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This educational activity contains discussion of
non-FDA-approved uses of agents and regimens.

Please refer to official prescribing information for
each product for approved indications.



Hepatobiliary Cancers
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June 3 Metastatic Breast Cancer
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JIYsE\VA Bispecific Antibodies in the Management of
June 4 Lymphoma (Webinar)

7:00 AM - 8:00 AM CT (8:00 AM - 9:00 AM ET)
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Exciting CME Events in Chicago You Do Not Want to Miss
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Exciting CME Events in Chicago You Do Not Want to Miss
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Clinicians in the Meeting Room

Networked iPads are available.

Review Program Slides: Tap the Program Slides button to review speaker
presentations and other program content.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Tap Ask a Question to submit a challenging case or question for
discussion. We will aim to address as many questions as possible during the
program.

ofiif o

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.




Clinicians Attending via Zoom

Review Program Slides: A link to the program slides will be posted in the chat
room at the start of the program.

Answer Survey Questions: Complete the pre- and postmeeting surveys.

Ask a Question: Submit a challenging case or question for discussion using the
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the
conclusion of the program.




About the Enduring Program

* The live meeting is being video
and audio recorded.

* The proceedings from today will
be edited and developed into
an enduring web-based
video/PowerPoint program.

An email will be sent to all attendees when the activity is
available.

* To learn more about our education programs, visit our website,
www.ResearchToPractice.com
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Agenda

Module 1: Up-Front Treatment for Advanced Ovarian Cancer (OC) — Dr Salani

Module 2: Current Management of Relapsed/Refractory (R/R) OC; Promising
Novel Agents and Strategies Under Investigation — Dr Backes

Module 3: First-Line Therapy for Advanced Endometrial Cancer (EC) — Dr Mirza

Module 4: Current Therapeutic Options for R/R EC; Novel Investigational
Strategies — Dr Slomovitz

Module 5: Role of HER2-Targeted Therapy in the Management of Advanced OC,
EC and Other Gynecologic Cancers — Dr Secord
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Dr Eric Lee: Case Presentation

Clinical presentation: 64-year-old woman with mild dementia was admitted to the hospital with
bowel obstruction and on lap found to have abdominal abscess and peritoneal carcinomatosis.

BRCA/HRD status: Somatic BRCA1 mutation

Treatment: Carboplatin, paclitaxel and bevacizumab x 7 cycles. Then switched to bevacizumab
and olaparib maintenance.

Response: Complete response on PET-CT, normalization of tumor markers during chemotherapy
portion. Developed appendiceal perforation after 3 months of maintenance therapy.
Bevacizumab discontinued. Continued on olaparib x 3 months. Restaging PET-CT showed pelvic
sidewall recurrence. Recommendation is to biopsy for folate receptor alpha testing.

Side effects/tolerability issues: Gl perforation on bevacizumab. No significant cytopenias or Gl
toxicities while on PARP.
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Dr Eric Lee: Case Questions

How would you have managed this patient
postoperatively? What do you consider to be a
contraindication to bevacizumab?

What would be your treatment approach for a patient
who presents with ovarian cancer and a bowel
obstruction?

How long would you continue olaparib in this situation?

In what situations should bevacizumab be included as part
of neoadjuvant therapy? R




Dr Eric Lee: Questions for the Faculty

In what situations should bevacizumab be included as a
component of front-line chemotherapy?

For patients who don’t receive bevacizumab with
chemotherapy, when should it be added to PARP

maintenance?

How, if at all, do you factor in the KELIM score when
deciding treatment approach?




Dr Lyndsay Willmott: Case Presentation

Clinical presentation: 44-year-old woman with ovarian cancer who underwent immediate
cytoreduction

BRCA/HRD status: gBRCA1 mutation
Treatment: Primary cytoreduction followed by chemotherapy and olaparib maintenance

Response: Complete response (subsequent platinum-sensitive recurrence)

Tolerability issues: Anemia that was resolved after dose reduction
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Dr Lyndsay Willmott: Case Questions

What’s your general approach to BRCA/homologous
recombination deficiency (HRD) testing? How do you
sequence germline, somatic and liquid assays?

How do you counsel family members who have a germline
BRCA mutation?




