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We Encourage Clinicians in Practice to Submit Questions

Research

Feel free to submit questions now before the program
begins and throughout the program.
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Upcoming Webinars
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Neil Love, MD



Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions
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Meet The Professor with Dr Konecny

MODULE 1: Clinical Scenarios and Comments from Dr Mirza

A 68-year-old woman with advanced, recurrent endometrial cancer — MSI high

e A 68-year-old woman with endometrioid adenocarcinoma and lung metastases — ER-positive, MSI high
— Comment: Preferred treatment option

* A 68-year-old woman with advanced, recurrent endometrial cancer — MSS

* A 68-year-old woman with serous adenocarcinoma of the endometrium and lung metastases — MSS
— Comment: Preferred treatment option

* (Question: Starting dose of lenvatinib

 (Question: Preemptive antihypertensive treatment

A 68-year-old woman with disease relapse after chemoradiation therapy

* A 68-year-old woman with metastatic cervical cancer and disease progression after cisplatin/paclitaxel/bevacizumab
— Comment: Preferred treatment option

MODULE 2: Gynecologic Oncology Journal Club with Dr Konecny
MODULE 3: Beyond the Guidelines — Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets
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On Dec 8, 2020, at 11:20 PM, Ranju Gupta wrote:

Dear Neil,
| wanted to see if you can help me get expert opinion regarding my patient and colleague
with newly diagnosed Uterine Leiomyosarcoma

47yrs old premenopausal woman with history of fibroids and abnormal uterine bleeding. she
took OCP's for 3mo and developed worsening bleeding.

10/9/2020: s/o EAU, RA hysterectomy plus bilateral salpingectomy plus pelvic washing.

She later had b/l oophorectomy done

pathology: Uterine leiomyosarcoma

FIGO stage IB, pT1b Nx MO.

11.4 cm( most of this is leiomyoma with areas of leiomyosarcoma), moderate to high-grade
leiomyosarcoma with no lymphovascular invasion, epithelioid and spindle type, no serosal
involvement

ER 85%, PR 95% positive

Path reviewed at MGH and confirmed.



guestion:

1. Any role for adjuvant chemo or RT? - | recommended no adjuvant treatment. what is
your expert opinion?

2. since her leiomyosarcoma is strongly ER/PR+, any role of adjuvant endocrine
treatment like aromatase inhibitor? - i reviewed the literature and found some role
in metastatic setting but found no evidence in early stage Leiomyosarcoma?

| appreciate your help and look forward to the expert opinion.

RESEARCH
70 PRACTICE




In general, what treatment would you recommend for a 68-year-old
woman with Stage IlIC, microsatellite instability-high (MSI-high)
endometrial cancer who undergoes RO resection, completes
adjuvant carboplatin/paclitaxel and relapses with lung metastases

4 months later?

Dr Mansoor Raza Mirza




In general, what treatment would you recommend for a 68-year-old
woman with Stage IlIC, microsatellite instability-high (MSI-high)
endometrial cancer who undergoes RO resection, completes adjuvant
carboplatin/paclitaxel and relapses with lung metastases 4 months later?
Carboplatin/paclitaxel

Cisplatin/doxorubicin

Carboplatin/docetaxel

Lenvatinib/pembrolizumab

Pembrolizumab

Other chemotherapy
Other

S B BT




In general, what treatment would you recommend for a 68-year-old
woman with ER-positive, MSI-high endometrioid adenocarcinoma
who presents with lung metastases?
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Dr Mansoor Raza Mirza



In general, what treatment would you recommend for a 68-year-old
woman with ER-positive, MSI-high endometrioid adenocarcinoma
who presents with lung metastases?

Carboplatin/paclitaxel
Endocrine therapy
Lenvatinib/pembrolizumab
Pembrolizumab

Other chemotherapy
Other

R S B L
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Comments: Preferred treatment for a 68-year-old woman with
ER-positive, MSI-high endometrioid adenocarcinoma who
presents with lung metastases

Dr Mansoor Raza Mirza
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In general, what treatment would you recommend for a 68-year-old
woman with Stage IlIC, microsatellite-stable (MSS) endometrial
cancer who undergoes RO resection, completes adjuvant
carboplatin/paclitaxel and experiences relapse with lung metastases
5 months later?

e

| S

A

RTP
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In general, what treatment would you recommend for a 68-year-old
woman with Stage IlIC, microsatellite-stable (MSS) endometrial cancer
who undergoes RO resection, completes adjuvant carboplatin/paclitaxel
and experiences relapse with lung metastases 5 months later?
Carboplatin/paclitaxel

Cisplatin/doxorubicin

Carboplatin/docetaxel

Lenvatinib/pembrolizumab

i = e e

Test for PD-L1 combined positive score (CPS) and administer
pembrolizumab if 1% or higher

Pembrolizumab

o

7. Other chemotherapy
8. Other
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In general, what treatment would you recommend for a 68-year-old
woman with MSS serous adenocarcinoma of the endometrium who
presents with lung metastases?

Dr Mansoor Raza Mirza




In general, what treatment would you recommend for a 68-year-old
woman with MSS serous adenocarcinoma of the endometrium who
presents with lung metastases?

Carboplatin/paclitaxel
Lenvatinib/pembrolizumab
Pembrolizumab

Other chemotherapy
Other
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Comments: Preferred treatment for a 68-year-old woman with
MSS serous adenocarcinoma of the endometrium who presents
with lung metastases?

Dr Mansoor Raza Mirza




When initiating lenvatinib and pembrolizumab for a woman with
endometrial cancer, what is your typical starting dose of lenvatinib?
When would you start antihypertensive treatment?

Dr Mansoor Raza Mirza

RTP
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When initiating lenvatinib and pembrolizumab for a woman with
endometrial cancer, what is your typical starting dose of lenvatinib?

20 mg qd
14 mg qd
10 mg qd
8 mg qd
Other

A - R U Bl




When initiating lenvatinib and pembrolizumab for a woman with
endometrial cancer and no history of hypertension, when would you
start antihypertensive treatment?

1. Preemptively

2. After symptoms occur

3. Other




In general, what treatment would you recommend for a 68-year-old
woman with advanced-stage squamous cell cervical cancer who
received chemoradiation therapy and now has metastatic

disease relapse?

1 &)

LI

Dr Mansoor Raza Mirza

RTP
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In general, what treatment would you recommend for a 68-year-old
woman with advanced-stage squamous cell cervical cancer who
received chemoradiation therapy and now has metastatic

disease relapse?

Platinum/paclitaxel
Platinum/paclitaxel/bevacizumab
Platinum/paclitaxel/bevacizumab/pembrolizumab
Pembrolizumab

Other chemotherapy

Other

R S B L
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In general, what treatment would you recommend for a 68-year-old
woman with advanced-stage squamous cell cervical cancer

who experienced relapse after chemoradiation therapy, received
cisplatin/paclitaxel/bevacizumab and now has progressive disease

again?

Dr Mansoor Raza Mirza




In general, what treatment would you recommend for a 68-year-old
woman with advanced-stage squamous cell cervical cancer

who experienced relapse after chemoradiation therapy, received
cisplatin/paclitaxel/bevacizumab and now has progressive disease again?

Tisotumab vedotin
Pembrolizumab
Other chemotherapy
Other

=l > e =
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Comment: Preferred second-line treatment for
metastatic cervical cancer

Dr Mansoor Raza Mirza




Meet The Professor with Dr Konecny

MODULE 1: Clinical Scenarios and Comments from Dr Mirza

MODULE 2: Gynecologic Oncology Journal Club with Dr Konecny

NEJM review paper: Endometrial cancer

Comprehensive genomic profiling of recurrent endometrial cancer: Implications for therapy

Somatic BRCA mutations in endometrial cancer and the clinical implications

Inhibition of PD-1 (pembrolizumab) and VEGF (lenvatinib) in MSS endometrial cancer

Potential predictive biomarkers for immunotherapy in ovarian cancer

Association of PD-L1 expression and gene microarray with molecular subtypes of ovarian cancer
KANSL1 as a biomarker and target gene for immune response and HDAC inhibition in ovarian cancer
Targeting ERBB family genomic alterations in gynecologic cancer

Mirvetuximab soravtansine and gemcitabine for FRa-positive endometrial cancer

OVARIO trial: Niraparib/bevacizumab after front-line platinum-based chemotherapy/bevacizumab for ovarian cancer
OPAL trial (cohort A): TSR-042, bevacizumab and niraparib for platinum-resistant ovarian cancer
Combining PARP and CDK4/6 inhibitors for MYC-driven ovarian cancer

Mechanisms of PARP inhibitor resistance in ovarian cancer

PrOTYPE: Development and validation of the gene expression predictor of HGSOC molecular subtype

MODULE 3: Beyond the Guidelines — Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets
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N Engl J Med 2020;383:2053-64

The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

Dan L. Longo, M.D., Editor

Endometrial Cancer

Karen H. Lu, M.D., and Russell R. Broaddus, M.D., Ph.D.

