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Objectives

e Mechanisms of action and rationale for use of targeted agents in gynecologic malignancies

e PARP inhibition and its utility in managing ovarian cancer

e Discuss select key studies in advanced ovarian cancer incorporating the use of PARP inhibitors and
their impact on the treatment of ovarian cancer patients

e Discuss specific cases and treatment options in ovarian cancer

Key Takeaways

e Most of the attendees (80%) use both germline and somatic testing to determine an ovarian cancer
patient’s mutational status.

e One of the attendees indicated that their practice has started ordering somatic testing at the same
time as germline testing and stated that they usually receive somatic testing results faster than
germline.

e One attendee shared that she has had a patient who experienced severe olaparib-related pneumonitis,
which was concerning because it was unexpected compared to some of the more common side
effects.

e A couple of the attendees stated that they typically use rucaparib for second-line platinum-sensitive
ovarian cancer, while olaparib is usually given in the first line in this setting,

e The attendees thought that nausea was a big concern with PARP inhibitors because it is a medication
that is take daily.

e  One attendee indicated that many patients prefer a watch-and-wait approach when it comes to
maintenance therapy because there is no survival advantage with maintenance therapy and because of
the potential side effects of therapy.

e  One attendee stated that her practice does not use rucaparib, but this was not for any particular
reason. She also stated that niraparib can be challenging due to the laboratory requirements every
week for the first month or two.

e The attendees stated that they have not had to take any patients off a PARP inhibitor due to toxicity.

e One of the attendees indicated that due to thrombocytopenia concerns, her practice never starts
patients at the starting dose of niraparib.

e A few attendees shared that they do not use PARP inhibitors in patients who do not have a either a
BRCA mutation or HRD-positive disease. Others indicated that this decision depends on discussion
with patients.

e The attendees agreed that sometimes one’s choice of treatment can come down to which
pharmaceutical rep visits most often and provides the best education and services.

e One attendee was complimentary of rucaparib’s quick start program.



Summary

Introduction and Objectives

This dinner discussion event was moderated by Dr. Bhavana Pothuri, Associate Professor at the NYU School
of Medicine and Director of Gynecologic Oncology Clinical Trials at the Laura and Isaac Perlmutter Cancer
Center. The attendees for this program included medical oncologists and other healthcare practitioners from
within the greater New York area.

At the beginning of this meeting the objectives were reviewed, and the attendees were asked a number of
initial questions via audience response system (ARS) polling software in order to help determine the
attendees’ familiarity with ovarian cancer and their current understanding of the use of PARP inhibitors for
the treatment of patients with ovarian cancer.

ARS Question 1

Which of the following most closely describes your practice setting?
e 40% — Community, covering a range of cancers
e 0% — Community, specializing in ovarian cancers
e 0% — Academic, specializing in a range of cancers
e 60% — Academic, specializing in ovarian cancers
e 0% — Other

ARS Question 2

Do the medical oncologists in your practice typically treat ovarian cancer?
e  50% — Yes
e 0%—No
e 0% — Refer to GYN oncologist

e 50% — Sometime treat, sometimes refer to a GYN oncologist

ARS Question 3

Do you treat your ovarian cancer patients or refer them to a GYN oncologist?
e 80% — I treat my ovarian cancer patients

e 20% — I refer my ovarian cancer patients to a GYN oncologist

ARS Question 4

How many new ovarian cancer patients have you seen in the past six months?

e 20%-0-3

e 0%-46

e 20%-7-9

e  40% —10-12
e 0% -—13-15

o  20% —>15



ARS Question 5

How confident are you in your ability to differentiate the PARP inhibitors currently approved to treat ovarian
cancer?

e 0% — Not confident

e 20% — Somewhat confident

e 60% — Confident

e 20% — Very confident

ARS Question 6

For which patient with ovarian cancer would treatment with PARP inhibitor maintenance be appropriate
following response to second-line platinum-based chemotherapy?

e 0% — Only BRCA(mut) and BRCA(wt) with HRD-positive disease

e 0% — Only BRCA(wt), regardless of HRD status

e 100% — All patients, regardless of BRCA and HRD status

e 0% — Only BRCA(mut)

e 0% — Not sure

Attendee Feedback

Aside from the ARS question results, there was not additional attendee feedback during this section of the
meeting.

