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Objectives

* Understand treatment options in CSPC
* Review the 2018 AUA guidelines for CRPC

* Anticipate new treatment possibilities



Advanced Prostate Cancer
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AR Pathway Inhibitors have re-defined the
Treatment Landscape in Advanced PCA: 2212__
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Moving docetaxel or ARFI earlier in combination with ADT improving outcomes
Combining, or sequencing, ABI and ENZA, not efficacious (due to cross-resistance)

Molecular sub-classification is key to beqin stratified approaches to treatment — along
with availability of drugs that specifically target biomarker-defined cancer vulnerabilities




Androgen Receptor Pathway Inhibition

K AR Antagonist: \

f ) GnRH Analogues:
Bicalutamide, Leuprolide,
Flutamide, Goserelin, etc.
Nilutamide,
Enzalutamide, Prostate Cancer Cell GnRH Antagonist:
Apalutamide, Degarelix
Darolutamide,
SARD,

KAZD3514 /

Adrenal

° CYP17A1 l 3 _»_’®/ ® — T — CYP17A1
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CYP17A1 Inhibitors: @ @
Ketoconazole,
Abiraterone, TAK-700

(Orteronel), VT-464
(Viamet)
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Castrate Sensitive
Metastatic Prostate Cancer

67-yr-old “healthy” retired
accountant

Metastases

PSA 76 ng/mL

N "“ LT

Gleason score of 8

prostate cancer with moderate
back pain, and multiple bone
metastases scattered in his ribs,
spine, and pelvis

he has had an active lifestyle and
travel schedule that he wants to
maintain as long as possible




Castrate Sensitive
Metastatic Prostate Cancer

Phase Ill CHAARTED Trial Long-term Follow-up:
High-Volume vs Low-Volume Disease

= Median follow-up of 53.7 mos in patients with metastatic hormone-sensitive
prostate cancer randomized to ADT + docetaxel vs ADT alone (N = 790)
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Castrate Sensitive
Metastatic Prostate Cancer

FACT-P Total Scores for ADT + Abiraterone or ADT Alone

vs A

Mean Change From BL
in FACT-P Total Score

1.ChikKN, eta

DT + Docetaxel

LATITUDEM
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— ADT plus absraterone acetate and prednisone

— ADT plus placebos

L Lancet Oncol 2018;19:194.206. 2. Morgans AK, et &

CHAARTED"!

FACT-P Tota

J} Chn Oncol 2018,36:1088-1055. Side credit: dinicaootions oo




Castrate Sensitive
Metastatic Prostate Cancer
 Consensus: docetaxel+ ¢ Change: STAMPEDE!]

ADT appropriate for and LATITUDEB! in 2017
high-volume metastatic are the recent game
disease changers (ADT +

abiraterone)

* Controversy: docetaxel
+ ADT debatable for
low-volume metastases

— New CHAARTED data
negative for low volume

subset!l!

1. Kyriakopoulos, et al. J Clin Oncol;36:1080-1087. 2. James ND, et al. N Engl J
Med. 2017;377:338-351.

3. Fizazi K, et al. N Engl J Med. 2017,377:352-360. 4. Sydes MR, et al. Ann Oncol.
2018;[Epub ahead of print].




Castrate Sensitive

Metastatic Prostate Cancer

* 67-yr-old “healthy” retired accountant presents with PSA
76 ng/mL, Gleason score of 8, prostate cancer with
moderate back pain, and
10 bone metastases scattered in his ribs, spine, and pelvis

* He presents telling you he has had an active lifestyle and
travel schedule that he wants to maintain as long as
possible

e Can offer:
— ADT+ 6 cycles of docetaxel or
— ADT+ abiraterone+prednisone until progression
— Supportive care: Ca/Vit D/ weight-bearing exercise

clinicaloptions.



http://www.clinicaloptions.com/

Castration-Resistant Prostate Cancer: AUA Guideline 2018

Hen-metastatic
CRPC

Index Patient 1

STANDARD
Apaltamide or enzalutamide with continued
androgen deprivation for patients at high risk
for dewslaping metastatic disease (Bidence
L Grade &)