RTP
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Age-Adjusted Incidence of Endometrial Cancer in White and Black Women

30-

Incidence, 1990-2017
All, 25.0
White, 25.9
Black, 21.0
SEER annual percent change:
All, 0.5 (P<0.05)
White, 0.3 (P<0.05)
Black, 2.3 (P<0.05)

White women
25

All women
20-

Black women
154

10

No. of Cases per 100,000 Women

T T T T T T 1
1990 1994 1998 2002 2006 2010 2014 2018

Year of Diagnosis
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Age-Adjusted and Hysterectomy-Corrected Incidence of Nonendometrioid
Endometrial Cancer According to Race

B Non-Hispanic Black
B Non-Hispanic White

" Hispanic

Year of Diagnosis

Non-Hispanic Asian
or Pacific Islander

No. of Cases per 100,000 Women
RTP
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Association of Endometrial Cancer with Body-Mass Index

e
Endometrial cancer
~ i
0 2
o2
()
=
)
8
&’ Breast cancer
Ovarian cancer
14 Colon cancer
Lung cancer
Y,
4/
0 | T 1
20 25 30 35

BMI
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Use of DNA Mismatch-Repair Analysis in Endometrial Cancer
to Guide Decisions about Treatment, Prevention and Screening

Immunohistochemical tests for DNA
mismatch repair in all patients
with endometrial cancer

\i l l '
Loss of MLH1 Loss of MSH2 Loss of MSH6 Loss of PMS2
\
MLH1
methylation
Present Absent
' !

Potential Lynch syndrome:
genetic counseling and
germline testing

Sporadic cancer

\

\ L \

Eligible for immune checkpoint Cascade genetic testing
blockade therapy of family members
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Complex Interplay among the Type of Endometrial Cancer (Endometrioid or
Nonendometrioid), Endometrioid Tumor Grade and Molecular Changes

in the Tumor

Grade 2

Grade 3

PTEN mutation or protein loss
(treatment)

PI3KCA mutation (treatment)
PI3KR1 mutation (treatment)
ARID1A mutation (treatment)
KRAS mutation (treatment)

POLE mutation (prognosis)
CTNNB1 mutation (prognosis and
treatment)

TP53 mutation (diagnosis and
prognosis)

DNA mismatch-repair protein loss
(diagnosis, prognosis, and
treatment)

L1CAM overexpression (prognosis)

ER expression (diagnosis and
treatment)

PR expression (diagnosis and
treatment)

[ Ultramutated Nonendometrioid
[J Hypermutated
Il Copy number low Molecular Changes
Endometrioid [ Copy number high (Potential Clinical Implications)
Grade 1

AP -
B Lo el ¢
. LY
. oA LX)
P W oe

oy -
s et

Carcinosarcoma

Not performed

HER2 overexpression (treatment:
serous)

ARIDIA mutation (treatment:
clear-cell)

TP53 mutation (diagnosis)

RTP
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Sentinel-Node Strategy in Endometrial Cancer

Lu KH, Broaddus RR. N Engl J Med 2020;383:2053-64.

RTP
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Gynecol Oncol. 2019 September ; 154(3): 461-466. do1:10.1016/j.ygyno.2019.06.016.

Comprehensive genomic profiling of recurrent endometrial
cancer: Implications for selection of systemic therapyx

Emily N. Prendergast?, Laura L. Holman¢, Annie Y. Liud, Tiffany S. Lai2, Maira P. Campos®,
Jacquline N. Fahey?2, Xiaoyan Wang®, Nabilah Abdelaal®, Jian Yu Rao®, Julia A. Elvin',
Kathleen M. MooreC, Gottfried E. Konecny??" Joshua G. Cohen?




Exploratory Analysis of Somatic BRCA Mutations in
Endometrial Cancer and Its Clinical Implications

Burkett Jr WC et al.
SGO 2019;Abstract 2453.




Comment

® Inhibition of PD-1 and VEGF in microsatellite-stable
endometrial cancer

Konecny GE. Lancet Oncol 2019;20(5):612-4.

Lancet Oncol 2019;20:711-8 I
Articles

Lenvatinib plus pembrolizumab in patients with advanced " ®
endometrial cancer: an interim analysis of a multicentre,
open-label, single-arm, phase 2 trial

Vicky Makker, Drew Rasco, Nicholas ] Vogelzang, Marcia S Brose, Allen L Cohn, James Mier, Christopher Di Simone, David M Hyman,
Daniel E Stepan, Corina E Dutcus, Emmett V Schmidt, Matthew Guo, Pallavi Sachdev, Robert Shumaker, Carol Aghajanian, Matthew Taylor
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Lenvatinib/Pembrolizumab in Advanced Endometrial Cancer

Maximum percentage change in sum of diameters

of target lesions from baseline
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Makker V et al. Lancet Oncol 2019;20:711-8.

Patients

Time on treatment

!

> Microsatellite status

[ High microsatellite instability
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= I Microsatellite stable

e [ Unknown

== « First radiological assessment showing response
E%’ == Study treatment ongoing

= — o . + Disease progression

E$+3 + Death

0

*I 1 1 1 1 1 1 1 1 1 1 1 ) 1 1 1 1 1 1 1 1 L 1 1 1
5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95 100105110 115120125

Time since treatment initiation (weeks)

RTP

RESEARCH
TO PRACTICE



Summary of Select Patient Characteristics and Response

Lenvatinib/Pembrolizumab Group (N = 53) Investigator Review: Response (N = 53)

Number of previous therapies Best overall response
One 43% Complete response 1.9%
Two 45% Partial response 37.7%
Three or more 13% Stable disease 47.2%
PD-L1 status Progressive disease 7.5%
Positive 259 Unknown or not measurable 5.7%
Negative 21% Median duration of response
Unknown 55% Median NE
Microsatellite status Range 1.2-23.4mo
High-MSI 8% Proportion with responses > 6 mos 83.0%
MSS 85% Proportion with responses > 12 mos 64.5%
Unknown 8% Median time to response 2.7 mo

AN l | I
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Makker V et al. Lancet Oncol 2019;20:711-8.



Summary of Select Adverse Events (AEs)

Grade 1-2 Grade 3%

Any treatment-related AEs 25% 68%
Fatigue 49% 6%
Hypothyroidism 47% 0
Nausea 38% 0
Arthralgia 26% 0
Palmar-plantar erythrodysesthesia syndrome 26% 6%
Hypertension 25% 34%

* No Grade 4 treatment-related AEs were reported, and 1 Grade 5 event (intracranial haemorrhage) was
reported.
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Makker V et al. Lancet Oncol 2019;20:711-8.



Curr Opin Obstet Gynecol 2020;32(1):84-90.

Biomarkers that may predict response to
immunotherapy in ovarian malignancies

Curtis D. Chin®*, Charlene M. Fares®™*, Gottfried E. Konecny®,
and Jianyu Rao®




Modern Pathology (2020) 33:2001-2010 .Q/)
https://doi.org/10.1038/541379-020-0567-3 ¢

ARTICLE

Check for

Association of PD-L1 expression by immunohistochemistry and gene
microarray with molecular subtypes of ovarian tumors
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e Mechanisms of PARP inhibitor resistance in
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Meet The Professor with Dr Konecny

MODULE 1: Clinical Scenarios and Comments from Dr Mirza

MODULE 2: Gynecologic Oncology Journal Club with Dr Konecny

MODULE 4: Key Recent Data Sets

NEJM review paper: Endometrial cancer

Comprehensive genomic profiling of recurrent endometrial cancer: Implications for therapy
Somatic BRCA mutations in endometrial cancer and the clinical implications

Inhibition of PD-1 (pembrolizumab) and VEGF (lenvatinib) in MSS endometrial cancer

Potential predictive biomarkers for immunotherapy in ovarian cancer

Association of PD-L1 expression and gene microarray with molecular subtypes of ovarian cancer
KANSL1 as a biomarker and target gene for immune response and HDAC inhibition in ovarian cancer
Targeting ERBB family genomic alterations in gynecologic cancer

Mirvetuximab soravtansine and gemcitabine for FRa-positive endometrial cancer

OVARIO trial: Niraparib/bevacizumab after front-line platinum-based chemotherapy/bevacizumab for ovarian cancer
OPAL trial (cohort A): TSR-042, bevacizumab and niraparib for platinum-resistant ovarian cancer

Combining PARP and CDK4/6 inhibitors for MYC-driven ovarian cancer

Mechanisms of PARP inhibitor resistance in ovarian cancer

PrOTYPE: Development and validation of the gene expression predictor of HGSOC molecular subtype
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In general, what treatment would you recommend for a patient with
microsatellite-stable metastatic endometrial cancer who experienced
disease progression on carboplatin/paclitaxel?

