Gynecologic Cancer InterGroup (GCIG) Consensus: In 2011, the GCIG published a consensus statement

recommending PFS as the preferred primary endpoint for phase lll trials in first-line therapy of ovarian cancer.
Stuart, G. C,, et al. (2011). 2010 Gynecologic Cancer InterGroup (GCIG)

FDA Guidance: The U.S. Food and Drug Administration (FDA) has recognized PFS as an acceptable endpoint for
ovarian cancer trials, particularly in the context of maintenance therapy.

FDA Guidance for Industry: Clinical Trial Endpoints for the Approval of Cancer Drugs and Biologics (2018)

PFS endpoints allow for shorter trial durations and smaller sample sizes compared to OS endpoints, facilitating
more efficient drug development.

Matulonis, U. A., et al. (2016). Ovarian cancer: state of the science. Nature Reviews Cancer, 16(5), 265-282.

PFS is widely accepted as preferred primary endpoint.
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A greater OS benefit than PFS benefit
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an OS benefit without a significant PFS improvement.
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Neoadjuvant and adjuvant pembrolizumab
in advanced high-grade serous carcinoma:
the randomized phase Il NeoPembrOV
clinical trial

The median progression-free survival (PFS) was similar
between the two treatment arms, with 20.8 months for
standard care and 19.4 months for the investigational
arm.

However, overall survival (OS) favored the investigational
arm, with a median OS of 49.8 months compared to 35.3
months in the standard care arm.

PFS probability

umab

OS probability

CP alone CP + pembrolizumab

(n = 30) (n = 61)
PFS events, n (%) 24 (80) 49 (80)
Median PFS, months 20.8 19.4
(95% Cl) (15.0-25.7) (17.0-26.7)
1-year PFS rate, % (95% Cl) 87 (68-95) 83 (71-91)
2-year PFS rate, % (95% Cl) 37 (20-53) 42 (29-54)
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Time (months)
26 17 11 7 6
50 37 25 18 15
CP alone CP + pembrolizumab
(n=30) (n=61)
OS events, n (%) 18 (60) 29 (48)
Median OS, months 35.3 49.8
(95% ClI) (27.1-NE) (36.1-NE)
2-year OS rate, % (95% ClI) 80 (61-90) 82 (70-90)
3-year OS rate, % (95% ClI) 45 (26-62) 65 (51-76)
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Konstantinopoulos, P. A., et al. (2020). Single-arm phases 1 and 2 trial of niraparib in
combination with pembrolizumab in patients with recurrent platinum-resistant ovarian
carcinoma. JAMA Oncology, 6(8), 1239-1247.

HGSOC, particularly those with BRCA mutations or homologous recombination deficiency (HRD),
may be more likely to benefit from immunotherapy. This is partly due to their higher mutational
burden and potential for increased neoantigen production.

Takaya, H., et al. (2020). Therapeutic strategies for ovarian clear cell carcinoma from a
pathogenetic perspective. Cancers, 12(7), 1797.

Clear cell ovarian carcinoma: This subtype has shown some promise in responding to
immunotherapy, possibly due to its association with microsatellite instability (MSI) in some cases.

Ghisoni, E., et al. (2019). Ovarian cancer immunotherapy: turning up the heat. International Journal of Molecular Sciences,
20(12), 2927.
Endometrioid ovarian carcinoma: Some endometrioid ovarian cancers, especially those with

mismatch repair deficiency (dMMR) or high microsatellite instability (MSI-H), may be more
responsive to immunotherapy.



Q1 OS benefit vs PFS benefit

Progression-free survival (PFS) exhibits suboptimal performance as the surrogate endpoint for

overall survival (OS) in trials studying immune checkpoint inhibitors (ICls).

Is this phenomenon inherent to the characteristics of immunotherapy, or is it expected to vary
depending on the mechanism of action, even among different immune checkpoint inhibitors?

Q2 Immunotherapy has not yet shown very significant effects in ovarian cancer treatment. Is there
evidence to expect different effects based on cell subtypes? If so, which cell subtype is most likely
to benefit from immunotherapy?"

Example,
Serous with BRCA m, HRD
Endometrioid, clear cell with MMRd, MSI H
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