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Discussion Question

What type of genetic testing (eg, germline versus somatic, 
panel versus one-off, homologous recombination deficiency) 
should be ordered for patients with newly diagnosed 
advanced ovarian cancer? Which patients should be offered 
PARP inhibitor maintenance therapy? How do you choose 
among olaparib, olaparib/bevacizumab and niraparib?



1. What type of genetic testing (eg, germline versus somatic, panel versus one-off, 
HRD) should be ordered for patients with newly diagnosed advanced ovarian cancer? 

Newly diagnosed ovarian cancer:

• Germline sequencing via a panel test as soon as the diagnosis is made:  
we do rapid genetic testing, and I can get a germline test ordered and 
done within one day
Allows patient and her family to start planning for cascade testing and 
then consider risk reducing measures
Patient:  if +, additional testing (i.e.MMG) and getting ready to add PARPi
after completion of chemotherapy

• If adequate tissue on the initial biopsy:  I will order NGS and Myriad HRD
If not enough tissue from initial biopsy:  I order using the cancer tissue 
from cytoreductive surgery
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1. Who should be offered PARP inhibitor maintenance? 

• BRCA+ (either germline or somatic): everyone – 2 yrs of olaparib, 
if on bev, then olaparib/bev if bev is planned to be continued as maintenance

• BRCA neg and HRD+: will discuss with patient, but lean towards 
recommending PARPi

• BRCA neg and HRP: will discuss with patient, tend to move to bev alone in this 
setting unless dramatic response to platinum chemotherapy or perhaps HRD 
score is just under ”+.”

• BRCAneg and HRD test not able to be done: will discuss risks and benefits 
with patient

ESMO 2022 and J Clin Oncol 41:609-617, 2022 

Chalk Talk -- Ursula Matulonis, MD



1. How do 
you choose 
among 
olaparib, 
olaparib/
bevacizumab 
and 
niraparib?

ESMO 2022 and J Clin Oncol 41:609-617, 2022 
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ESMO 2022 and J Clin Oncol 41:609-617, 2023 

For BRCAm ovarian cancer
SOLO1: Standard of care to 
use olaparib maintenance for 
2 yrs in BRCAm ovarian ca

PRIMA: tested 3 yrs of 
niraparib; OS data not 
available yet
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ESMO 2022 and J Clin Oncol 41:609-617, 2023 

PAOLA-1:
OS improvement trend for 
olaparb/bev vs bev alone
in BRCAm and 
HRD+/BRCAwt:
Recommend adding olaparib
to bev in these situations

Poorer OS trend for 
olaparib/bev in HRP patients:
no FDA approval: do not use!

For BRCAm ovarian cancer
SOLO1: Standard of care to 
use olaparib maintenance for 
2 yrs in BRCAm ovarian ca

PRIMA: tested 3 yrs of 
niraparib; OS data not 
available yet

1. How do 
you choose 
among 
olaparib, 
olaparib/
bevacizumab 
and 
niraparib?
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Discussion Question

What role, if any, do PARP inhibitors have in the 
management of relapsed ovarian cancer? What do you 
make of the recent withdrawal of various later-line 
indications for PARP inhibitors? Do you ever rechallenge 
with a PARP inhibitor in patients who have experienced 
disease progression on or after PARP inhibition?



2. What role, if any, do PARP inhibitors have for patients with relapsed ovarian cancer? 
What do you make of the recent withdrawal of various later-line PARP inhibitor 
indications? 

Drug upfront 
maintenance, 
single agent

upfront 
maintenance, 
with bev

platinum sensitive 
relapse

Treatment for 
relapsed BRCAm
ov ca

olaparib YES: BRCAm YES:  only for 
BRCAm and HRD+

YES: all patients Rescinded in 2022

niraparib YES:  all comers No FDA approval YES: Just BRCAm

BRCAwt and HRD 
rescinded in 2022

Rescinded in 2022

rucaparib No FDA approval No FDA approval YES: just BRCAm

BRCAwt and HRD 
rescinded in 2022

Rescinded in 2022

Dear health care provider letters: Olaparib 8/10/22, Rucaparib June 2022, Niraparib 9/22
ARIEL4, ESMO 2022; SOLO3, IGCS 2022, NOVA OS SGO 2022, ARIEL3 IGSC 2022
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Question 2 continued: Do you ever rechallenge with a PARP inhibitor in 
patients who have experienced disease progression on or after prior 
PARP inhibition?

OReO study:  Despite + PFS results in both BRCAm and BRCAwt
patients, no OS data is available and there are now risks of inducing 
treatment resistance mechanisms and toxicity risks of AML/MDS

Would not rechallenge with a PARPi in patients whose cancer progressed 
on a PARPi.  

Pujade-Lauraine, ESMO 2021
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Discussion Question

Do you anticipate that PARP inhibitor/immune checkpoint 
inhibitor combination strategies will eventually have a role in 
the treatment of advanced ovarian cancer? If so, how do you 
anticipate that these combinations will eventually be used? 