Cisplatin/doxorubicin
Carboplatin/docetaxel

Lenvatinib/pembrolizumab

= Eel >

Test for PD-L1 combined positive score (CPS) and administer
pembrolizumab if 1% or higher

Pembrolizumab

L

6. Other chemotherapy
7. Other
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In general, what treatment would you recommend for a patient with
MSI-high metastatic endometrial cancer who experienced disease
progression on carboplatin/paclitaxel?

Cisplatin/doxorubicin
Carboplatin/docetaxel
Lenvatinib/pembrolizumab
Pembrolizumab

Other chemotherapy
Other

R S B L
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In general, what treatment would you recommend for a patient
with metastatic endometrial cancer who experienced disease
progression on carboplatin/paclitaxel if their disease was

microsatellite stable (MSS)?

Lenvatinib/pembrolizumab

ROBERT L COLEMAN, MD Lenvatinib/pembrolizumab

‘“’,' GOTTFRIED E KONECNY, MD Lenvatinib/pembrolizumab

»

ANA OAKNIN, MD, PHD Lenvatinib/pembrolizumab

= | oaviD M o'maLLEY, MD Lenvatinib/pembrolizumab

~ . RICHARD T PENSON, MD, MRCP

-
By
7

e

-
e

MATTHEW A POWELL, MD

BRIAN M SLOMOVITZ, MD

KRISHNANSU S TEWARI, MD

~ | PROFESSOR IGNACE VERGOTE

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

Lenvatinib/pembrolizumab

RTP
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In general, what treatment would you recommend for a patient
with metastatic endometrial cancer who experienced disease
progression on carboplatin/paclitaxel if their disease was MSI high?

@ MICHAEL J BIRRER, MD, PHD Pembro“zumab E RICHARD T PENSON, MD, MRCP Pembrolizumab
wy 7

ROBERT L COLEMAN, MD Pembrolizumab Z#% MATTHEW A POWELL, MD Pembrolizumab
> o

‘ﬁf’,' GOTTFRIED E KONECNY, MD Pembrolizumab @ BRIAN M SLOMOVITZ, MD Pembrolizumab
(W X

. ANA OAKNIN, MD, PHD Dostarlimab @ KRISHNANSU S TEWARI, MD Pembrolizumab
.1' ‘
= | DAVID M O'MALLEY, MD Pembrolizumab "FE ) PROFESSOR IGNACE VERGOTE Pembrolizumab

RTP
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For a patient with MSI-high metastatic endometrial cancer,
outside of a clinical trial setting and regulatory and
reimbursement issues aside, what is the earliest point at which
you would introduce an anti-PD-1/PD-L1 antibody?

‘ ry s

ROBERT L COLEMAN, MD Second line ;#% MATTHEW A POWELL, MD Second line
g

(\/; Vi

‘ ANA OAKNIN, MD, PHD Second line @ KRISHNANSU S TEWARI, MD Second line
v,
'
DAVID M O'MALLEY, MD i %44 7} PROFESSOR IGNACE VERGOTE
a

RTP
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For a patient with MSI-high metastatic endometrial cancer
for whom you are going to initiate an anti-PD-1/PD-L1
antibody, which regimen do you generally use?

@MICHAELJBRRER,MD,PHD Pembro“zumab E RICHARD T PENSON, MD, MRCP Pembrolizumab
& -
@ ROBERT L COLEMAN, MD Pembrolizumab Z#% MATTHEW A POWELL, MD Pembrolizumab
> o
‘ﬁf’,' GOTTFRIED E KONECNY, MD Pembrolizumab @ BRIAN M SLOMOVITZ, MD Pembrolizumab
" 7

. ANA OAKNIN, MD, PHD Dostarlimab @ WRISHNANSHS TEWARLMD Pembrolizumab
¥ ,‘
= | DAVID M O'MALLEY, MD Pembrolizumab ,‘ﬁ PROFESSORIGNACEVERGOTE Pembrolizumab
“ a A




In general, what would be your preferred first-line therapy for a
patient with MSS metastatic cervical cancer who has received no
prior systemic treatment?

Cisplatin/pac“taxell & RICHARD T PENSON, MD, MRCP Cisplatin/paclitaxel/
bevacizumab - bevacizumab

@ e Cisplatin/paclitaxel/ - [ Cisplatin/paclitaxel/
bevacizumab < bevacizumab

.

{  orrerien e konzony o Carboplatin/paclitaxel/ AN M SLOMOVITE M Cisplatin/paclitaxel/

»

4

»@ ANA OAKNIN, MD, PHD Carboplatin/paclitaxel KRISHNANSU S TEWARI, MD CIsplatln/_paCIltaer/
: bevacizumab

bevacizumab bevacizumab

Cisplatin/paclitaxel/ b Carboplatin/paclitaxel/

* | PROFESSOR IGNACE VERGOTE

bevacizumab RS bevacizumab

g
% | DAVIDM O'MALLEY, MD
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In general, what would be your preferred first-line therapy for a
patient with MSS metastatic cervical cancer who experienced
relapse 12 months after receiving cisplatin-based chemoradiation
therapy for Stage IlIB disease?

bevacizumab

Carboplatin/paclitaxel/ f

E . Cisplatin/paclitaxel/
= RICHARD T PENSON, MD, MRCP .
- - bevacizumab
@ S — Carboplatlr]/paclltaer/ @ E—— Carboplath/paclltaxell
bevacizumab - bevacizumab
S 6 4

f\"} Carboplatin/paclitaxel/ @ Test for PD-L1 CPS and administer
= ", GOTTFRIED E KONECNY, MD BRIAN M SLOMOVITZ, MD

.;:Z bevacizumab pembrolizumab if 1% or higher

v

»@ ANA OAKNIN, MD, PHD CISpIatln/.paCIltaer/ KRISHNANSU S TEWARI, MD carboplatlr!/pac"taxel/
bevacizumab , bevacizumab
' DAVID M 0’MALLEY, MD Carboplater/paclltaer/ ‘?‘;: PROFESSOR IGNACE VERGOTE Carboplatlr]/paclltaer/
: bevacizumab ,"\_,‘ bevacizumab




In general, what would be your preferred second-line therapy for a
patient with MSS metastatic cervical cancer who experiences disease
progression on carboplatin/paclitaxel/bevacizumab?

Other chemotherapy

Test for PD-L1 CPS and administer pembrolizumab if 1% or higher
Pembrolizumab

Other

il P e =




In general, what would be your preferred second-line therapy for
a patient with MSS metastatic cervical cancer who experienced
disease progression on carboplatin/paclitaxel/bevacizumab?

‘£4 . § MICHAEL J BIRRER, MD, PHD Pembro“zumab < RICHARD T PENSON, MD, MRCP Test for PI_)-L]' CPS_ and adm_iniSter
1 ‘-_h ™ pembrolizumab if 1% or higher

’E Test for PD-L1 CPS and administer a Test for PD-L1 CPS and administer
ROBERT L COLEMAN, MD Q# MATTHEW A POWELL, MD
" pembrolizumab if 1% or higher H ”

pembrolizumab if 1% or higher

=¥ GOTTFRIED E KONECNY, MD

Test for PD-L1 CPS and administer @ Test for PD-L1 CPS and administer
. . . BRIAN M SLOMOVITZ, MD
= pembrolizumab if 1% or higher =

pembrolizumab if 1% or higher

ANA OAKNIN, MD, PHD Anti-PD-1/PD-L1 antibody in general ' KRISHNANSU S TEWARI, MD T(:)Setr:::)rrz:i)z-::ngzsifa:;, Z(:Tilgnrlnsetfr

Test for PD-L1 CPS and administer [ g -
pembrolizumab if 1% or higher 3y PrOTERSORIGNACEVERGOTE Tisotumab vedotin

aA

g
% | DAVIDM O'MALLEY, MD
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Based on your clinical experience and/or the published literature,
how would you characterize the tolerability of tisotumab vedotin
in the treatment of metastatic cervical cancer?