Mechanism of Action and Rationale for Targeted Agents in Gynecologic Malignancies

During this section of the meeting, Dr. Pothuri reviewed a timeline of the currently approved agents for the
treatment of ovarian cancer, including the recent addition of PARP inhibitors. She also provided an overview
of the studies that led to the approval of targeted therapies for ovarian cancer and discussed the mechanisms
of action of PARP inhibitors and their role in homologous recombination deficiency (HRD). She emphasized
the important need of ovarian cancer treatments, stating that while ovarian cancer accounts for less than 50%
of all GYN malignancies, it is responsible for >50% of GYN cancer—related deaths.

There was also some discussion and ARS questions around the use of mutational testing for ovarian cancer.

ARS Question 7

When requesting BRCA mutation testing on your ovarian cancer patients, what type of test do you request?
e 20% — Germline (blood or saliva) testing alone
e 0% — Somatic (tumor tissue) testing alone
e 80% — Both somatic and germline testing

e 0% — I don’t regularly request BRCA mutation testing



ARS Question 8

Do the genetic testing results you receive differentiate between BRCA 1 & 27
e 100% — Yes
e 0%-No
e 0% — Not sure

Attendee Feedback

One attendee indicated that when he sees patients they have already seen a genetic counselor and have
received genetic testing for ovarian cancer. Another attendee stated that because germline mutational testing
results take so long to receive, their practice has started ordering somatic testing at the same time, the results
of which are usually received faster than germline testing results.

One of the attendees asked whether somatic testing along with germline testing is now the standard of care,
and Dr. Pothuri shared her belief that due to the results of the SOLO-1 data and subsequent approval of
olaparib in the first-line maintenance setting, using somatic testing along with germline is standard of care.

PARP Inhibition and Its Utility in Managing Ovarian Cancer

Dr. Pothuri began this section of the meeting by asking a few ARS and discussion questions aimed at
understanding the attendees’ primary considerations when prescribing PARP inhibitors to treat patients with
ovarian cancer.

ARS Question 9

What is your primary consideration when choosing to treat ovarian cancer patients with a PARP inhibitor?
e 50% — Improved efficacy in BRCA-mutated disease
e 0% — Improved efficacy in BRCA wild-type disease
e 25% — Tolerability concerns
e 25% — Efficacy and tolerability
e 0% — Patient preference
e 0% — Financial considerations
e 0% — Other

ARS Question 10

Which of the following adverse event is most concerning when prescribing PARP inhibitors?
o (0% — Anemia
o 0% — Cardiac issues
o 20% — Fatigue
e  40% — Nausea
e 0% — Neutropenia



e 0% — Renal/hepatic impairment
e 40% — Thrombocytopenia

e 0% — Vomiting

e 0% — Other

After these baseline questions were answered, Dr. Slomovitz briefly summarized the FDA-approved
maintenance treatment indications for ovarian cancet, including bevacizumab, olapatib, niraparib, and
rucaparib. She then reviewed a typical treatment paradigm for incorporating these treatments in patients with
ovarian cancer.

Dr. Pothuri also provided an overview of the studies that led to the approval of PARP inhibitors in ovarian
cancer, including the NOVA study of niraparib; Study 42 of olaparib; and Study 10 and ARIEL2 of rucaparib.
She then presented the adverse event data available in theses studies and asked a few ARS questions that were
posed earlier in order to determine whether there was any change in opinion among the attendees.

ARS Question 11

For which patient with ovarian cancer would treatment with PARP inhibitor maintenance be appropriate
following response to second-line platinum-based chemotherapy?

e 0% — Only BRCA(mut) and BRCA(wt) with HRD-positive disease
e 0% — Only BRCA(wt), regardless of HRD status

e 100% — All patients, regardless of BRCA and HRD status

e 0% — Not sure

Attendee responses remained the same for question 11 compared to question 6.

ARS Question 12

What is your primary consideration when choosing to treat ovarian cancer patients with a PARP inhibitor?
e 0% — Improved efficacy in BRCA-mutated disease
e 0% — Improved efficacy in BRCA wild-type disease
e 0% — Tolerability concerns
e 80% — Efficacy and tolerability
e 0% — Patient preference
e 20% — Financial considerations
e 0% — Other

Attendee responses moved more toward tolerability issues and financial considerations in question 12
compared to question 9.