RECOMMENDATION

Dbservation with continued androgen
deprivation for patients at high risk far
developing metastatic disease (Bidence
Leved Grade )

OPTION

Second-generation androgen synthasis
nhiitar {ahiraterane + prednisane) fo
select patients at high ik far developing
metastatic cdsease wha do nat want ar
cannat have one of the standard therapies
and are unwilling ta accept abservation
{Evidence Level Grace £

RECOMMENDATION AGAINST

Systemic chematherapy or
immunatherapy autside the cantext of 3

clinical trial {Eviderice Levd Grade C)

STAGING/HEPAIMAGING

No prior docetaxel

hsymptematic or
minimally symptomatic

Index Patient 2

STANDARD

Mbirzterone + prednisone, enzalutamide,
docetand, or sipuleucel-T (Evidence Laval
Grade A |abiraterone + prednisane and
enzalutamide|/ B [docetanel and sipuleucel-T))
OFTION

First- qeneration anti-ancrogen therapy,
ketoeonazale + steraid or obeznation o
patiertts wha da not want ar cannat hiave one of
the standard therapies (Ewdence Level Grade C)

Gond performance
status

Index Patient 3

Metastatic CRPC

Prior docetaxel

Symptomatic

Paar performance
status.

Index Patient 4

Good performance
atatug

Index Patient 5

STANDARD

Abiraterone + prednisane, cabazitare, or
enzalutamide; if the patisnt received abiraterne +
prednisane price 1o dacetasel chemodherapy, he shauld
be offered cabazitasel or enzalutamide (Evidence Lzl
(rade A [abirterane + prechisone and enzalutamids] |
B [cabaritaxel]}

Radium-223 1o patients with symptams from bory
matastases fram mCRPC ard without knawn visceral
disease (Evidence Level Grade B)

OPTION

Fetooanazole + steraid if abiraterane + prechisone,
cabaritawel ar enzalutamice & unavailable [Evidence
Level Grads )

Retreatment with docataxel fo patients wha were
benefitting at the time of discontinuatian (dus ta
rayersible side effacts) of docetasel chematharapy
{Evidance Level Grade C)

RECOMMENDATION

Presentative freatment (2. supplemental
caldum, vitamin D for fractures and skeletal
ralated events [Evidence Level farade )
OPTION

Chioase sither dencsumay or 2alednanic add
when selecting 3 preventative treatmend for
helet related events for mERPC patiemts with
bany metastases (Evidence Lavel Grade Q)

STAMDARD

Abiraterone + prednizane, enzalutamide, or docetan (Evidence
Level Grade A [abiraterone + prednisone and enzalutamide]! B
|docetaxel])

Radiume223 ta patients with symptams from boey metastases
fram mCRPC without known visceral disease (Evidence Lavel
(rade B

OPTION

Fetonanazole + steraid, mitcwantrane, ar radionudide therspy
ta patients wha da nat wantar cannot have ane of the
standard therapies (Evidznce Level Grade C Jketoconamle and
radioruclide therapy] ! B [mitaxantrang])
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RECOMMENDATION AGAINST
Estramustine or sipuleucel-T (Evidence Level Grade C)

OPTION

Ahiraterons + prednisane or encalutamide (EWdence Level
Grade )

Ketacanazole+ steraid or radianuclide therapy ta patients who
areunable ar urwilling to receive abirterans + prednisone or
enmlutamide [Evidence Level Grade C)

EXPERT OPINION

Dacetasel or mitokandrone chematharapy in select cases,
spacffically when the perfomance statusis directly mlated 1o
The cancer

Radium-223 fo patients with symptams fram bory metastases
fram mCRPC withicut knawn visceral disease in select cases,
specically when the perfomance statusis directly mlaied 1o
symptams related fo hore metastases

Poor perfarmance
status

Index Patient 6

EXFERT OPINION

Flliative care; alternatively, for selected patients,
diniciars may offer treatment with abiraterane +
prednisore, enzalutamids, ketocanazale + steraid or
radicnudide therapy