V2= | MICHAEL J BIRRER, MD, PHD

“'ﬂ

ROBERT L COLEMAN, MD

‘ ' GOTTFRIED E KONECNY, MD

(\L

ANA OAKNIN, MD, PHD

.'
DAVID M O'MALLEY, MD

Well tolerated except . .
Similar ::et::lgfrr‘ ;l;glye-agent Za. ——
e |
-v




A patient with PD-L1-positive metastatic cervical cancer experiences
disease progression on platinum-based therapy and has significant
symptoms from her disease. If tisotumab vedotin were approved, what
would likely be your next line of treatment?

1. Pembrolizumab
2. Tisotumab vedotin
3. Other




Do you generally evaluate microsatellite instability status in your
patients with advanced ovarian cancer?

1. Yes
2. No

RTP
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Do you generally evaluate microsatellite instability status in your
patients with advanced ovarian cancer?

MICHAEL J BIRRER, MD, PHD ~ . RICHARD T PENSON, MD, MRCP

A
H@ ROBERT L COLEMAN, MD Q#% MATTHEW A POWELL, MD
b .
P4

1

‘; ",' GOTTFRIED E KONECNY, MD BRIAN M SLOMOVITZ, MD

w0
ANA OAKNIN, MD, PHD
v,
«

.'
DAVID M O'MALLEY, MD




Meet The Professor with Dr Konecny

MODULE 1: Clinical Scenarios and Comments from Dr Mirza

MODULE 2: Gynecologic Oncology Journal Club with Dr Konecny

* NEJM review paper: Endometrial cancer

* Comprehensive genomic profiling of recurrent endometrial cancer: Implications for therapy

* Somatic BRCA mutations in endometrial cancer and the clinical implications

* Inhibition of PD-1 (pembrolizumab) and VEGF (lenvatinib) in MSS endometrial cancer

* Potential predictive biomarkers for immunotherapy in ovarian cancer

* Association of PD-L1 expression and gene microarray with molecular subtypes of ovarian cancer
 KANSL1 as a biomarker and target gene for immune response and HDAC inhibition in ovarian cancer
* Targeting ERBB family genomic alterations in gynecologic cancer

* Mirvetuximab soravtansine and gemcitabine for FRa-positive endometrial cancer

* OVARIO trial: Niraparib/bevacizumab after front-line platinum-based chemotherapy/bevacizumab for ovarian cancer
e OPAL trial (cohort A): TSR-042, bevacizumab and niraparib for platinum-resistant ovarian cancer

* Combining PARP and CDK4/6 inhibitors for MYC-driven ovarian cancer

* Mechanisms of PARP inhibitor resistance in ovarian cancer

* PrOTYPE: Development and validation of the gene expression predictor of HGSOC molecular subtype

MODULE 3: Beyond the Guidelines — Clinical Investigator Approaches to Common Clinical Scenarios

MODULE 4: Key Recent Data Sets
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KEYNOTE-158: Best Percentage Change from Baseline in Target Lesion Size
with Pembrolizumab Monotherapy in MSI-High Endometrial Cancer

100+
80-
i : ORR: 57%

o~ 60-
a; -
£ 40-
m -

% PO 1 [ { F I R L LR 20% tumor increase
11] .
s
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-20-

8-, T-"""""TttttmmmmmmmmEE - 30% tumor reduction
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-100-
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O'Malley DM et al. ESMO 2019;Abstract 1044P.



GARNET: Dostarlimab in Recurrent or Advanced
dMMR Endometrial Cancer

1307 Best overall response

110- Best Overall Response (Colors) and Change in Target Lesion Size by RECIST v1.1

from Baseline (Bar Length) o CR
PR

SD
ORR: 42% BN pp

DCR: 58% . NE
=~ Ongoing

Best change from baseline in target lesion size (%)

-1107

Patients
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Oaknin A et al. SGO 2020;Abstract LBA9.



Patients

GARNET: Dostarlimab in Recurrent or Advanced
dMMR Endometrial Cancer

6 months
A A AI A A A
RIS,
o o o: e o o
A A A A A 4
A A A o o o
AA A AA' AA.A.
A A A: A A A
A A A A A a
AA AA A#A.A. A.
A A A e e e
A A A ' A A a
A A A: A A A
A A A A A a
AA A A:A A A
A o o o o
B 4 4 4 a
A A A A A
B A A4
A A A A P a
A A oo
A A A A A a
O
o o
A A A
A o * °
A A X
A A A A
| | | I | | |

12 months
A 1A A A A A
A e 4 ¢ &>
A A A A A p a
° ° o o :
* & o L 4
o o o ° t
A A A
o o o >
: | A A} *
N E x o
.\
. E &
A \
3
Treatment Duration of
Responders
A A A A A A
°

0 6 12

| I T T T I T

Time since start of study treatment (weeks)

Oaknin A et al. SGO 2020;Abstract LBAS.

18 24 30 36 42 48 54 60 66 72 78 84 90 96 102

Legend
On study, on treatment

P Still on treatment

* End of treatment

e CR

A PR

m SD

¢ PD

Median follow-up is 11.2 mos

Median DOR not reached
(1.87+ to 19.61+ mos)

25 of 30 (83%) responders
remain in response as of the
data cutoff

Deepening of responses:
SD — PR: 4 patients
PR — CR: 7 patients
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High MSI Across 39 Cancer Types

Whole-exome data from 11,139 tumor-normal pairs from The Cancer Genome Atlas and Therapeutically
Applicable Research to Generate Effective Treatments projects

354

25-| (SN Endometrial cancer was recently shown to have

151 the highest prevalence of MSI across 39 human cancer types

6  ~30% of primary endometrial cancers are MSI high

* 13% to 30% of recurrent endometrial cancers are MSI high or dAMMR

Percentage of MSI-H cases
N
|

0 | | | | | | | | | | | | | | | | | | | | | | |
CQORNN LH LKL O vl N O oL QL Q9 (FTv oY S RRARNELCOLA v
ST TTETE LS O N FF L E T T R TP EE P SFLELES

Tumor type

UCEC = uterine corpus endometrial carcinoma

RESEARCH
TO PRACTICE

Bonneville R et al. JCO Precis Oncol 2017;2017:10.1200/P0.17.00073; Green AK et al. ASCO Educational Book 2020.



KEYNOTE-146: Pembrolizumab/Lenvatinib in Advanced Endometrial
Cancer That Is Not MSI High or dMMR After Disease Progression on
Prior Systemic Therapy

MSI/MMR status: B Non-MSI-H/pMMR |l MSI-H/dMMR Not available

m = 102
PD-1/PD-L1 status: + Positive — Negative O Not available
Primary Endpoint ORRWK24: 38.0%
=ttt 0+ +0 - == — bt — e et Ottt = =+ =+ O =+t F ==+ + =0+ 00 =t == == = =4Ot == = == =+ =+ O O =t b= =+
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Progression-Free Survival (probability)

KEYNOTE-146: Pembrolizumab/Lenvatinib in Advanced Endometrial Cancer
That Is Not MSI High or dMMR After Progression on Prior Systemic Therapy

1.0

0.9
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0.7

0.6
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0.3

0.2 A

0.1 ~

Progression-Free Survival Total  Failed Censored Median

Total in EC 2L+ 108 70 38 7.4

—
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KEYNOTE-146: Pembrolizumab/Lenvatinib in Advanced Endometrial Cancer
That Is Not MSI High or dMMR After Progression on Prior Systemic Therapy

1.0 ~

0.9 - Overall Survival
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0.7 A
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NCI 10104: A Randomized Phase 2 Study of Cabozantinib in
Combination with Nivolumab in Advanced, Recurrent

Metastatic Endometrial Cancer

Lheureux S et al.
ASCO 2020;Abstract 6010.




NCI 10104 Phase Il Study Schema

ARM A
91 Cabozantinib 40 mg PO daily
. Advanced.recurrent : Nivolumab 240 mg IV q2w
endometrial cancer

From cycle 5: 480 mg IV q4w

* At least 1 line of previous

platinum-based

chemotherapy

ARM B
ECOG 0-2 Nivolumab 240 mg IV q2w

From cycle 5: 480 mg IV g4w

\ 4

Primary endpoint: ] ] .
Progression-free survival (PFS) Cross over: Po.st progression on immune therapy OR
recurrent carcinosarcoma

ARM C
Cabozantinib 40 mg PO daily
Nivolumab 240 mg IV q2w
From cycle 5: 480 mg IV g4w

Lheureux S et al. ASCO 2020;Abstract 6010.