ARS Question 13

Which of the following adverse event is most concerning when prescribing PARP inhibitors?
o 20% — Anemia
o (0% — Cardiac issues

e 20% — Fatigue



e 80% — Nausea

e 0% — Neutropenia

e 0% — Renal/hepatic impairment
e 0% — Thrombocytopenia

e 0% — Vomiting

e 0% — Other

Thrombocytopenia decreased and nausea increased as answer options in question 13 compared to question
10.

ARS Question 14

In your experience with the PARP inhibitors for recurrent platinum-sensitive ovarian cancer, which drug have
you obsetved grade 3/4 hematologic adverse events most consistently?

e 40% — Niraparib

e 0% — Olaparib

e 0% — Rucaparib

e 60% — They are about the same in my experience

ARS Question 15

A 58-year-old woman is diagnosed with stage IIIC partially debulked ovarian cancer. She is treated with
carboplatin and paclitaxel. No bevacizumab maintenance has been given. She relapsed after 12 months and
has achieved a second response to platinum-based chemotherapy. What would you do next?

o (0% — Observe

o 0% — Recommend bevacizumab maintenance

o 80% — Recommend a PARP inhibitor

o 20% — Recommend bevacizumab and a PARP inhibitor
o (0% — Not sure

ARS Question 16

Would your answer change if this patient relapsed after 18 months instead of 12 months?
e 0% — I would be more likely to recommend bevacizumab maintenance
e 60% — I would be more likely to recommend a PARP inhibitor
e 0% — I would be more likely to recommend bevacizumab and a PARP inhibitor

e 40% — No, my answer would not change

Attendee Feedback

One attendee shared that she had a patient who experienced sever olapatib-related pneumonitis, which was
concerning because it was unexpected compared to some of the more common side effects. The attendees
thought that nausea was a big concern with PARP inhibitors because it is a medication that is take daily.
These attendees stated that they have not had to take any patients off a PARP inhibitor due to toxicity.



A couple of the attendees stated that they typically use rucaparib for second-line platinum-sensitive ovarian
cancer, while olaparib is usually given in the first line in this setting. One attendee stated that her practice does
not use rucaparib, but this was not for any particular reason. She also stated that niraparib can be challenging
due to the laboratory requirements every week for the first month or two.

One attendee indicated that many patients prefer a watch-and-wait approach when it comes to maintenance
therapy because there is no survival advantage with maintenance therapy and because of the potential side
effects of therapy.

Select Key Studies in Ovarian Cancer

In this section of the program, Dr. Pothuri asked a couple of initial ARS question and then reviewed the data
of 2 select key studies: (1) the ARIELS3 study of rucaparib second-line maintenance therapy in BRCA-mutated
as well as wild-type ovarian cancer and (2) the SOLO-1 trial of olaparib monotherapy in patients with BRCA-
mutated ovarian cancer following first-line platinum-based chemotherapy.

ARS Question 17

In your experience, what percentage of your ovarian cancer patients who are treated with a PARP inhibitor
achieve a CR?

e 25% — >30%

e 0% — 26%-30%
o 25% —21%-25%
o 25% — 16%-20%
o 25% — 11%-15%
e 0% — 5%-10%

e 0% —<5%

ARS Question 18

In your experience, what percentage of your ovarian cancer patients who are treated with a PARP inhibitor
achieve a PR?

o 0% —>30%

e  100% — 26%-30%
o 0% —21%-25%

e 0% —16%-20%

e 0% -11%-15%

e 0% —5%-10%

o 0% —<5%

Attendee Feedback



One of the attendees indicated that due to thrombocytopenia concerns, her practice never starts patients at
the starting dose of niraparib. Another attendee stated that her practice does not use PARP inhibitors in any
patients who do not have a BRCA mutation or HRD-positive disease.

Case-Based Discussion

In the final portion of this program, Dr. Slomovitz reviewed 3 ovarian cancer patient cases and asked the
attendees to via ARS to choose what their preferred treatment option would be.

Case 1

e A 48-year-old woman presents with increased abdominal swelling.

e CT scan shows carcinomatosis and CT-guided biopsy reveals high-grade serous ovarian cancer.
e The patient receives neoadjuvant chemotherapy followed by interval cytoreduction.

e  Germline testing is performed and reveals BRCA mutation.

e The patient receives 6 cycles of platinum-based therapy with carboplatin/paclitaxel.