EXPERT OPINION AGAINST
Systemic chematherapy ar immunctherapy

Capyright € 2018 American Uralogical Association Education ard Ressarch, nc@

RECOMMENDATION AGAINST
Sipuleucel-T (Evidence Level Grade ©)




SPARTAN RCT
APALUTAMIDE VS PLACEBO

Prostate
Cancer Cells

PSA only failure

Rising PSA >2ng/mL
higher than nadir

Rise has to be >25%
over nadir

Confirmed with 2nd PSA
at least 3 weeks later

Testosterone <0.5ng/dL

No radiographic
evidence of mets



CASTRATE RESISTANT NON-
METASTATIC PROSTATE CANCER

 Metastasis-free survival

* Nonmetastatic castration-
‘esistant prostate cancer

' High risk for metastasis
PSA doubling time of <10 months)




Castrate Resistant non-metastatic
Prostate Cancer-"MQ”

Metastasis-free Survival

Q)/-\
4 T
—d
s
AT
O
-
=
o8
s o
>
N5
c O
D R
i
C =2
Q-)

Months from Randomization




CASTRATE RESISTANT NON-
METASTATIC PROSTATE CANCER




Castration-Resistant Prostate Cancer: AUA Guideline 2018

Hen-metastatic
CRPC

Index Patient 1

STANDARD
Apaltamide or enzalutamide with continued
androgen deprivation for patients at high risk
for dewslaping metastatic disease (Bidence
L Grade &)

RECOMMENDATION

Dbservation with continued androgen
deprivation for patients at high risk far
developing metastatic disease (Bidence
Leved Grade )

OPTION

Second-generation androgen synthasis
nhiitar {ahiraterane + prednisane) fo
select patients at high ik far developing
metastatic cdsease wha do nat want ar
cannat have one of the standard therapies
and are unwilling ta accept abservation
{Evidence Level Grace £

RECOMMENDATION AGAINST

Systemic chematherapy or
immunatherapy autside the cantext of 3

clinical trial {Eviderice Levd Grade C)

STAGING/HEPAIMAGING

No prior docetaxel

hsymptematic or
minimally symptomatic

Index Patient 2

STANDARD

Mbirzterone + prednisone, enzalutamide,
docetand, or sipuleucel-T (Evidence Laval
Grade A |abiraterone + prednisane and
enzalutamide|/ B [docetanel and sipuleucel-T))
OFTION

First- qeneration anti-ancrogen therapy,
ketoeonazale + steraid or obeznation o
patiertts wha da not want ar cannat hiave one of
the standard therapies (Ewdence Level Grade C)

Gond performance
status

Index Patient 3

Metastatic CRPC

Prior docetaxel

Symptomatic

Paar performance
status.

Index Patient 4

Good performance
atatug

Index Patient 5

STANDARD

Abiraterone + prednisane, cabazitare, or
enzalutamide; if the patisnt received abiraterne +
prednisane price 1o dacetasel chemodherapy, he shauld
be offered cabazitasel or enzalutamide (Evidence Lzl
(rade A [abirterane + prechisone and enzalutamids] |
B [cabaritaxel]}

Radium-223 1o patients with symptams from bory
matastases fram mCRPC ard without knawn visceral
disease (Evidence Level Grade B)

OPTION

Fetooanazole + steraid if abiraterane + prechisone,
cabaritawel ar enzalutamice & unavailable [Evidence
Level Grads )

Retreatment with docataxel fo patients wha were
benefitting at the time of discontinuatian (dus ta
rayersible side effacts) of docetasel chematharapy
{Evidance Level Grade C)

RECOMMENDATION

Presentative freatment (2. supplemental
caldum, vitamin D for fractures and skeletal
ralated events [Evidence Level farade )
OPTION

Chioase sither dencsumay or 2alednanic add
when selecting 3 preventative treatmend for
helet related events for mERPC patiemts with
bany metastases (Evidence Lavel Grade Q)

STAMDARD

Abiraterone + prednizane, enzalutamide, or docetan (Evidence
Level Grade A [abiraterone + prednisone and enzalutamide]! B
|docetaxel])

Radiume223 ta patients with symptams from boey metastases
fram mCRPC without known visceral disease (Evidence Lavel
(rade B

