cell.

2015;161(5):1215-1228.

29. Pritchard CC, Mateo J, Walsh ME, et al. Inherited DNA-repair gene mutations in men with metastatic prostate

cancer. N Engl ] Med. 2016;375(5):443-453.

30. Bryant HE, Schultz N, Thomas HD, et al. Specific killing of BRCA2-deficient tumours with inhibitors of
poly(ADP-ribose) polymerase. Nature. 2005;434(7035):913-917.

31. Fong PC, Boss DS, Yap TA, et al. Inhibition of poly(ADP-ribose) polymerase in tumors from BRCA mutation

carriers. N Engl | Med. 2009;361(2):123-134.

32. Kaufman B, Shapira-Frommer R, Schmutzler RK, et al. Olaparib monotherapy in patients with advanced cancer and

a germline BRCA1/2 mutation. J Clin Oncol. 2015;33(3):244-250.

33. Mateo J, Carreira S, Sandhu S, et al. DNA-repair defects and olaparib in metastatic prostate cancer. N Engl | Med.

2015;373(18):1697-1708.

15



AT EISENHOWER

ANNENBERG CENTER FOR HEALTH SCIENCES %% %
[ Dl Dl
perspectives

Imparting knowledge. Improving patient care.

Reference List

10.

11.

12.

13.

14.

15.

Reference List

Small EJ, Schellhammer PE, Higano CS, et al. Placebo-controlled phase III trial of immunologic therapy with
sipuleucel-T (APC8015) in patients with metastatic, asymptomatic hormone refractory prostate cancer. J Clin Oncol.

2006;24(19):3089-3094.

Higano CS, Schellhammer PE Small EJ, et al. Integrated data from 2 randomized, double-blind, placebo-
controlled, phase 3 trials of active cellular immunotherapy with sipuleucel-T in advanced prostate cancer.

Cancer. 2009;115(16):3670-3679.

Kantoff PW, Higano CS, Shore ND, et al. Sipuleucel-T immunotherapy for castration-resistant prostate cancer.

N Engl ] Med. 2010;363(5):411-422.

Schellhammer PF, Chodak G, Whitmore JB, Sims R, Frohlich MW, Kantoff PW. Lower baseline prostate-specific
antigen is associated with a greater overall survival benefit from sipuleucel-T in the Immunotherapy for Prostate
Adenocarcinoma Treatment (IMPACT) trial. Urology. 2013;81(6):1297-1302.

Mohler JL, Antonarakis ES, Armstrong AJ, et al. National Comprehensive Cancer Network. NCCN Clinical Practice
Guidelines in Oncology: Prostate Cancer. v1.2017. https://www.ncen.org/professionals/physician_gls/pdf/prostate.pdf.
Published 2016. Accessed February 7, 2017.

Ileana E, Loriot Y, Albiges L, et al. Abiraterone in patients with metastatic castration-resistant prostate cancer

progressing after docetaxel and MDV3100. / Clin Oncol. 2012;30(Suppl):Abstr 4554.

Loriot Y, Bianchini D, Ileana E, et al. Antitumour activity of abiraterone acetate against metastatic
castration-resistant prostate cancer progressing after docetaxel and enzalutamide (MDV3100). Ann Oncol.
2013;24(7):1807-1812.

Noonan KL, North S, Bitting RL, Armstrong AJ, Ellard SL, Chi KN. Clinical activity of abiraterone acetate in
patients with metastatic castration-resistant prostate cancer progressing after enzalutamide. Ann Oncol.

2013;24(7):1802-1807.

Bournakis E, Gyftaki R, Kafantari E, et al. Enzalutamide (ENZA) in heavily pretreated patients with bone metastatic
castration resistant prostate cancer (mCRPC) resistant to androgen biosynthesis inhibitor (ABI) treatment—the
Hellenic experience of the Name Patient Access Program (NPAP). Eur J Cancer. 2013;49(Suppl 3):Abstr 2906.

Bianchini D, Lorente D, Rodriguez-Vida A, et al. Antitumour activity of enzalutamide (MDV3100) in patients
with metastatic castration-resistant prostate cancer (CRPC) pre-treated with docetaxel and abiraterone. Eur J Cancer.
2014;50(1):78-84.

Schrader AJ, Boegemann M, Ohlmann CH, et al. Enzalutamide in castration-resistant prostate cancer patients
progressing after docetaxel and abiraterone. Eur Urol. 2014;65(1):30-36.

Thomsen FB, Roder MA, Rathenborg P, Brasso K, Borre M, Iversen P. Enzalutamide treatment in patients with

metastatic castration-resistant prostate cancer progressing after chemotherapy and abiraterone acetate. Scand | Urol.
2014;48(3):268-275.

Badrising S, van der Noort V, van Oort IM, et al. Clinical activity and tolerability of enzalutamide (MDV3100) in
patients with metastatic, castration-resistant prostate cancer who progress after docetaxel and abiraterone treatment.

Cancer. 2014;120(7):968-975.