What would be your preferred maintenance therapy for this patient?
e 0% — Bevacizumab
e 0% — Niraparib
e 80% — Olaparib
e 20% — Rucaparib
e 0% — Other

e (0% — No treatment

Case 2

e A (8-year-old woman presents with ovarian cancer.

e She receives 6 cycles of carboplatin/paclitaxel and achieves a complete response.
e 15 months later, the patient presents with elevated CA-125.

e (T scan reveals abdominal carcinomatosis.

e The patient received germline BRCA testing, which was negative.

e However, somatic testing reveals homologous recombination repair deficiency.

What would be your preferred treatment option for this patient?
e 0% — Bevacizumab
e 20% — Niraparib
e 20% — Olaparib
e 60% — Rucaparib
e 0% — Other

e (0% — No treatment



Case 3

e A 75-year-old woman presents with recurrent ovarian cancer.
e She previously received 6 cycles of platinum-based therapy with carboplatin/paclitaxel.
e 18 months after initial treatment, germline testing reveals wild-type BRCA.

e No homologous repair deficiency is detected.

What would be your preferred treatment option for this patient?
e 33% — Bevacizumab
e 0% — Niraparib
e 67% — Olaparib
e 0% — Rucaparib
e 0% — Other

o (0% — No treatment

Attendee Feedback

For the most part the attendees were in consensus regarding their approach to treatment in case a
1.

One patient chose niraparib for case 2 because she thought she had a little more experience using this
therapy; however, the attendees agreed that all options would probably be appropriate depending on the
patient.

Another attendee stated that sometimes one’s choice of treatment can come down to which pharmaceutical
rep visits the most often and provides the best education and services.

Olaparib reps have historically been seen more often; however, one attendee said that his rucaparib rep has
worked well with him, and therefore he has been prescribing rucaparib more often. One attendee was
complimentary of rucaparib’s quick start program.



ARS Results

1.

Which of the following most closely describes your practice setting?

40% — Community, covering a range of cancers

0% — Community, specializing in ovatrian cancers

0% — Academic, specializing in a range of cancers

60% — Academic, specializing in ovarian cancers

e 0% — Other

Do the medical oncologists in your practice typically treat ovarian cancer?
e  50% — Yes

0% — No

0% — Refer to GYN oncologist

e 50% — Sometime treat, sometimes refer to a GYN oncologist

Do you treat your ovarian cancer patients or refer them to a GYN oncologist?
e 80% — I treat my ovarian cancer patients

e 20% — I refer my ovarian cancer patients to a GYN oncologist
How many new ovarian cancer patients have you seen in the past six months?

e 20%-0-3

e 0%-—4-6

e 20%-7-9

e 40% —10-12
e 0% —13-15
o 20%—>15

How confident are you in your ability to differentiate the PARP inhibitors currently approved to treat
ovarian cancer?

e 0% — Not confident

e 20% — Somewhat confident

e 60% — Confident

e 20% — Very confident

For which patient with ovarian cancer would treatment with PARP inhibitor maintenance be appropriate
following response to second-line platinum-based chemotherapy?

e 0% — Only BRCA(mut) and BRCA(wt) with HRD-positive disease

e 0% — Only BRCA(wt), regardless of HRD status

e 100% — All patients, regardless of BRCA and HRD status

e 0% — Only BRCA(mut)

e 0% — Not sure

When requesting BRCA mutation testing on your ovarian cancer patients, what type of test do you
request?

e 20% — Germline (blood or saliva) testing alone

e 0% — Somatic (tumor tissue) testing alone

e 80% — Both somatic and germline testing

e 0% —I don’t regularly request BRCA mutation testing

Do the genetic testing results you receive differentiate between BRCA 1 & 2?

e 100% — Yes



10.

11.

12.

13.

e 0%—No

e 0% — Not sure

What is your primary consideration when choosing to treat ovarian cancer patients with a PARP
inhibitor?

e 50% — Improved efficacy in BRCA-mutated disease

e 0% — Improved efficacy in BRCA wild-type disease

e 25% — Tolerability concerns

e 25% — Efficacy and tolerability

e 0% — Patient preference

e 0% — Financial considerations

e 0% — Other

Which of the following adverse event is most concerning when prescribing PARP inhibitors?
e 0% — Anemia

e 0% — Cardiac issues

e 20% — Fatigue

e 40% — Nausea

e 0% — Neutropenia

e 0% — Renal/hepatic impairment

e 40% — Thrombocytopenia

e 0% — Vomiting

e 0% — Other

For which patient with ovarian cancer would treatment with PARP inhibitor maintenance be appropriate
following response to second-line platinum-based chemotherapy?