3. Do you anticipate that PARP inhibitor/immune checkpoint inhibitor combination 
strategies will eventually have a role in advanced ovarian cancer? If so, how do you 
anticipate that these combinations will eventually be used?

Trial and 
NCT#

Phase Drug combination Patient group ORR median PFS median OS

Platinum sensitive recurrence 

Mediola1,2 II durvalumab/
olaparib 

non-gBRCA 34.4% (95% CI 
18.6-53.2)

5.5 months 
(95% CI 3.6-
7.5)

26.1 months 
(95% 18.7-non-
calculable)

durva/olaparib/bev 87.1%
(95% CI 70.2-96)

14.7 months 
(95% CI 10.0–
18.1)

31.9 months 
(95% CI 22.1-
non-calculable)

durvalumab/
olaparib

gBRCA DCR at 12 wks: 
81.3% 
(90% CI 66.3, 91.5). 

11.1 months
(95% CI 8.2, 
15.6)

NR

Javelin PARP 
Medley3

II Talazoparib/
Avelumab

non-gBRCA 20% (5.7-43.7) 7.2 (4-9.1) NR
gBRCA 63.6% (30.8-89.1%) NR (7.2-NE) NR

NE= not estimable
NR = not reported

1.Drew et al, ESMO 2020  2. Banerjee et al, ESMO 2022
3. Yap et al, JAMA Oncology 2023
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Platinum resistant recurrence 

Study Phas
e 

Drugs tested Patient group ORR Median PFS Median OS

TOPACIO1 I/II niraparib and 
pembrolizumab

62 pts, non-gBRCA
needed a response lasting at 
least 6 months to first-line 
platinum-based therapy but 
were considered to have 
platinum-resistant disease; 
up to 4 prior lines of tx

18% (90% CI, 
11%-29%)

3.4 months (95% 
CI, 2.1-5.1 months 

NR

OPAL2 II niraparib/
dostarlimab/
bevacizumab

non-gBRCA
up to 2 prior lines of tx
no prior PARPi or ICI

17.9% [90% 
CI, 8.7%-
31.1%

Prior Bev:  6%

7.6 months (95% 
CI, 4.2-10.6

Not 
reported

MOONSTONE3 II niraparib and 
pembrolizumab

non-gBRCA
up to 3 prior lines

12% 2.1 (95% 2.0–2.2) not 
reported

1.Konstantinopoulos et al, JAMA Onc 2019, 2. Liu et al, SGO 2021, 3. Randall et al, ASCO 2022
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Phase III upfront treatment studies testing PARPi/ICI and 
all awaiting read-outs
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Discussion Question

Given its recent FDA approval, how are you incorporating 
mirvetuximab soravtansine into the treatment of advanced 
ovarian cancer? How do you monitor for and manage common 
adverse events, including ocular toxicity, with this drug? 



4. Given its recent FDA approval, how are you incorporating mirvetuximab soravtansine into the 
treatment of your patients with advanced ovarian cancer? 

SORAYA:  106 pts enrolled;  Mirvetuximab tested as a single agent; dose is 6 mg/kg by 
adjusted ideal body weight

Mirvetuximab is an antibody-drug conjugate comprised of an FRa-binding antibody, 
cleavable linker, and a maytansinoid DM4 payload, a potent tubulin-targeting agent
Eligibility:  Platinum resistant ovarian cancer, high grade serous histology, all had received 
prior bevacizumab and had received up to 3 prior lines of chemotherapy: cancers had to be 
folate receptor alpha +, i.e. IHC ≥75% 2-3+ FR alpha + (testing available thru Caris, 
LabCorp, and Neogenomics)

ORR confirmed response rate:  32.4%
Median Duration of response:  6.9 months

Subset analyses:  1-2 or 3 prior lines of treatment and prior PARPi use
Neither impacted the ORR or DOR

Matulonis et al, JCO 2023
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Investigator-Assessed Objective Response Rate by 
Prior Therapy

Subgroups ORR (%)
Number of prior lines 

of therapy
Prior exposure 

to PARPi†

(22.4, 49.9)*
(18.3, 44.3)*

(24.7, 52.8)*

(15.9, 41.7)*

1–2 lines 3 lines Yes No

(23.6, 42.2)*

N=105

Overall population
ORR

N=51 N=53 N=50 N=51

Matulonis et al, SGO 2022, ASCO 2022, IGCS 2022
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Investigator-Assessed Duration of Response by 
Prior Therapy
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N=34