Cheng HH, Gulati R, Azad A, et al. Activity of enzalutamide in men with metastatic castration-resistant
prostate cancer is affected by prior treatment with abiraterone and/or docetaxel. Prostate Cancer Prostatic Dis.
2015;18(2):122-127.

Xofigo [package insert]. Whippany, NJ: Bayer HealthCare Pharmaceuticals Inc; 2016.

16



16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Reference List

Hoskin B Sartor O, O'Sullivan JM, et al. Efficacy and safety of radium-223 dichloride in patients with
castration-resistant prostate cancer and symptomatic bone metastases, with or without previous docetaxel use:
a prespecified subgroup analysis from the randomised, double-blind, phase 3 ALSYMPCA trial. Lancer Oncol.
2014;15(12):1397-1406.

Parker C, Nilsson S, Heinrich D, et al. Alpha emitter radium-223 and survival in metastatic prostate cancer. N Engl |
Med. 2013;369(3):213-223.

Vogelzang NJ, Coleman RE, Michalski JM, et al. Hematologic safety of radium-223 dichloride: Baseline prognostic
factors associated with myelosuppression in the ALSYMPCA trial. Clin Genitourin Cancer. 2017;15(1):42-52.

de Bono JS, Oudard S, Ozguroglu M, et al. Prednisone plus cabazitaxel or mitoxantrone for metastatic
castration-resistant prostate cancer progressing after docetaxel treatment: a randomised open-label trial. Lancer.

2010;376(9747):1147-1154.

de Bono JS, Hardy-Bessard AC, Kim CS, et al. Phase III non-inferiority study of cabazitaxel (C) 20 mg/m2 (C20)
versus 25 mg/m2 (C25) in patients (pts) with metastatic castration-resistant prostate cancer (nCRPC) previously

treated with docetaxel (D). J Clin Oncol. 2016;34(Suppl):Abstr 5008.

Sartor AO, Oudard S, Sengelov L, et al. Cabazitaxel vs docetaxel in chemotherapy-naive (CN) patients with
metastatic castration-resistant prostate cancer (mCRPC): A three-arm phase I1I scudy (FRISTANA). / Clin Oncol.
2016;34(Suppl):Abstr 5006.

Smith TJ, Bohlke K, Lyman GH et al. Recommendations for the Use of WBC Growth Factors: American Society of
Clinical Oncology Clinical Practice Guideline Update. / Clin Oncol. 2015;33(28):3199-3212.

Bilen MA, Cauley DH, Atkinson BJ, et al. Safety of same-day pegfilgrastim administration in metastatic

castration-resistant prostate cancer treated with cabazitaxel with or without carboplatin. Clin Genitourin Cancer.

2016;doi: 10.1016/j.clge.2016.12.003.

Beltran H, Tomlins S, Aparicio A, et al. Aggressive variants of castration-resistant prostate cancer. Clin Cancer Res.
2014;20(11):2846-2850.

Beltran H. Update on the biology and management of neuroendocrine prostate cancer. Clin Adv Hematol Oncol.
2016;14(7):513-515.

Small EJ, Huang J, Youngren J, et al. Characterization of neuroendocrine prostate cancer (NEPC) in patients
with metastatic castration resistant prostate cancer (mCRPC) resistant to abiraterone (Abi) or enzalutamide (Enz):

Preliminary results from the SU2C/PCF/AACR West Coast Prostate Cancer Dream Team (WCDT). J Clin Oncol.
2015;33(Suppl):Abstr 5003.

Sweeney CJ, Chen YH, Carducci M, et al. Chemohormonal therapy in metastatic hormone-sensitive prostate cancer.

N Engl ] Med. 2015;373(8):737-746.

Robinson D, Van Allen EM, Wu YM, et al. Integrative clinical genomics of advanced prostate cancer. Ce/l.
2015;161(5):1215-1228.

Pritchard CC, Mateo ], Walsh ME et al. Inherited DNA-repair gene mutations in men with metastatic prostate
cancer. N Engl ] Med. 2016;375(5):443-453.

Bryant HE, Schultz N, Thomas H, et al. Specific killing of BRCA2-deficient tumours with inhibitors of
poly(ADP-ribose) polymerase. Nature. 2005;434(7035):913-917.

Fong PC, Boss DS, Yap TA, et al. Inhibition of poly(ADP-ribose) polymerase in tumors from BRCA mutation
carriers. NV Engl | Med. 2009;361(2):123-134.

Kaufman B, Shapira-Frommer R, Schmutzler RK, et al. Olaparib monotherapy in patients with advanced cancer and

a germline BRCA1/2 mutation. / Clin Oncol. 2015;33(3):244-250.

Mateo ], Carreira S, Sandhu S, et al. DNA-repair defects and olaparib in metastatic prostate cancer. N Engl | Med.
2015;373(18):1697-1708.

Participate in interactive questions, download activity slides,
and obtain your CE/CME credit online.

http://www.annenberg.net/medEd/5442/

17