Dr Lyndsay Willmott: Questions for Faculty

Should PARP inhibitor maintenance be offered to all
patients who do not experience disease progression on
first-line platinum-based chemotherapy, or are there any
situations in which you would not do so?

In general, what is your approach to primary PARP
inhibitor maintenance for patients with a germline or
somatic BRCA mutation?

What about patients without a BRCA mutation with
HRD-positive disease?




Upfront Treatment of Advanced
Ovarian Cancer

Ritu Salani, M.D., M.B.A.
Professor

Health



Objectives

* Role of genetic testing and tumor biomarkers
- BRCA and HRR/HRD testing
* Review frontline ovarian cancer treatment options

- Bevacizumab
« PARP inhibitors

- Immunotherapy

Health



Ovarian Cancer Statistics

Estimated New Cases in 2023 19,710

16
% of All New Cancer Cases 1.0% i
12

Estimated Deaths in 2023 13,270 10

% of All Cancer Deaths 2.2%

Rate Per 100,000 Persons
oo

5-Year 9
Relative Survival

0

o 1992 1996 2000 2004 2008 2012 2016 2020
Year
50.8%
Rate of New Cases v Death Rate
2013-2019

https://seer.cancer.gov/statfacts/html/ovary.html



Genetic and Tumor Testing

NCCN Guidelines® for ovarian cancer

= At diagnosis, all patients with ovarian cancer, fallopian tube cancer, or primary peritoneal cancer should have genetic risk evaluation and germline and
somatic testing (if not previously done)

* Germline and somatic BRCA1/2 status informs maintenance therapy; in the absence of a BRCA1/2 mutation, homologous recombination (HR)
status may provide information on the magnitude of the benefit of PARP inhibitor therapy

= Tumor molecular testing prior to initiation of therapy for persistent/recurrent disease, if not previously done

« Tumor molecular analysis is recommended to include, at a minimum, tests to identify potential benefit from targeted therapeutics that have tumor-
specific or tumor-agnostic benefit including, but not limited to, BRCA1/2, HR status, MSI, TMB, NRTK if prior testing did not include these markers®

American Society of Clinical Oncology
SOCiEty Of GyneCO|OgiC OnCOIOgy = All women diagnosed with epithelial ovarian cancer should be offered germline genetic

testing for BRCA1/2 and other ovarian cancer susceptibility genes, irrespective of their

= All patients with epithelial ovarian cancer should receive clinical features or family cancer history. Women who do not carry a germline
genetic counseling and be offered genetic testing, pathogenic or likely pathogenic BRCA1/2 variant should be offered somatic tumor
regardless of age or family history testing for BRCA1/2

= \Women diagnosed with clear cell, endometrioid, or mucinous ovarian cancer should be
offered somatic tumor testing for mismatch repair (MMR) deficiency

Health

1. NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Ovarian Cancer. 2. Lancaster JM et al. Gynecol Oncol. 2015. Konstantinopoulos PA et al. J Clin Oncol. 2020.



Ovarian Cancer and Homologous Recombination

50% EOC harbor HRD

BRCA1 germline mutations; 8%

OTHER

BRCA1 somatic mutations; 3%

. 4
Other; 21% BRCA2 germline mutations; 6%

BRCA?2 somatic mutations; 3%

BRCA1 promoter methylation; 0%

NER mutations; 4-8%

MMR mutations; 3% [ o+ CDK12mutations; 3%

RAD51C promoter methylation; 2/

FA gene mutations; ="