(5.6, 8.1)* (4.2, 8.1)*
(3.5, NR)*

(3.5, 8.1)* (3.0, NR)*

Subgroups mDOR (months)
Number of prior lines 

of therapy
Prior exposure 

to PARPi†

1-2 lines 3 lines Yes No

Overall population
mDOR

N=18 N=16 N=19 N=14

6.9 5.9 7.0
5.7 5.9

Matulonis et al, SGO 2022, ASCO 2022, IGCS 2022
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Investigator-Assessed Duration of Response for Patients With Complete and 
Partial Responses:  Most responses occurred at first radiographic assessment

Data cutoff: March 3, 2022.
CI, confidence interval; mDOR, median duration of response.

mDOR: 6.9 months
(95% CI: 5.6, 8.1)

Matulonis et al, SGO 2022, ASCO 2022, IGCS 2022, JCO 2023
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Treatment-Related Adverse Events
• Adverse events were primarily low-grade, reversible ocular and gastrointestinal events

No alopecia, 13% grade 1 or 2 neuropathy
13% risk of neutropenia, grade 1 or 2; 2% gr 3 

• Ocular toxicities occur because of off-target effects on the cornea, with primary involvement of the corneal epithelium 
which leads to blurred vision and can be associated with microcystic keratopathy

• Eye exam, including slit lamp exam and visual acuity, needs to be done prior to receiving mirvetuximab and then 
every 2 cycles by either optometrist or an ophthalmologist, for the first 8 cycles, then as clinically indicated. 

• ~9% risk of infusion related reaction 

Matulonis et al, SGO 2022, ASCO 2022, IGCS 2022, JCO 2023, Mirv PI

How do you monitor for and manage common adverse events, including ocular toxicity, with this drug?
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NCCN Ovarian cancer guidelines 1.23
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Mirvetuximab combined with bevacizumab
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Results have led to a 2B recommendation 
by the National Comprehensive Cancer 
Network (NCCN) ovarian cancer 
committee Jan 2023

O’Malley et al, Gyn Onc 2023

Combined Mirvetuximab and Bevacizumab for platinum resistant ovarian cancer
with varying levels of Folate receptor alpha

44% confirmed ORR , median DOR 9.7 months,
and mPFS 8.2 months

Efficacy was also seen at lower levels of 
FR alpha expression 
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Discussion Question

Based on available data, do you anticipate that upifitamab
rilsodotin will eventually receive regulatory approval for 
the treatment of advanced ovarian cancer? If so, how do 
you envision sequencing this drug relative to currently 
available therapies?



5. Based on available data, do you anticipate that upifitamab rilsodotin will eventually 
receive regulatory approval for the treatment of advanced ovarian cancer? 

Depends on the outcomes of ongoing trials

Upifitamab rilsodotin is an ADC that targets NaPi2b and is being tested in relapsed high grade 
serous ovarian cancer

Payload of UpRi is auristatin F-HPA (proprietary dolalock payload)
High levels expression of NaPi2b probably have higher ORR; ongoing studies will help solve this

SGO 2022 presentation showed data from Phase I expansion cohorts:  36 versus 43 mg/m2 dosing
43 mg/m2 had higher toxicities:  ~15% rate of pneumonitis
36 mg/m2:  ~7% rate of grade I or II pneumonitis 

Efficacy data on 25 pts (36 mg/m2): confirmed ORR 44% NaPi2b high and 36% RR in all comers
DOR ~5 months

Richardson et al, SGO 2022
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Open UpRi trials

UPLIFT (ENGOT-ov67/GOG-3048)
NCT 03319628
UpRi 36 mg/m2 IV every 4 weeks
Platinum resistant, high grade serous ovarian cancer, up to 4 lines of prior treatment
enrollment: 100 pts NaPi2b-high; 80 pts with lower levels of NaPi2b
Primary endpoint: confirmed ORR, secondary endpoints DOR and safety

UPNEXT (GOG-3049/ENGOT-OV71-NSGO-CTU)
NCT05329545
Randomized phase III study of UpRi versus placebo
Platinum sensitive recurrence, NaPi2b expression high, HGSC, requires CR, PR or SD as best 
response following platinum

UPGRADE 
NCT04907968
Phase I study that combines different agents with UpRi (carboplatin)
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If multiple ADCs are approved, how do you envision sequencing 
this drug relative to currently available therapies?
Will test all cancers for various markers at initial diagnosis:  
i.e. Folate receptor alpha, NaPi2b (if approved), HER2 (if approved)

Need to determine if marker expression changes from new dx to recurrent dx (FR alpha does 
not change, NaPi2b appears not to) 

Determine biomarker expression levels and match appropriate drug(s) to the patient

Avoid overlapping toxicities that the patient already has, exhibited in the past, and toxicities 
you want to avoid:    i.e. neuropathy, myelosuppression, pneumonitis

Trials will need to be done to understand ADC resistance mechanisms and to test sequencing.  
Will using an anti-microtubule agent (MMAF, MMAE, DM1, DM4) impact use of a future anti-
microtubule drug?  the same with a Topoisomerase inhibitor agent (DXd, SN-38)?
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Thank you!

Thank you!!!