NCI 10104: Response Rate and Duration and Survival Analyses

= e T Arm A Arm A Arm B
o .§ P W Arm B Cabo/nivolumab Nivolumab
~ x MSinstable (n=36) (n=18)
© s
3 > | ORR 25% 11%
= :
= ‘— 5 A Complete response start
; = ; Partial response start SD as best 44% 11%
g ® Response episode end response
o ‘ : B Durable responder
9 | i P CBR 69% 22%
2 =2 Continued response Median PFS* 5.3 mo 1.9 mo
2 | i
o = N . Median OS' 13.0 mo 7.9 mo
(V) ; .
: *HR: 0.59, significant
B "Immature, 55% events

o 6 months

[ | | | | |

0 5 10 15 20 25

Months
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Lheureux S et al. ASCO 2020;Abstract 6010.



Select Ongoing Phase Il Immune Checkpoint Inhibitor
Combination Studies

Trial N Eligibility Randomization
KEYNOTE-775 780  Advanced, recurrent or metastatic EC *  Pembro + lenvatinib
 PD after 1 prior platinum-based chemo * Paclitaxel + carboplatin
regimen
LEAP-001 720 e Stage lll, IV or recurrent EC * Pembro + lenvatinib

 May have received 1 prior line of platinum- | « Paclitaxel + carboplatin
based adjuvant or neoadjuvant chemo

NRG-GY018 810 e Stage lll, IVA or IVB or recurrent EC * Pembro + paclitaxel + carboplatin =
* No prior chemo for EC, except adjuvant Pembro
* Placebo + paclitaxel + carboplatin 2
Placebo
RUBY 470 e Stage lll, IV or first recurrent EC * Dostarlimab + paclitaxel + carboplatin

* Placebo + paclitaxel + carboplatin

AtTEnd 550 * Newly dx with residual disease after * Atezolizumab + paclitaxel + carboplatin
surgery, OR inoperable Stage lll-IV naiveto | * Placebo + paclitaxel + carboplatin
first-line systemic treatment
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Clinicaltrials.gov. Accessed August 18, 2020; Green AK et al. ASCO Ed Book 2020.



Anti-PD-1/PD-L1 Antibodies in Cervical Cancer




Phase Il KEYNOTE-158: Pembrolizumab in Previously Treated

100
80
60
40
20

0

N
o

Change From baseline (%)

-100

Advanced Cervical Cancer

PD-L1-Positive Cohort (CPS 21)
ORR: (11/77) 14.3%

DCR: (24/77) 31.2%

Est DOR 212 mo: 79.5%

PD-L1 positive
PD-L1 negative

PD-L1 unknown

PD-L1-Negative Cohort
ORR: (0/15): 0%

Combined Positive Score (CPS) = PD-L1+ cells (tumor cells, lymphocytes, macrophages) / Total number of tumor cells x 100

Chung HC et al. J Clin Oncol 2019;37:1470-8.
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BEATcc Phase Ill Randomized Front-Line Trial of Atezolizumab

Primary Stage IVB, persistent
or recurrent carcinoma of the

cervix
Measurable disease by

RECIST v1.1

ECOG-PS: 0-1

No previous systemic
chemotherapy for advanced or
recurrent disease

Primary Endpoints:
Overall survival (OS)
Secondary Endpoints:
PFS

ORR

DOR

Safety

HR-QOL

ClinicalTrials.gov Identifier: NCT03556839

Cisplatin + paclitaxel + bevacizumab

unacceptable toxicity, death or withdrawal

N =404 ’_> (GOG#240) until disease progression,

1:1

of consent

Cisplatin + paclitaxel + bevacizumab +
atezolizumab until disease progression,
unacceptable toxicity, death or withdrawal
of consent

%

Safety run-in cohort: 12
pts after 2 cycles of
treatment

Stratification Factors:
= Prior concurrent Cisplatin-RDT

= Histology: SCC vs ADK (including AdenoSquamous)
= Chemotherapy Backbone: Cisplatin vs Carboplatin

Courtesy of Krishnansu S Tewari, MD




KEYNOTE-826 Phase lll Schema

. Persistent, recurrent or Pembrolizumab + investigator choice of chemo

metastatic squamous cell N =600 ‘ (paclitaxel + cis or carboplatin)

carcinoma, adenosquamous
carcinoma or adenocarcinoma

+/- bevacizumab

of the cervix
Not previously treated with
systemic chemo

Not tamer;able to curative Placebo + investigator choice of chemo
treatmen (paclitaxel + cis or carboplatin)
+/- bevacizumab

Primary Endpoints:
Progression-free survival (PFS)
Overall survival (OS)

ClinicalTrials.gov Identifier: NCT03635567, Accessed August 18, 2020




CALLA Phase lll Schema

* FIGO 2009 Stages IB2 to lIB (N
21) ORIIIAto IVA (N 2 0)
* Nodal staging (pelvic and/or

N =714 Durvalumab 1500 mg Q4W
‘ EBRT + Brachy with platinum

para-aortic) may be either

surgical or by imaging

No evidence of metastatic

disease 1:1

Placebo Q4W
EBRT + Brachy with platinum

Primary Endpoint:
Progression-free survival (PFS)

Mayadev J et al. Int J Gynecol Cancer 2020;30:1065-1070.




Anti-PD-1/PD-L1 Antibodies in Ovarian Cancer




FDA-Approved Indications for Immunotherapy
in Ovarian Cancer

Pembrolizumab: 2017 FDA approval for MSI-high/MMR deficient cancers

* The incidence of germline MMR gene mutations in high grade serous cancers
is 1-8%

* MMR deficiency is more common in non-serous ovarian cancer

2020 ASCO ovarian cancer genetics guidelines re MMR testing:

* Women diagnosed with clear cell, endometrioid, or mucinous ovarian cancer
should be offered somatic tumor testing for mismatch repair deficiency

* Testing for MMR deficiency may be offered to women diagnosed with other
histologic types of epithelial ovarian cancer

Xiao X, et al. Gynecol Oncol. 2014.; Morice P, et al. N Engl J Med. 2019.; Konstantinopoulos PA, et al.
J Clin Oncol. 2020; Murphy MA Cancer 2011 Courtesy of Ursula Matulonis, MD




Final Results from the KEYNOTE-100 Trial of
Pembrolizumab in Patients with Advanced
Recurrent Ovarian Cancer

Matulonis UA et al.
ASCO 2020;Abstract 6005.




KEYNOTE-100 Phase I,

2-Cohort Study Schema

Patients (N = 376)
* Recurrent, advanced epithelial ovarian,
fallopian tube, or primary peritoneal

Cohort A
1-3 prior lines
PFI or TFI of 3-12 months

cancer
* ECOGPSOoril
* Provision of a tumor sample for

Total enrollment: n = 285

1

biomarker analysis

Key exclusion criteria

Pembrolizumab 200 mg IV gq3wk until PD,
prohibitive toxicity, death, or completion of 2 years

2

* Mucinous histology

* No bowel obstruction within 3 months
* No active autoimmune disease

* No active CNS metastases and/or

Cohort B
4-6 prior lines
PFIl or TFI of 23 months

carcinomatous meningitis

PFl = platinum-free interval; TFl = treatment-free interval

Matulonis UA et al. ASCO 2020;Abstract 6005.

Total enrollment: n =91




KEYNOTE-100: Summary of Efficacy, Including by PD-L1 Status

Cohort A Cohort B
1-3 prior lines 4-6 prior lines Cohorts A+ B
PFI/TFI 3-12 months PFI/TFI 23 months All comers
CPS 21 CPS 210 \| CPS 21 CPS 210 All CPS 21 CPS 210
Endpoint n=101 n =43 n n =49 n=22 n=376 | n=150 n =65
ORR 8.1% 6.9% 11.6% 9.9% 10.2% 18.2% 8.5% 8.0% 13.8%
Not Not Not Not Not Not
DoR 8.3 mo reported reported 23.6 mo reported reported 10.2mo reported reported
Not Not Not
(ON 18.7mo | 2006 mo | 21.9mo | 17.6 mo | 20.7 mo | 24.0 mo reported reported reported

Matulonis UA et al. ASCO 2020;Abstract 6005.