Cyclin E1 amplification; 15%

Core RAD gene mutations; =/
HR PROFICIENT

HR DNA damage gene mutations; 7%

PTEN homozygous loss; 7%
' POSSIBLY
UCLA §i5 HR DEFICIENT

EMSY amplification; 6%

Konstantinopoulos PA, et al. Cancer Discov. 2015



Tumor testing
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0.9 - Events (%) 9/18 (50.0) 5/7 (71.4)
HRD-negative/unknown HRD-positive :_5 g-j g e 177
= T
33 (4.1%) g 0.6 -
f O S os]
[ = o .
. Non-BRCA HRRm m = 04 Olaparib + bev
I CL/L) 0.3 Placebo + bev
(= 0.2 4
0.1
1 1 1 1 1 I 1 1 I I 1 1 1
tBRCAM 0 3 6 9 12 15 18 21 24 27 30 33 36 39
235 (29.2%) Time Since Random Assignment (months)
HRD-negative
244 (30.3%)
;(9) i Events (%) 36/57 (63.2) 15/22 (68.2)
_ 0'8 il HR (95% ClI) 0.92 (0.51 to 1.73)
E ol Median PFS  19.3 16.6
m = 0.7+ (months)
(4] 0.6 -
=
B a'el S 0.5 -
Non-tBRCAm 25 (3.1%) - =il
o —_— - =
HRD-unknown 127 (15.8%) &P 0.3+ _Olaparib + bev
128 (15_90/0) o 0.2 - lacebo + bev
14 (1.7%) 0.1

0O 3 6 9 12 15 18 21 24 27 30 33 36 39
L

Time Since Random Assignment (months)
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Pujade-Lauraine E, et al JCO Precis Oncol. 2023



Ovarian Cancer Landscape

7 ‘ a e .
@

Chemotherapy Paradigm shift 1: Paradigm shift 2: Paradigm shift 3:
Bevacizumab PARP inhibitors for BRCA- PARP inhibitors beyond
mutated ovarian cancer BRCA mutation
No further improvement Bevacizumab improved

in survival with PFS versus I <01 015 Olaparib + PAOLA-1¢
chemotherapy alone chemotherapy alone34 Olaparib ey DEMPAE I NCT02477644
since the introduction PRIMA7
of platinum-taxane Niraparib NCT02655016

e L P

chemotherapy'2

ATHENA-mono?®
NCT03522246

aRucaparib
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Frontline Bevacizumab: GOG 218 and ICON7

Significant improvement in PFS

Carboplatin & paclitaxel in combination with
bevacizumab in patients with newly diagnosed OC

PFS'
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Health

Burger RA, et al. N Engl J Med 2011; Perren TJ, et al. N Engl J Med 2011.



SOLO-1: Olaparib

Newly diagnosed, FIGO Olaparib 300 mg b » Study treatment
stage IV, high-grade serous (N=260) continued until

or endometrioid ovarian, disease progression
primary peritoneal or fallopian 21 randomization * Patients with no
tube cancer evidence of disease
Germline or somatic BRCAM Stratified by response at 2 years stopped
ECOG performance status 0-1 to platinum-based freatment
Cytoreductive surgery* chemotherapy * Patients with a partial
In clinical complete response response at 2 years
or partial response after Placebo could continue
platinum-based chemotherapy (N=131) freatment

2 years' treatment if no evidence of disease
—

44.3% of patients in the placebo
group received subsequent PARP
inhibitor therapy, compared with
14.6% of patients in the olaparib

group

Health

Moore K N Engl J Med. 2018; DiSilvestro P et al, J Clin Oncol 2023
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PRIMA: Niraparib Trial Design

Patients with newly-diagnosed OC at
high risk for recurrence after
response to 1L platinum-based
chemotherapy

2:1 Randomization

Niraparib Placebo

Stratification Factors
Neoadjuvant chemotherapy administered: Yes or no
Best response to first platinum therapy: CR or PR

Tissue homologous recombination test status: deficient
or proficient/not-determined

Body weight 277 kg and platelets 2150,000/uL started with
300 mg QD

Body weight <77 kg and/or platelets <150,000/uL started
with 200 mg QD

36 months or until disease progression

Endpoint assessment

Primary Endpoint: Progression-free survival by BICR

Key Secondary Endpoint: Overall Survival
Secondary Endpoints: PFS2, TFST, PRO, Safety

Health

Hierarchical PFS Testing

Patients with homologous recombination deficient
tumors, followed by the overall population.

Statistical assumption: a hazard ratio benefit in PFS of
* 0.5 in homologous recombination deficient patients
0.65 in the overall population

>90% statistical power and one-sided type | error of 0.025

Gonzalez-Martin A N Engl J Med. 2019




Progression-free Survival (%)

PRIMA: PFS in Biomarker Subgroups

Homologous Recombination Deficient (HRd)
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Gonzalez-Martin A N Engl J Med. 2019



PRIMA: Updated PFS Analysis

PFS in the HRD population PFS in the HRD/BRCAm population
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80 s
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Gonzalez-Martin A European J Cancer 2023.



