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What is mCRPC?

- Shows resistance to standard ADT and ARPI’s

Mechanisms include;

- Mutations in Androgen Receptor (AR)

- High Heterogeneity

- Switch to a neuroendocrine subtype - emergent
neuroendocrine prostate cancer (t-NEPC)
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Precision Oncology Tools For mCRPC
(1) Tumour DNA Sequencing

(2) HER2 IHC testing

(3) Tumour RNA Expression Testing
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Tumour DNA Sequencing For mCRPC
(1) Parp Inhibitors (PARPi’S)

(2) High Tumour Mutation Burden (TMB)
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PARP Inhibitors For mCRPC

PARP inhibitors trap the PARP-1 protein at DNA mutations
preventing DNA repair, replication, and transcription.

Results in increased DNA single-strand breaks (SSBs) which
are converted into toxic double-strand breaks (DSBs).

The cancer cell cannot repair the DSBs and dies.
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PARPi’s For mCRPC

In order for these drugs to work, the tumour must have
mutations in Homologous Recombination Repair (HRR) genes.

The following slide shows the HRR genes and their rate of
occurrence in mCRPC's.
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HRR Genes Targeted By PARPi’s I
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FDA Approved PARPi’s For mCRPC

Olaparib - Approved in 2020 for mCRPC who have genomic
alterations in specific HRR genes and in combination with
Abiraterone for BRCA-mutated mCRPC patients.

Rucaparib - Approved for mCRPC with mutated
BRCA1/BRCAZ2.

Talazoparib - Approved in combination with Enzalutamide for
patients with HRR gene-mutated mCRPC.

Niraparib - Approved in combination with Abiraterone for
BRCA-mutated mCRPC.
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TALAPRO-2
First-Line Enzalutamide + Talazoparib for mCRPC

* Randomized, double-blind, placebo-controlled phase Il trial 4
£
Stratification by prior abiraterone or docetaxel for ‘/1
CSPC (yes vs no), HRR gene status (deficient vs P .
nondeficient or unknown) Talazoparib 0.5 mg QD* + =
Enzalutamide 160 mg QD —
Patients with newly / - L
diagnosed mCRPC; e
ECOG PS 0-1; samples Placebo + B
prospectively assessed for \ Enzalutamide 160 mg QD
HRR gene alterations (n=403) —
(N - 805) HRR gene alterations: BRCA1, =~ \
BRCAZ, PALB2, ATM, ATR, CHECK2,  « , N —_—
FANCA. RADS1C. NBN, MLH1, 0.35 mg if moderate renal impairment. o
MRE11A, CDK12
= Primary endpoint: rPFS by BICR = Other s.econdary endpoints: time to
cytotoxic chemotherapy, PFS2 (by R
= Key secondary endpoint: OS investigator), ORR, PROs, safety S
S

Agarwal. ASCO GU 2023. Abstr LBA17.
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TALAPRO-2
rPFS by BICR

rPFS

1.0 =

0.8 Talazoparib + Placebo +
(2]
u Enzalutamide  Enzalutamide
..E 0.6 Talazoparib + Enzalutamide (n=402) (n=403) -
Fny
5 04 Events, n 151 191
S
a 0.2 Placebo + Enzalutamide Median rPFS, mo NR (27.5-NR) 21.9(16.6-25.1)

HR: 0.63 (95% CI: 0.51-0.78) P < .0001
0.0 Median f/u, mo 24.9 24.6
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months
402 379 353 326 318 285 256 234 226 209 193 175 136 97 67 61 29 13 2 2 1 0
SEIOERSNEEY 103 346 311 279 272 237 200 185 179 154 140 124 96 68 43 42 14 3 1 1 1 0
" |nvestigator assessed rPFS HR: 0.64 (95% Cl: 0.50-0.91) P < .001
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TALAPRO-2
Overall survival in HRR MUT+ subgroup

(]
1.0
Tal ib + Enzalutamide
Fazopatt neaiamiae Talazoparib + Placebo +
0.8 Enzalutamide Enzalutamide
8 (n=200) (n=199)
E 0.6 Events, n 43 53
i= Median OS, mo NR(36.4-NR)  33.7 (27.6-NR)
jg 0.4
< Placebo + Enzalutamide
a (0.2
0.0

HR: 0.69 (95% CI: 0.46-1.03) P = .068
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Months

TALA + ENZA 402 398 388 377 368 360 344 331 313 298 288 277 223 167 136 104 59 26 10 2 1 0
403 359 387 376 360 344 326 315 301 290 280 260 200 146 117 86 42 16 6 3 1 0

= OS data at 24% mature; additional follow-up is needed

Agarwal N et al. The Lancet. 2023. doi.org/
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Patients with mCRPC

PROpel

First-line Abiraterone /Prednisone + Olaparib in mCRPC

International, randomized, double-blind phase Ill study

Stratified by metastatic disease sites (bone only vs visceral vs other);
taxane for mHSPC (yes vs no)

No prior tx for mCRPC
Ongoing ADT
Docetaxel for mHSPC allowed
No prior abiraterone
IEICOG PS D_'{ 1 for HRR mutati Placebo + Crossover from placebo to

o screening for mutations . olaparib not permitted
required, but optional biopsies and Al-nraterone 1[_1'00 mg QD +
blood collected for NGS testing Prednisone/Prednisolone 5 mg BID

(N = 796) (n = 357)

Olaparib 300 mg BID +
Abiraterone 1000 mg QD +

Prednisone/Prednisolone 5 mg BID Until radiographic progression or
(n = 399) unacceptable toxicity