JAVELIN Ovarian 200: Avelumab Alone or in Combination with
Pegylated Liposomal Doxorubicin (PLD) versus PLD Alone in
Platinum-Resistant or Refractory OC

Avelumab Avelumab + PLD
(n=188) (n=188)
All patients
Median OS 11.8 mo 15.7 mo 13.1 mo
HR: 1.14, p = 0.83 HR: 0.80, p =0.21 Reference
Median PFS 1.9 mo 3.7 mo 3.5mo
HR: 1.68, p > 0.99 HR: 0.78, p = 0.03 Reference

_ PD-L1+ | PD-LL- PD-L1+ | PD-LI-
PD-L1 evaluable (n=91) (n=62) EWE) (n = 66)
Median OS 13.7 mo 10.5 mo 18.4 mo 12.7 mo 13.8 mo 13.1 mo
HR: 0.80 HR: 1.4 HR: 0.72 HR: 1.1 Ref Ref
Median PFS 1.9 mo 1.8 mo 3.7 mo 3.9 mo 1.9 mo 3.7 mo
HR: 1.3 HR: 1.8 HR: 0.59 HR: 0.92 Ref Ref

Pujade-Lauraine E et al. SGO 2019; Abstract LBA1.
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NRG GY003 Phase Il Study of Nivolumab with or without

Ipilimumab in Recurrent or Persistent OC
(PFI <6 months: 62%, 22 prior cytotoxic regimens: 70%+ of patients)

Nivolumab Nivolumab + ipilimumab
* *
100 - ORR: 12.2% 100 ORR: 31.4%
Response duration Response duration 26 mo
50 . 50 _
_ >6 mo w/o new disease: 8.2% _ w/o new disease: 15.7%
(V] (V]
2 2
© 0 - cu 0 -~
i = i =
o o
=50 - -50 -
-100 4__ : : I —100 1 : l
0 10 20 30 0 10 20
Time in study (months) Time in study (months)

PD-L1 expression was not significantly associated with response in either treatment group

RESEARCH
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Zamarin D et al. J Clin Oncol 2020;38:1814-23.



TOPACIO/KEYNOTE-162: Niraparib and Pembrolizumab
in Recurrent Platinum-Resistant Ovarian Cancer

100 . lo)
]
80 - Bl tBRCAMUL? ) - 5 Bl — D> |
|:| HRD positive (t BRCAwt) o > >
| ] HRD negative lI
60 1 ] o o o o ¢
- l:] HRD unknown o n |
M (] (] O] ]
N » Ongoing o) [] [] [] '
40 5] [ [] !
O PD-L1 positive o) 0
H B [ ]
¥ 20- ©
g -
£ 000 O 00O O O OO O O 00000 .5 O'm' Complete response
S 0775 oo 0000 O 00000 0O 5 (o) I I Partial response
(o] [ ] ;
'%’ u ] Progressive disease
@ -20- © I B o ®m Stable disease
________________________________________________ C w0
8:: ¢ Clinical progression
—40 - ofm ] i
40 | o — > Ongoing
ORR: (11/60) 18% ) o E— Ml tRCAmuE
—60- tBRCA mut: (2/11) 18% %' [ ] HRD positive (t BRCAwt)
o (o) HRD ti
tBRCA wt: (9/47) 19% | o — [] HRD negative
—80 DCR: 65% ol _md [ ] HRD unknown
. L o _m] o
> ol _m ] O PD-L1 positive
_100 T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
Patient Duration of Niraparib and Pembrolizumab Treatment, wk RTP
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Konstantinopoulos PA, et al. JAMA Oncol 2019;5(8):1141-9.



MEDIOLA: A Phase Il Study of Olaparib and Durvalumab in
gBRCA-Mutated Platinum-Sensitive Relapsed OC

Number of prior lines of chemotherapy:
1887 .~ lpriorline | 2priorlines | 23 prior lines

80-
70+

= DCR at 12 wks (primary endpoint): 81.3%

40- ORR: 72%
30-
20+
10+
0-
-10-
-20-
-30-
-40-
-50-
-60-
-70-
-80-
-90-
-100-

Best change (%)

RTP

RESEARCH

Drew Y et al. ESMO 2019;Abstract 1190PD.



MEDIOLA: Time to Disease Progression or Treatment
Discontinuation, Based on Number of Prior Lines of Therapy

© CR O SO @ NE

O O C)( @ PR O PD
-()------‘h--------------------(3 —————————————— ) )
0O O o0 A ?<_ ¥ A Treatment discontinued
o ;< _______ X due to clinical progression
-(D---‘h---------------‘D ——————————————————————————— o . .
e ————————————————————— ~ — —~ — - - — — = —— = — == —— =~ @ — e mm e m e mm——————— Treatment discontinued
1 O —— - - — - — - t. ———————————————————— !' ——————————— P4 x due to AE
e ——- . O_:ZIII::ZZZZZZZZZZZZZZIII:ZZZZZ:I:IZ?S___X @ Treatment discontinued
o OO — — — % due to pt decision
£ | @ oooooIII®TIoIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIingTTTTTTTTToTToToTTToTToToes X @ Treatment discontinued
S because of PD
ST ——— O - —><
.g_ .MO —————————————————————————————————————————————————————————— X X Last known date alive
"'62 B © O @ -~ v X P On treatment
--()---.ﬁ--------------C} ———————————————————————————
o O e e L L P L e e R R ¢ X Death
jg ma@uean@eammeeeeme———————)- - - - - - - - - - - — m - - m e e m m e m e mm e mm e mmm - = - o -------- >4
Q=@ - - — - - - - - - m e e e e e e e e e e e m e mmmmmm—— - - - - X
g - - esssscococo-oooos S X
2 r ©°
* = O
@ ————————— @)~ X < Each bar is coloured by the best objective response and is
--C)------‘F------(j----C} ——————————————————————————————— . -
———C) — ~ ~ — — — — — — = = = = = = — = — - ¢ % ordered based on number of prior lines and then by longest
3+ O ———() — ~ ~ ~ ~ ~ — — — — — = — = =~ mmm o m oo = 4 time on treatment (without progression). Markers indicate a
mae—) - — -~ ~ = = = = mm m e m m e mm e mm e mm e m——mm—————— - - = X change in RECIST assessment.
O O - Q- --mmmommmm oo oo oo m e X *Site reported an error in RECIST assessment and
_m . S subsequently changed the best response to PR after the DCO.
: 84 1('58 25';2 336 450 5(')4 588 6'112 7&")6 840 92'4
Study day

RTP
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Phase Il Study of Olaparib (O) plus Durvalumab (D)
and Bevacizumab (B) (MEDIOLA): Initial Results in
Patients (pts) with Non-Germline BRCA-Mutated
(Non-gBRCAm) Platinum Sensitive Relapsed (PSR)
Ovarian Cancer (OC)

Drew Y et al.
ESMO 2020;Abstract 814MO.




MEDIOLA: gBRCAwt Cohorts

Patient Characteristics

Olap + durva + bev

Olap + durva

Study Design

(N=31)

(N=32)

Patient population Median age, years : 64.0 68.5
* 9BRCAWt * 52 prior lines of chemotherapy ool (years)égo( s 3 (9.7) 4 (12.5)
+ PSR ovarian cancer « PARP inhibitor and 10 agent naive >50-<65 14 (45.2) 8 (25.0)
=65 14 (45.2) 20 (62.5)
Primary endpoints Race, n (%)
- g DO - DCR at 24 weeks (target 80%) White 2D:(64.6) 28 10¢5.0)
t Durvalumab « Safety and tolerability Asian 10 (32.3) 3 (9.4)
- 1.5 g IV qdw Other 1 (3.2) 5 (15.6)
8 Platinum sensitivity, n (%)
{J%?;g‘aes"e} Secondary endpoints include: >6-12 months 18 (58.1) 14 (43.8)
10 mg/kg IV q2w odrasain » DCR at 56 weeks, ORR, DOR, >12 months 13 (41.9) 18 (56.3)
PFS, OS, PK Number of prior lines of chemotherapy, n (%)
N Olaparib 1 prior line 20 (64.5) 23 (71.9)
E 300 mg po bid Exploratory endpoints include: 2 prior lines 11 (35.5) 9 (28.1)
=
o Durvalumab » Tumour genetics and
o 1.5 g IV g4w immunology biomarkers Enrolment D Februarv 2019
completed Y y

Sequential enrolment

Patients on study treatment at DCO, n (%) (13 February 2020)

13 (41.9); 13 (41.9); 12 ' ,
...... (38.7) 7 (21.9); 6 (18.8); NA

Tumour assessments every 8 weeks

RESEARCH
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Drew Y et al. ESMO 2020;Abstract 814MO.