PAOLA-1 Trial Design

Newly diagnosed
Stage llI-1V EOC
Surgery

(upfront or interval)
Platinum-taxane
based
chemotherapy

23 cycles of
bevacizumab

Health

N=806

NED/CR/PR

c
RS,
)

©
=

=

O
ge;

c

©
(a'a

Maintenance therapy

Olaparib (300 mg BID) x2 years
+

bevacizumab'
2:1

Stratification
e Tumour BRCAm status*

Placebo x2 years
-+

bevacizumab?’

« First-line treatment outcomef

Primary endpoint
Investigator-assessed PFS
(RECIST v1.1)

Sensitivity analysis
PFS by BICR

Secondary endpoints
TFST

PFS2, TSST

OS

HRQolL

Safety and tolerability

Ray-Coquard | et al. N Engl J Med. 2019




PAOLA-1: PFS in Biomarker Subgroups

HRD positive, including tBRCAm HRD positive, excluding tBRCAm HRD negative/unknown
100+ -
— 90- .
S !
~ 80 ! -
= |
E 70_ 1 .
oS i | |
=5 60 i
R R i e S R . ey
§8 i ' | |
Qg 30 i | . : :
5 201 | | - | |
5 - a s -
Orrm—mr——T——+—7T 7 T T+ T T T T T 1T/ T T T T T T T T T T T T T T T T T T T T T T T T 1T
0 3 6 9121518212427303336394245 0 3 6 9 121518212427303336394245 0 3 6 9 12151821 24 27 30 33 36 39 42 45
Months since randomization Months since randomization Months since randomization
Olaparib + Placebo + Olaparib + Placebo + ,
bevacizumab bevacizumab bevacizumab bevacizumab bOIap_arlb +b b Placgbo * b
(N=255) (N=132) (N=97) (N=55) evatilzuma eva(ilzuma
(N=282) (N=137)
Events, n (%) 87 (34) 92 (70) 43 (44) 40 (73)
Median PFS, 37.2* 17.7 193 (68) 102 (74)
months — 28.1* 16.6 I 16.9 16.0 I
HR 0.33 (95% Cl 0.25-0.45) HR 0.43 (95% Cl 0.28-0.66) HR 0.92 (95% C10.72-1.17)
] o -

Ray-Coquard | et al. N Engl J Med. 2019



PAOLA-1: Updated PFS and OS

Overall Survival

Olaparib + bevacizumab  Placebo + bevacizumab
(N = 255) (N=132)

. . Events, n (%) 93 (36.5) 69 (52.3)
P rOg re SS | O n 'fre e S U rVIVa I H R D+ A 100 — Median OS, months 75.2 (unstable)® 57.3
5-Year OS rate, % 65.5 48.4
Olaparib + bevacizumab  Placebo + bevacizumab 90 A | HR 0.62 (95% CI 0.45-0.85)
(N = 255) (N=132) s
,\? 100 — Events, n (%) 136 (53.3) 104 (78.8) 2\"0: 70 Py
< Median PFS, months 46.8 17.6 B3 H
¥ - 2 60
T 90 5-Year PFS rate, % 46.1 19.2 5
() o 50
S HR 0.41 (95% C1 0.32-0.54) o
S £
© 2
S 70 a0 iy .
S w0 HRD positive excluding
17}
o -
£ e N BRCAmM
o :
g 50 — o T T T T T T 1
» o 12 24 36 48 60 72 80
8 40 = E No.at risk Time from randomization (months)
% . Otaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0O
E S Placebo + bevacizumab 132 130 129 128 126 121 117 114 109105 100 96 91 89 86 82 79 77 70 59 44 29 21 9 = = 0
o 30 H
'.q_‘-) E Olaparib + bevacizumab Placebo + bevacizumab
(0] - ' (N=157) (N = 80)
20 +
“:’:, : Events, n (%) 48 (30.6) 37 (46.3)
E E B 100 Median OS, months 75.2 (unstable)® 66.9
o 10 7 : 5-Year OS rate, % 73.2 53.8
& E 201 | HR 0.60 (95% CI 0.39-0.93) |
0 -
I I I I | 1 1 80 s
0 12 24 36 48 60 72 80 & 70
; P =
TR Time from randomization (months) %: 6
Olaparib + bevacizumab 255 252 242 236 223 214 194 183 165 162 147 143 138 127 123 119 117 112103 79 63 40 31 8 5 3 0 § 50 -
Placebo + bevacizumab 132 129 118 103 91 79 62 52 41 37 34 30 29 25 24 24 21 20 1915 13 8 6 2 O £
-{é 40 —
© 30 o
. . . . . o
No improvement in patients with HRD negative cancers ,
s | BRCAmM —
° T T T T i T 1
UC L A He alth 0 12 24 36 a8 60 72 80
~ Ko di e Time from randomization (months)
Ray-Coquard I, et al. Annals Oncol 2023
s .