OPTION

Fetonanazole + steraid, mitcwantrane, ar radionudide therspy
ta patients wha da nat wantar cannot have ane of the
standard therapies (Evidznce Level Grade C Jketoconamle and
radioruclide therapy] ! B [mitaxantrang])
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RECOMMENDATION AGAINST
Estramustine or sipuleucel-T (Evidence Level Grade C)

OPTION

Ahiraterons + prednisane or encalutamide (EWdence Level
Grade )

Ketacanazole+ steraid or radianuclide therapy ta patients who
areunable ar urwilling to receive abirterans + prednisone or
enmlutamide [Evidence Level Grade C)

EXPERT OPINION

Dacetasel or mitokandrone chematharapy in select cases,
spacffically when the perfomance statusis directly mlated 1o
The cancer

Radium-223 fo patients with symptams fram bory metastases
fram mCRPC withicut knawn visceral disease in select cases,
specically when the perfomance statusis directly mlaied 1o
symptams related fo hore metastases

Poor perfarmance
status

Index Patient 6

EXFERT OPINION

Flliative care; alternatively, for selected patients,
diniciars may offer treatment with abiraterane +
prednisore, enzalutamids, ketocanazale + steraid or
radicnudide therapy

EXPERT OPINION AGAINST
Systemic chematherapy ar immunctherapy

Capyright € 2018 American Uralogical Association Education ard Ressarch, nc@

RECOMMENDATION AGAINST
Sipuleucel-T (Evidence Level Grade ©)




Castrate Resistant Metastatic PC

Chemotherapy
Docetaxel Cabazitaxel
 TAX-327 NEJM 2004  TROPIC 2010
e 1stchemotherapy to show * Post docetaxel
survival benefit e 15mvs 13m

18m vs 16m



Castrate Resistant Metastatic PC
AR Inhibitors

Post Docetaxel

COU-301 2011
 Abi+prednisone vs pred
* OS benefit HR-0.65

AFFIRM 2012
* Enzavs placebo
* OS18mvs 14m HR=0.63

Pre Docetaxel
Minimally symptomatic

COU-302 2013
* Abi/pred vs pred

* OS benefit 35m vs 30m
HR=0.81

PREVAIL 2014
* Enzavs placebo

* 35mvs31m
e HR=0.77



Castrate Resistant Metastatic PC+
symptoms from bone mets
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Rd223 isotope moves into bone and
emits Alpha particles that destroy




Rd223 OS benefit in symptomatic
metastatic CRPC
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11.3 Months
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Castration-Resistant Prostate Cancer: AUA Guideline 2018

Hen-metastatic
CRPC

Index Patient 1

STANDARD
Apaltamide or enzalutamide with continued
androgen deprivation for patients at high risk
for dewslaping metastatic disease (Bidence
L Grade &)

RECOMMENDATION

Dbservation with continued androgen
deprivation for patients at high risk far
developing metastatic disease (Bidence
Leved Grade )

OPTION

Second-generation androgen synthasis
nhiitar {ahiraterane + prednisane) fo
select patients at high ik far developing
metastatic cdsease wha do nat want ar
cannat have one of the standard therapies
and are unwilling ta accept abservation
{Evidence Level Grace £

RECOMMENDATION AGAINST

Systemic chematherapy or
immunatherapy autside the cantext of 3

clinical trial {Eviderice Levd Grade C)

STAGING/HEPAIMAGING

No prior docetaxel

hsymptematic or
minimally symptomatic

Index Patient 2

STANDARD

Mbirzterone + prednisone, enzalutamide,
docetand, or sipuleucel-T (Evidence Laval
Grade A |abiraterone + prednisane and
enzalutamide|/ B [docetanel and sipuleucel-T))
OFTION

First- qeneration anti-ancrogen therapy,
ketoeonazale + steraid or obeznation o
patiertts wha da not want ar cannat hiave one of
the standard therapies (Ewdence Level Grade C)

Gond performance
status

Index Patient 3

Metastatic CRPC

Prior docetaxel

Symptomatic

Paar performance
status.