MEDIOLA: A Phase Il Study of Olaparib and Durvalumab with or
without Bevacizumab for Platinum-Sensitive Relapsed OC:

No Germline BRCA Mutation Cohort

Exploratory analysis suggests ORR with triplet cohort is not dependent on genomic instability status (GIS)

100+ Olaparib + durvalumab + bevacizumab < Olaparib + durvalumab

80+ -

60- ORR = 87.1% A ORR = 34.4%
£ 9 40 (95% C170.2-96.4) (95% CI1 18.6-53.2)
L % 1 Median DOR = 11.1 months 1 Median DOR = 6.9 months
s s 204 (IQR 7.4-16.4) (IR 5.4-11.1)
g 0
X 5 -20-

604
-80 4
100 Confirmed ORR =77 4% (95% CI 58 9-90 4) Confirmed ORR = 31.3% (95% CI 16.1-50.0)
Olaparib + durvalumab + bevacizumab Olaparib + durvalumab
Genomic instability status* subgroup [0SV L/ n/N patients ORR (95% ClI), % n/N patients
- 100.0 90.0
GIS-positive 69.2-100.0 10/10 18.7-813 9/10
: 75.0 16.7
GlS-negative § N St s 0.4-64.1
GIS-unknown e 113 313 5/16

(54.6-98.1) (11.0-58.7)

RTP

RESEARCH

Drew Y et al. ESMO 2020;Abstract 814MO. 10 PRACTICE



MEDIOLA: TTP or Treatment Discontinuation

Olaparib + durvalumab + bevacizumab Olaparib + durvalumab* S e
o — 3 > —— 2> ow  ow
8 o O. ? = On trealment
.O Q A. o) -0 Traatment discontinued due to:
8 f ‘ © ® - © Adversa avenl
© o :‘ § ; §’ * ¢ Study criteria
5’2 * O =P OO * © ¢ Progressive disease
© i 9 g # Patient decision
‘ :% L 4 (\>’ et 80 & Other
S Py 5 * e O, * DCR at 24 weeks: 28.1%
Q © @ o) 38’ (90% C1 15.5-43.9)
3 @ : © ® ® % s | Median PFS: 5.5 months
Q@ : o) * * | (95% Cl 3.6-7.5)
o) —@ @ o @
8 @ * » S . ¢
— = : S
: —~— © DCR at 24 weeks: 77.4% 8
_2_0 o e (90% C1 61.7-88.9) -
—e Median PFS: 14.7 months Q : @ —3
(95% CI 10.0-18.1) % ©
~24 weeks : i <© ~1:4 weeks : ' ; | ,
T T T T
0 100 200 300 400 500 600 0 100 200 300 400 500
Study day Study day

* Triplet cohort showed high DCT at 24 weeks and a long median PFS
RTP
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Drew Y et al. ESMO 2020;Abstract 814MO.



FIRST Phase Ill Trial of Dostarlimab (TSR-042)
in Newly Diagnosed Ovarian Cancer

N = 720-960
Screening Newly diagnosed advanced
ovarian cancer

Randomization Cycle 1 carboplatin-paclitaxel
at cycle 2
v v v
Total 6 cycles
(21 days) Carboplatin-Paclitaxel Carboplatin-Paclitaxel Carboplatin-Paclitaxel
+ L.V. placebo + L.V. placebo + TSR-042
=+ bevacizumab + bevacizumab + bevacizumab
Maintenance l l l
up to3yrs
Placebo Niraparib Niraparib
(oral and I.V.)* + L.V. placebo* + TSR-042
*+ bevacizumab =+ bevacizumab =+ bevacizumab

*|.V. placebo up to 15 months in total
' Primary endpoint: PFS

Secondary endpoints: ORR, DOR, DCR, PROs, TFST, TSST, PFS2, OS

www.clinicaltrials.gov/ct2/show/NCT03602859 Courtesy of Ursula Matulonis, MD



Phase Il MOONSTONE Study Design

Eligibility

e Completed 1-3 prior lines of therapy for

advanced or metastatic ovarian cancer

. . . N=150

* Previously treated with platinum-based
chemo, taxane and bevacizumab

v

Niraparib + Dostarlimab

* Resistant to last administered platinum
agent

e No known BRCA 1 or 2 mutation

Primary endpoint: ORR
Secondary endpoints: DOR, PFS, OS, DCR

TO PRACTICE

https://clinicaltrials.gov/ct2/show/NCT03955471?term=MOONSTONE&draw=2&rank=1



Select Ongoing Phase lll Trials of Immunotherapy
in Combination with PARP Inhibitors

Trial name

(Trial identifier) Setting Treatment arms

* Rucaparib + nivolumab

* R ib + pl
ATHENA 1012 Maintenance therapy after | Nlijvcjlz?*r:;bb +p T:ce:I:o
(NCT03522246) / 1L platinum-based chemo P

* Placebo

_ e Bevacizumab
DUO-O 1056 g/ll_alrl];ﬁ:z:fbgzzgapy G Bevacizumab + durvalumab
(NCT03737643) ’ P * Bevacizumab + durvalumab + olaparib
chemo/bev *+ durvalumab

www.clinicaltrials.gov. Accessed August 2020.
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HER2-Positive Endometrial Cancer




HER2 Testing in Endometrial Serous Carcinoma

Current Criteria (Approved or Proposed) for HER2 Positivity by Immunohistochemistry (IHC) and Fluorescence In Situ
Hybridization (FISH) in Different Tumor Types

Breast Gastric Colorectal Endometrial Serous
(ASCO/CAP 2018)* (ASCO/CAP 2016)*° (HERACLES Trial)*® (Fader et al Clinical Trial)*'
HER2 IHC 3+ >10% circumferential, strong, >10%, strong complete, or  >50% strong complete, or  >30% strong complete or
complete basolateral/lateral basolateral/lateral basolateral/lateral
HER2 FISH HER2/CEP17 ratio >2.0 and HER2/CEP17 ratio >2.0 HER2/CEP17 ratio >2.0 in HERZ2/CEP17 ratio >2.0
amplification ~ HER2 signal >4.0 per nucleus OR ratio <2.0 and HER2 >50% of cells

OR ratio <2.0 and HER2 signal ~ signal >6.0 per nucleus
>6.0 per nucleus (if IHC score

2+ or 3+)
Abbreviations: ASCO, American Society of Clinical Oncology; CAP, College of American Pathologists.

RTP
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Buza N. Arch Pathol Lab Med 2020;[Online ahead of print].



Proposed HER2 Testing Algorithm for Endometrial Serous Carcinoma

Endometrial Serous Carcinoma (Pure

or Mixed)
Her2 Immunohistochemistry

Faint/barely perceptible,
incomplete membrane
staining in any proportion, or
weak complete in <10% of

tumor cells

Intense complete or
basolateral/lateral
membrane staining in >

30% of tumor cells

Intense complete or
basolateral/lateral membrane
staining in < 30%, or weak to

moderate in 210% of tumor cells

IHC score 2+

No staining in
tumor cells

IHC score 3+

Equivocal
I

Positive

FISH Her2/ FISH IHC score 1+ IHC score O
CEP17 Ratio 2 Her2/CEP17 : Negative
Negat
2.0 Ratio < 2.0 —

Her2 Her2
Positive Negative

RTP

RESEARCH

Buza N. Arch Pathol Lab Med 2020;[Online ahead of print]. 10 PRACTICE



Randomized Phase Il Trial of Carboplatin/Paclitaxel versus
Carboplatin/Paclitaxel/Trastuzumab for Uterine Serous Carcinoma That

Overexpresses HER2/Neu: Updated Survival Analysis

Eligibility

* FIGO Stage IlI-IV USC or recurrent USC
Paclitaxel 175 mg/m? and carboplatin AUC 5

* HER2/neu+ USC as defined by IHC score of 3+ IV q 21 days x 6 cycles
(ASCO/CAP 2007 criteria) or 2+ with gene
amplification confirmed by FISH

* Patients diagnosed with recurrence were Eligible
required to have measurable disease, defined as 8 Randomization
at least one target lesion per RECIST 1.1 USC 11

e Patients with recurrent disease may not have HER2+
received >3 prior chemotherapies for treatment Patients

of their EC, and a treatment-free interval of >6 Paclitaxel 175 mg/m? and carboplatin AUC 5

months from last C/T was required for patients + Trastuzumab (at 8 mg/kg 1st dose & then 6
with recurrent disease e Optimal or suboptimal CRS mg/kg in subsequent cycles) x 6 cycles f/b
status allowed trastuzumab maintenance at 6 mg/kg until

 EBRT allowed prior to disease progression or prohibitive toxicity

enrollment

RESEARCH
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Fader AN et al. Clin Cancer Res 2020;26:3928-35. Courtesy of David M O’Malley, MD



