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Immune checkpoint inhibitors in gynecologic malignancy
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N Pembrolizumab PD-1 Endurfletnal, ovarian and
cervical cancer
Cemiplimab PD-1 Cervical cancer
Nivolumab PD-1 Ovaran cancer
Durvalumab PD-L1 Ovanan cancer
Avelumab POL1 Endometnal and ovarian
cancer
Atezolizumab PD-L1 Cervical cancer

They are usually admimistered in combination to standard
chemotherapy or other experimental agents. PD-L1 = programmed
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FDA approval timeline

5/2017, pembrolizumab in

patients with unresectable or 9/2019, FDA approval of
metastatic MSI-H or dMMR solid pembrolizumab + lenvatinib for
tumors (2020: TMB score 210mut/Mb) advanced endometrial cancer

)led cervical and uterine

1cer immunotherapies

6/2018, pembrolizumab in 4/2020, FDA fast tract

patients with recurrent or designation for balstilimab with
metastatic cervical cancer with or without zalifrelimab in patients
CPS 2 1% with metastatic cervical cancer
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Keynote biomarker enrichment trial
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Biomarker based treatment: dMMR and MS|high
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Single agent pembrolizumab in advanced recurrent
MSI-H/dMMR gynecologic malighancies
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KEYNOTE 158: Biomarker Enrichment
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Biomarker based treatment: TMB

Tumor cells with high TMB may have
high neoantigen load...

Mutated DNA

..which can lead
to increased T-cell reactivity...

...and enhance the antitumor
immune response

Tumor cell

Tcell

NK cell

Stenzinger et al, Gene Chrom Ca, 2019
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Single agent pembrolizumab in advanced recurrent
gynecologic malignancies with TMB score 2 10mut/Mb
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Biomarker based treatment: PD-L1
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Single agent pembrolizumab in advanced recurrent
PD-L1 positive cervical cancer

PD-L1-Positive Population

Previously
Total Population Total Treated PD-L1-Negative Population

Antitumor Activity (N=98)* (n=82) (n=T11t (n=15)
ORR 12(12.2) 12 (14.6) 11(14.3) 0(0.0)

%% Cl 6.5t0204 78t 242 T4t 241 00t 218
DCR 30(30.6) 27(32.9) 24(312) 3(200)

%% C 217407 229442 21210427 4310481
Best averall response

CR 3(31) 3(37) 2(26) 0(0.0)

PR 9(92) 9(11.0 9(11.7) 0(0.0)

D 18 (18.4) 15(18.3) 13(169) 3(200

Progressive disease 55(56.1) 44 (83.7) 42 (54.5) 10(66.7)

Not able to be evaluatedt 5(51) 4(49) 4(5.2) 1(6.7)

Not able to be assessed§ 8(82) 7(85) 7@.0) 1{6.7)

Chung et al, JCO, 2019
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Combination regimens with immune checkpoint inhibitors
and chemotherapy and targeted agents

Percent survival

| |

Time

Bl Chemotherapy
B Genomically targeted therapy
B Immune checkpoint therapy

Bl Combination with genomically
targeted agent and immune
checkpoint therapy

Sharma et al Cell, 2015

2020: ICI combinations in clinical trials

https://lwww.cancerresearch.org/
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Key eligibility criteria

* Advanced, metastatic, or recurrent
endometrial cancer

* Measurable disease by BICR

+ 1 Prior platinum-based CT?

* ECOG PS 0-1

« Tissue available for MMR testing

Stratification factors

MMR status (PMMR vs dMMR) and
further stratification within pMMR by:

* Region (R1: Europe, USA, Canada,
Australia, New Zealand, and Israel, vs
R2: rest of the world)

+ ECOGPS (0vs 1)
« Prior history of pelvic radiation (Y vs N)

Dr. Makker, SGO, 2021

Pembrolizumab and lenvatinib in advanced

NON-MSIMgh or dMMR* endometrial cancer

KEYNOTE 775

Lenvatinib
20 mg PO QD

+
Pembrolizumab®
200 mg IV Q3W

Treat until progression or
unacceptable toxicity

Doxorubicin
60 mg/m? [V Q3We

or
EWEVE
80 mg/m? IV QW
(3 weeks on/1 week off)

=

pMMR

Median (95% CI
6.6 mo (5.6, 7.4)

— LEN + pembro

All-comers

Median (95% ClI
7.2mo (5.7, 7.6)

— TPC

2 1001 1007 Wy
S 90 3.8 mo (3.6, 5.0) 90- 3.8mo (3.6, 4.2)
2 801 80+
Primary endpoints % 70+ 70
*PFS by BICR 9 601 60
+Overall survival & 507 207
£ 401 40
Rl J 30
Secondary endpoints i 20-
*ORR 2101 ‘ 101
'HRQOL E 0 T T T T T T T T T T 0+ T T T T T T T T —
P 0 3 6 9 12 15 18 21 24 27 0 3 6 9 12, 15. 148 21 24 27
*Pharmacokinetics e TS5 oro S
Time in Months Time in Months
+Safety .
No. at risk No. at risk
346 264 165 112 60 39 30 12 5 0 411 316 202 144 86 56 43 17 6 0
Key exploratory 351 177 83 37 15 8 3 1 1 0 416 214 95 42 18 10 4 1 1 0
endpoint
*Duration of response Events HR (95% Cl) P-value Events HR (95% Cl) P-value
LEN + pembro 247 0.60 (0.50, 0.72) <0.0001 LEN + pembro 281 0.56 (0.47, 0.66) <0.0001
TPC 238 TPC 286

3By BICR per Response Evaluation Criteria in Solid Tumors version 1.1.

Similar results seen with overall survival



Pembrolizumab with chemotherapy or bevacizumab as
front line therapy in advanced cervical cancer (CPS21)

Key Eligibility Criteria
* Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted)

*ECOG PS0Oor1

Keynote 826

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
-+

Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
+

Bevacizumab 13 mg/kg IV Q3W

Placebo IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W
for up to 6 cycles?
+

Bevacizumab 13 mg/kg IV Q3W

Columbo et al, NEJM, 2021
Schema from Dr. Leslie Randall
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Immunotherapy for gynecologic cancers: just the beginning...

Other checkpoint inhibitors
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Targeted therapy

Inhibition of inhibitory pathways {eg, AXLI)
Activation of STING (eg, PARPT)
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Meric-Bernstam et al, Lancet, 2021