—

/ N\

Primary endpoint: rPFS by investigator

Key secondary endpoints: OS, time to subsequent therapy or death, PFS2, ORR, HRRm prevalence
(retrospectively assessed), HRQol, safety
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PROpel
OS by HRR status
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ASCO Genitourinary
Cancers Symposium

Abstract # 19

BRCAAway: A Randomized Phase 2 Trial of
Abiraterone, Olaparib, or Abiraterone + Olaparib
in Patients with Metastatic Castration-Resistant

Prostate Cancer (INCRPC) bearing Homologous
Recombination-Repair Mutations (HRRm)

Maha Hussain*, MD, FACP, FASCO, Masha Kocherginsky, PhD, Neeraj Agarwal, MD, Nabil Adra, MD,

Jingsong Zhang, MD, PhD, Channing Judith Paller, MD, Joel Picus, MD, Zachery R Reichert, MD, PhD,

Russell Zelig Szmulewitz, MD, Scott T. Tagawa, MD, Timothy Kuzel, MD, Latifa Bazzi, MPH, Stephanie
Daignault-Newton, MS, Young E. Whang, MD, PhD, Robert Dreicer, MD, Ryan D. Stephenson, DO,

Matthew Rettig, MD, Daniel H. Shevrin, MD, Arul Chinnaiyan, MD, PhD, Emmanuel S. Antonarakis, MD ’
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Median PFS from Randomization to End of Crossover Treatment

Arm 1: Abiraterone = Olaparib

Arm 2: Olaparib = Abiraterone

Arm 3: Abiraterone + Olaparib

B
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Hussain M., ASCO GU 2024
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High Tumour Mutation Burden (TMB) For mCRPC

A tumor is identified as having a high TMB when it has at least
10 mutations per megabase (mut/Mb).

Pembrolizumab (a form of immune therapy) is approved for
mCRPC as part of the tumour agnostic approval for patients
with mismatch repair deficient (dAMMR), microsatellite
instability high (MSI-H) or high tumor mutational burden
(TMB) (=210 mutations per mega base (mut/Mb)) who have
progressed.
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Comparative Effectiveness of Immune Checkpoint Inhibitors
vs Chemotherapy by Tumor Mutational Burden in Metastatic
Castration-Resistant Prostate Cancer

Ryon P. Graf, PhD?; Virginia Fisher, PhD!; Janick Weberpals, RPh,
PhD?; et al.

In this comparative effectiveness study of 741 patients with
mCRPC, patients with TMB of 10 mutations per megabase
(mt/Mb) or greater had significantly longer time to next
treatment and overall survival with ICIs vs Taxanes.
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Antibody Drug Conjugates; HER2 IHC testing; and Tumour
RNA expression testing for mCRPC

HER?2 is a cell receptor that is over-expressed in a variety of
cancers.

What is an Antibody Drug Conjugate (ADC)?
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ADC Mechanism o
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Because ADC’s like T-DXd target unique receptors or cell
antigens, they can be used on any cancer that expresses HER2.

Additionally, the bystander effect of T-DXd allows it to work in
HER2-low, or tumours that don’t have the HER2 receptor on
every tumour cell.

T-DXd is only one of many ADC and we see new ones coming out
weekly!
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August 31, 2023 - FDA Grants Breakthrough Therapy

Designations to Trastuzumab Deruxtecan (T-DXd) for
HER2+ Solid Tumors

The FDA has granted 2 breakthrough therapy designations to
fam-Trastuzumab deruxtecan-nxki (Enhertu) for the treatment
of patients with unresectable or metastatic HER2-positive solid
tumors that have progressed after prior treatment and who have
no satisfactory alternative treatment options.
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Case Example: Patient with Advanced Prostate Cancer
Benefiting from T-DXd

60yr old with high-volume metastatic prostate cancer
initially received ADT /docetaxel but progressed.

Treated consecutively with six additional lines of therapy, which
each elicited a transient response followed by rapid progression.

He subsequently developed symptomatic brain metastases and
had craniotomy with tumor resection followed by radiotherapy.
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Histopathology was consistent with transformation to t-NEPC, a
particularly aggressive subtype of the already mCRPC.

[HC for HER2 showed strong expression in both the primary
prostate tumor and the brain metastasis.

After 4 cycles of T-Dxd, there was a 57% overall reduction in
tumor volume across sites, including the brain. In addition,
computed tomography showed stable bone metastases.

Blood counts and lactate dehydrogenase level normalized, and
his performance status improved, despite being recommended
for palliative hospice care several months earlier.
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RNA expression testing determines what ADCs will work for
you with a single test.

To find out more about RNA Expression testing of 20,813 Genes and identify all

possible approved ADC therapies for your cancer, visit.
https://voutu.be/HU 1uaWxNOs?si=hDzVIFp6jh]XQK6X

Educational Video on ADCs.
https://www.youtube.com /watch?v=7 cR73Ga6Sg&t=1786s
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https://youtu.be/HU_1uaWxNOs?si=hDzVIFp6jhJXQK6X
https://www.youtube.com/watch?v=7_cR73Ga6Sg&t=1786s

How can you make sure that you are getting the best
possible treatment that medical science can provide today?

Book in a one-hour one-on-one consultation with Alex to discuss
your case and what can be done to get you the best possible
treatment, click here: https://www.ctoam.com/consultation/.

Remember to hit the subscribe button on our YouTube:
www.thecancerguy.com

New educational videos are uploaded every week!
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