Overall Survival with the Addition of Trastuzumab to Carboplatin/
Paclitaxel for Advanced Uterine Serous Papillary Carcinoma (USPC)

» Benefit was particularly striking in the Stage llI-IV pts, with a median OS of 25.4 mo (control) compared with
an unreached median OS (experimental; p = 0.0406, HR 0.492)

Overall Survival vs Trastuzumab, Advanced USPC
With Number of Subjects at Risk

1.0
® Censored
0.8
HR 0.492
p =0.0406
§ 0.6
= )
c
o
©
8
© 04
o
0.2
0.0
No | 20 16 11 6 5 5 4 1
Yes | 21 21 16 9 7 4 0
0 12 24 36 48 60 72 84

Months from on-treatment date

Trastuzumab No Yes
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Fader AN et al. Clin Cancer Res 2020;26:3928-35. Courtesy of David M O’Malley, MD



Overall Survival with the Addition of Trastuzumab to
Carboplatin/Paclitaxel for Recurrent USPC

* No significant OS benefit was observed in the recurrence cohort

Overall Survival vs Trastuzumab, Recurrent USPC
With Number of Subjects at Risk

1.0
® Censored
0.8
HR 0.864
‘ p =0.3929

é 0.6 I_
= )
[y
K=
=
S
(=) 0.4
o

0.2 \_

0.0

No |8 7 4

Yes 9 7 5 1 0

(0] 12 24 36 48 60 72 84

Months from on-treatment date

Yes

No

Trastuzumab
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Fader AN et al. Clin Cancer Res 2020;26:3928-35. Courtesy of David M O’Malley, MD S




Carboplatin/Paclitaxel/Trastuzumab: Summary

* First trial of targeted therapy in USC ONLY patients

 Demonstration that HER2 is an important prognostic and actionable
target in USC

* NCCN designation of C/T/Trastuzumab as a preferred regimen in HER2+
USC (Level 11A)

Fader AN et al. SGO 2020 Courtesy of David M O’Malley, MD



Phase Il DESTINY-PanTumor02 Study Design

Trial Identifier: NCT04482309 (Not yet recruiting)
Estimated Enrollment: 280

Eligibility

* Locally advanced, unresectable or

metastatic disease Trastuzumab deruxtecan

* Disease progression after prior treatment 7 cohorts will be evaluated:
or no satisfactory alternative treatment " Endometrial cancer, cervical cancer, ovarian
option cancer, bladder cancer, biliary tract cancer,
* Prior HER2-targeted therapy allowed pancreatic cancer and rare tumors

* HER2 expression may be based on local or
central assessment

Primary endpoint: ORR
Secondary endpoints include DOR, PFS, OS, DCR

RESEARCH
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https://www.clinicaltrials.gov/ct2/show/NCT04482309.



Tisotumab Vedotin and Other Novel Agents in
Gynecologic Cancers




Mechanism of Action of Tisotumab Vedotin

e Tissue factor (TF) is aberrantly expressed in a
broad range of solid tumours, including
cervical cancer,'? and TF expression has been
associated with higher tumour stage and
grade, higher metastatic burden and poor
prognosis?

 TF expression in cervical cancer makes TF a
novel target for patients with cervical cancer

* ADCtargets TF
-~ Monoclonal Antibody targets TF
— Payload: Microtubule disrupting MMAE

* Allowing for direct cytotoxicity and bystander
killing, as well as antibody-dependent cellular
cytotoxicity34

1. Forster Y, et al. Clin Chim Acta, 2006. 2. Cocco E, et al. BMC Cancer, 2011.
3. Breij EC, et al. Cancer Res, 2014. 4. De Goeij BE, et al. Mol Cancer Ther, 2015.

Immunogenic Cell Death

Antigen-presenting cell
Direct
| Cytotoxicity

Tissue " '
/ factor = 3 .
Binds to '
i antigen ﬂ- )

: E complex is internalized ©
= and traffics to lysosome ® n Microtubule
disruption

*
[ ® » ¢
' '
Wy R °
B MMAE is , Antibody-Dependent
p released ® Cellular Cytotoxicity
CeII cycle /
arrest and Fc receptor-
apoptosis positive cell
Adjacent
tumor cell
° Antibody-Dependent

Cellular Phagocytosis

Courtesy of David M O'Malley, MD [




innovaTV 201: Best Overall Response to TV

100 -
. Best overall response
0 - Maximum Percentage Change from Bartafasn i
Baseline in Target Lesion Size P
60 A W Stable disease
W Progressive disease
40 - ORR: 24%

from baseline?,%

-60 -

Maximum change in target lesion size

-80 4

-100 -

Hong DS et al. Clin Cancer Res 2020;26:1220-8.

RTP
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innovaTV 201: Time to Response and Duration of Response in
Patients with a Confirmed PR to TV

Partial response
A Progressive disease
=»> Ongoing response

Median TTR: 2.6 mos
Median DOR: 4.2 mos
Median PFS: 4.2 mos

o
o
" o
e
c
2
-
©
Q o
©
=]
S
.2
©
L=
o
o
1 1
0 2

Hong DS et al. Clin Cancer Res 2020;26:1220-8.

6 8
Duration of follow-up, months

10 12

RTP
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innovaTV 201: Treatment-Emergent Adverse Events

Conjunctivitis Before and After Mitigation Measures

Adverse events All grade 90 -

Fatigue 51% 9% 304 W Grades 1-2
Nausea 49% 5% i; - Gra:o;;sl-z " Grade3
Neuropathy 55% 11% 2
Bleeding-related AEs 73% 5% g =
Ocular AEs 65% 2% § i
Conjunctivitis 42% 2% g # Crade 3
Dry eye 24% 0 3 30 < 3%
Ulcerative keratitis 7% 0 £ 2 Grades1-2
Blepharitis 5% 0 10- =%
Keratitis 5% 0 0
Patients enrolled before Patients enrolled after

mitigation measures (n = 15) mitigation measures (n = 40)

3 One patient with grade 3 conjunctivitis after mitigation measures were implemented. (INE T

- e ) RESEARCH
Hong DS et al. Clin Cancer Res 2020;26:1220-8. No grade 3 events were observed before mitigation measures were implemented. SRR




Tisotumab Vedotin in Previously Treated Recurrent or
Metastatic Cervical Cancer: Results from the Phase Il
innovaTV 204/G0OG-3023/ENGOT-cx6 Study

Coleman RL et al.
ESMO 2020;Abstract LBA32.




Clinical Variable N=101

innovaTV 204: Antitumor Activity by IRC Assessment

Confirmed ORR 24%
CR 7%
PR 17%
SD 49%
PD 24%
Not evaluable 4%

Coleman RL et al. ESMO 2020;Abstract LBA32.

Duration of Response

o 1.00
70
c
S 0.80-
n
o)
X 0.60- )
f= Median DOR
8 0.40+ (95% Cl) s
'% 0.20- 8.3 months
g : (4.2-NR)
m O | | ] | | |
0 2 4 6 8 10 12
Time (months)
No. at risk 24 22 16 11 8 3 0
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innovaTV 204: Maximum Change in
Target Lesion Size by IRC Assessment

+
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é Target lesions reduced in 79% of patients with 21 post-baseline scan
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Confirmed Best Overall Response CR . PR . SD . PD
-100 —

+ indicates a change greater than 100%

RTP
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Coleman RL et al. ESMO 2020;Abstract LBA32. T0 PRACTICE



innovaTV 205 (GOG 3024): Recurrent or Metastatic Cervical Cancer

Treatment Setting Dose-Escalation Phase

Tisotumab vedotin escalating doses IV Q3W +

. ] bevacizumab escalating doses IV Q3W
Disease progression on or after -

standard-of-care therapy
(2L+)

Tisotumab vedotin escalating doses IV Q3W +
pembrolizumab fixed dose IV Q3W

Tisotumab vedotin escalating doses IV Q3W +
carboplatin fixed dose IV Q3W

v

Dose-Expansion Phase

Tisotumab vedotin RP2D IV Q3W + carboplatin
fixed dose IV Q3W

Tisotumab vedotin RP2D IV Q3W + pembrolizumab
fixed dose IV Q3W

Tisotumab vedotin RP2D IV Q3W + pembrolizumab
fixed dose IV Q3W

——— No prior systemic treatment
(1L)

Disease progression on or after
1-2 prior systemic therapies
(2L-3L)

Tisotumab vedotin IV on days 1, 8, and 15 of
a 28-day cycle

New dosing schedule

Courtesy of David M O'Malley, MD
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Thank you for joining us!

CME and MOC credit information will be emailed
to each participant within 5 business days.