Index Patient 4

Good performance
atatug

Index Patient 5

STANDARD

Abiraterone + prednisane, cabazitare, or
enzalutamide; if the patisnt received abiraterne +
prednisane price 1o dacetasel chemodherapy, he shauld
be offered cabazitasel or enzalutamide (Evidence Lzl
(rade A [abirterane + prechisone and enzalutamids] |
B [cabaritaxel]}

Radium-223 1o patients with symptams from bory
matastases fram mCRPC ard without knawn visceral
disease (Evidence Level Grade B)

OPTION

Fetooanazole + steraid if abiraterane + prechisone,
cabaritawel ar enzalutamice & unavailable [Evidence
Level Grads )

Retreatment with docataxel fo patients wha were
benefitting at the time of discontinuatian (dus ta
rayersible side effacts) of docetasel chematharapy
{Evidance Level Grade C)

RECOMMENDATION

Presentative freatment (2. supplemental
caldum, vitamin D for fractures and skeletal
ralated events [Evidence Level farade )
OPTION

Chioase sither dencsumay or 2alednanic add
when selecting 3 preventative treatmend for
helet related events for mERPC patiemts with
bany metastases (Evidence Lavel Grade Q)

STAMDARD

Abiraterone + prednizane, enzalutamide, or docetan (Evidence
Level Grade A [abiraterone + prednisone and enzalutamide]! B
|docetaxel])

Radiume223 ta patients with symptams from boey metastases
fram mCRPC without known visceral disease (Evidence Lavel
(rade B

OPTION

Fetonanazole + steraid, mitcwantrane, ar radionudide therspy
ta patients wha da nat wantar cannot have ane of the
standard therapies (Evidznce Level Grade C Jketoconamle and
radioruclide therapy] ! B [mitaxantrang])
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RECOMMENDATION AGAINST
Estramustine or sipuleucel-T (Evidence Level Grade C)

OPTION

Ahiraterons + prednisane or encalutamide (EWdence Level
Grade )

Ketacanazole+ steraid or radianuclide therapy ta patients who
areunable ar urwilling to receive abirterans + prednisone or
enmlutamide [Evidence Level Grade C)

EXPERT OPINION

Dacetasel or mitokandrone chematharapy in select cases,
spacffically when the perfomance statusis directly mlated 1o
The cancer

Radium-223 fo patients with symptams fram bory metastases
fram mCRPC withicut knawn visceral disease in select cases,
specically when the perfomance statusis directly mlaied 1o
symptams related fo hore metastases

Poor perfarmance
status

Index Patient 6

EXFERT OPINION

Flliative care; alternatively, for selected patients,
diniciars may offer treatment with abiraterane +
prednisore, enzalutamids, ketocanazale + steraid or
radicnudide therapy

EXPERT OPINION AGAINST
Systemic chematherapy ar immunctherapy

Capyright € 2018 American Uralogical Association Education ard Ressarch, nc@

RECOMMENDATION AGAINST
Sipuleucel-T (Evidence Level Grade ©)




Castrate Resistant Metastatic PC
Index pt 2

Minimal symptoms No prior chemo

* Abi/prednisone
* Enzalutamide

* docetaxel




Castrate Resistant Metastatic PC
Index pt 3+4

Symptoms No prior chemo

Abi/pred
Enza

Docetaxel
Rd223



Castrate Resistant Metastatic PC
Index pt 5+6

Symptomatic Prior docetaxel chemo

* (Cabazitaxel

* Abi/prednisone

* Enzalutamide

* mitoxantrone/ prednisone




AR Pathway Inhibitors have re-defined the
Treatment Landscape in Advanced PCA: 2212__
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Moving docetaxel or ARFI earlier in combination with ADT improving outcomes
Combining, or sequencing, ABI and ENZA, not efficacious (due to cross-resistance)

Molecular sub-classification is key to beqin stratified approaches to treatment — along
with availability of drugs that specifically target biomarker-defined cancer vulnerabilities




Genetic Features of CRPC

Dlsjicen oA ® AR-VY
signaling e Resistance to AR inhibitors
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oncotypel ) X

AR-V7 Nucleus Detect

powered by Epic Sciences

A more tailored
treatment