Olaparib + bevacizumab 157 156 156 155 155 152 150 144 143 139 134 131 130 127 123 118 117 115112 99 80 55 42 21 11 2 0
Placebo + bevacizumab 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 33 22 17 10 3 1 O



Phase Il OVARIO: Niraparib and Bevacizumab

Patients with newly diagnosed high-grade serous PFS Rate as of December 24, 2020 Median PFS as of June 16, 2021
or endometrioid stage llIB or IV epithelial ovarian, 100+ T o
fallopian tube, or peritoneal cancer who achieved a i @ Prespeciied exploratory endpoint ) (Sonsored sbservas M ]
CR, PR, or NED result after front-line platinum-based

chemotherapy + bevacizumab
(N=105)

" i : R L
s - —\ul‘\sq_'_‘;
All patients underwent tissue testing patients £ “° <0

for HRD status at enroliment

Estimated survival function (%)
b3

Progression-free survival rate (%)

201 204
10 4
Niraparib (200 or 300 mg QD) + bevacizumab (15 mg/kg Q3W) g 8 12 18 24 °'a 3 € 9 12 15 18 21 240 21 3 3 %
Time (months) e Time since first study dose (months)
Niraparib starting dose Bevacizumab M 1% 8 I % i 2B S BN T 2 Y B
200 mg: <77 kg and/or Maximum of 15 months, a0 . ot 100+ :
platelet count <150,000/uL including first-line treatment % ! f il g ] i_'":__'“:‘.gm
300 mg: All others Lo [ I I é:: | iz
2z l I l i, Median PFS (95% C1)
g 5 60 '.}_ 28.3 months (19 9-NE means)
By HRD ¢ so. I HES T -2
. status E gw- i‘l \mms@mcgﬁm )
= Results were favorable compared with other S £ Ly meamprsimen”
. . e 1 204 142 meots ( months)
upfront maintenance treatment trials H V]
a
. . . 0 r r . r —_—
= At the 24 month analysis, 53% of patients in the 6 12 18 24 IR IR EEE
. . . Time (months) AR R Time since first study dose (months) —
overall population remained progression free i 4w w w owu m om o» w6 3 o
= No new safety signals were observed
y S Hardesty MM. Gynecol Oncol 2022.