e 0% — Only BRCA(mut) and BRCA(wt) with HRD-positive disease

e 0% — Only BRCA(wt), regardless of HRD status

e 100% — All patients, regardless of BRCA and HRD status

e 0% — Not sure

What is your primary consideration when choosing to treat ovarian cancer patients with a PARP
inhibitor?

e 0% — Improved efficacy in BRCA-mutated disease

e 0% — Improved efficacy in BRCA wild-type disease

e 0% — Tolerability concerns

e 80% — Efficacy and tolerability

e 0% — Patient preference

e 20% — Financial considerations

e 0% — Other

Which of the following adverse event is most concerning when prescribing PARP inhibitors?
e 20% — Anemia

e 0% — Cardiac issues

o 20% — Fatigue

e 80% — Nausea

e 0% — Neutropenia

e 0% — Renal/hepatic impairment

e 0% — Thrombocytopenia



e 0% — Vomiting
e 0% — Other
14. In your experience with the PARP inhibitors for recurrent platinum-sensitive ovarian cancer, which drug
have you observed grade 3/4 hematologic adverse events most consistently?
e 40% — Niraparib
e 0% — Olaparib
e 0% — Rucaparib
e  60% — They are about the same in my experience
15. A 58-year-old woman is diagnosed with stage II1C partially debulked ovarian cancer. She is treated with
carboplatin and paclitaxel. No bevacizumab maintenance has been given. She relapsed after 12 months
and has achieved a second response to platinum-based chemotherapy. What would you do next?

o 0% — Observe

o 0% — Recommend bevacizumab maintenance

o 80% — Recommend a PARP inhibitor

o  20% — Recommend bevacizumab and a PARP inhibitor

e 0% — Not sure
16. Would your answer change if this patient relapsed after 18 months instead of 12 months?

0% — I would be more likely to recommend bevacizumab maintenance
e 60% — I would be more likely to recommend a PARP inhibitor
e 0% — I would be more likely to recommend bevacizumab and a PARP inhibitor
e 40% — No, my answer would not change
17. In your experience, what percentage of your ovarian cancer patients who are treated with a PARP
inhibitor achieve a CR?
o 25% —>30%
o 0% —26%-30%
o 25% —21%-25%
o 25% —16%-20%
e 25% —11%-15%
e 0% — 5%-10%
e 0%-—<5%
18. In your experience, what percentage of your ovarian cancer patients who are treated with a PARP
inhibitor achieve a PR?
e 0% —>30%
e 100% — 26%-30%
o 0% —21%-25%
e 0% —16%-20%
o 0% —11%-15%
e 0% —5%-10%
e 0% —<5%

Case 1 ARS

e A 48-year-old woman presents with increased abdominal swelling.

e CT scan shows carcinomatosis and CT-guided biopsy reveals high-grade serous ovarian cancer.



e The patient receives neoadjuvant chemotherapy followed by interval cytoreduction.
e  Germline testing is performed and reveals BRCA mutation.

e The patient receives 6 cycles of platinum-based therapy with carboplatin/paclitaxel.

1. What would be your preferred maintenance therapy for this patient?
e 0% — Bevacizumab
e 0% — Niraparib
e 80% — Olaparib
e 20% — Rucapatib
e 0% — Other

o (0% — No treatment

Case 2 ARS

e A 68-year-old woman presents with ovarian cancer.

e She receives 6 cycles of carboplatin/paclitaxel and achieves a complete response.
e 15 months later, the patient presents with elevated CA-125.

e (T scan reveals abdominal carcinomatosis.

e  The patient received germline BRCA testing, which was negative.

e However, somatic testing reveals homologous recombination repair deficiency.

1. What would be your preferred treatment option for this patient?
e 0% — Bevacizumab
e 20% — Niraparib
e 20% — Olaparib
e 60% — Rucaparib
e 0% — Other

o (0% — No treatment

Case 3 ARS

e A 75-year-old woman presents with recurrent ovarian cancer.

e She previously received 6 cycles of platinum-based therapy with carboplatin/paclitaxel.
e 18 months after initial treatment, germline testing reveals wild-type BRCA.

e No homologous repair deficiency is detected.

1. What would be your preferred treatment option for this patient?
e 33% — Bevacizumab
e 0% — Niraparib
e 67% — Olaparib
e 0% — Rucaparib
e 0% — Other

o (0% — No treatment