ATHENA MONO: Rucaparib

Investigator-assessed PFS in the ITT population

ATHENA-MONO Study Schema

208 mPFS (months) 20.2 9.2
Key Patient Eligibility @i@a — Randomization 4:4:1:1 ﬁ — Study Analyses =
4 Treament for e 801 HR 0.52 (95% Cl: 0.40, 0.68)
* Newly diagnosed, stage III-IV, Arm A (n2400) Hmonths*ot  ATHENA-MONO ’g 70 -
high-grade epithelial ovarian, rucaparib 600 mg BID PO + nivolumab :?;;:iii b Arm B (n~400) 2
fa“‘?Pm;“be’ o primaty 480 mg IV ' wmcpube  £ucaparib 600 mg BID PO + placcbo IV ? 60-
petivied Glicer Arm B (02400 toxicity, ot othet 8
* Completed frontline platinum- " (.n~ ) teason for Atm D (n*100) & g
tucaparib 600 mg BID PO + placebo IV g icr o
doublet chemothetapy and surgety L ey discontinuation  placebo PO + placebo IV 8 40 -
~ Achieved investigator-assessed e d
~ ) I
CRotPR st U ® 30- !
. . placebo PO + nivolumab 480 mg IV o) 1'_
~ Received Cytorcducﬂve;urgcry ATHENA-COMBO B : T :
(primatyorintcrval;RO - \rm A (n2400) o 7 | ! )
complete resection permitted) Arm D (2¥100) 600 me BID PO o _| Cumulative event rate : :
placebo PO + placebo IV : 10 9 Rucaparib: 53.9% ! :
* ECOGPSOor1 Placebo: 70.3% : I
* No ptiot frontline maintenance Randomization Stratification Factors g I I I I I I I | I I I I I
. . 0 3 6 9 12 15 18 21 24 27 30 33 36 39
treatment fot ovarian cancet Tumot HRD test statust Arm B (n7400) 7 , " trak (ovents) Time since randomisation (months)
* Disease status post-chemotherapy tucapaub 600 mg BID PO + placebo I} GRMBTR0Y
+ Tiing of sutgery Pacsbo 111(0) 97(11) 72(34) 60(44) 42(61) 39(64) 31(69) 18(75) 14(76) 8(78) 5(78) 3(78) 1(78)  O(78)

* Rucaparib reduced the risk of progression or death by 48% versus placebo
+ Adverse event findings were consistent with the primary analysis, with no new safety signals

UCLA Health Monk BJ, et al. J Clin Oncol 2022




DUO-0O: Chemotherapy, Bevacizumab and Durvalumab

DUO-O study design*

Patients

* Newly diagnosed
FIGO Stage IlI-IV
high-grade
epithelial OC

* Non-tBRCAmM
* Treatment-naive

* Primary debulking
or planned interval
debulking surgery

Patients with CR/PR/NED or SD
were permitted to receive maintenance therapy$

Arm 1
Arm 2
Stratified by: Arm 3 |

Timing and outcome of
cytoreductive surgery:

No macroscopic residual disease
after upfront surgery OR All others

Geographic region:
Europe OR North America
OR Other regions

DUO-O also included an independent, single-arm,
open-label, tBRCAm cohort - results not presented

+ Bevacizumab
bevacizumab

PC#* .
+ Bevacizumab
bevacizumab +

* durvalumab
durvalumab

PC# Bevacizumab
+ +

bevacizumab durvalumab

+ +

durvalumab olaparib

|

Primary

« PFS (RECIST v1.1 by
investigator) in Arm 3 vs Arm 1
— Non-tBRCAm HRD-positive'
— Non-tBRCAm ITT population

Key secondary

« PFS (RECIST v1.1 by
investigator) in Arm 2 vs Arm 1
— Non-tBRCAm ITT population

- OS

» Safety

* DUO-O met its primary endpoints at the planned interim PFS analysis (DCO1), demonstrating

statistically significant and clinically meaningful improvement with Arm 3 versus Arm 1'

Harter P, et al. ASCO 2023; Harter P, et al. SGO 2024



DUO-O: Final PFS

Non-tBRCAmMm HRD-positive Non-tBRCAM ITT
PC +B PC+B+D PC+B+D+O PC+B+D+0O
N=143 N=148 N=140 N=378
Median follow-up,* th : ; : N
ieablibinsibo i B oo 8.4 a8 ko Median follow-up,* months 34.5 33.1 32.0
Events, n (%) 94 (66) 89 (60) 57 (41) ——— ” r— e 551
mPFS,t months . 233 25.1 45.1 | vBoites; o) g 4} o) el
HR (95% CI) vs Arm 1% 0.89 0.46 mPFS,f months 19.3 20.6 25.1
100 (0.67-1.19) (0.33-0.65) HR (95% CI) vs Arm 1% 0.87 0.61
i (0.74-1.03) (0.51-0.73)
29 100 - P=0.118 ~
80 - 90 -
70 -
< 60 - 80 A
@ 50 - Arm 3 __ 70 -
L 40 - i X 60 1
30 - . i Arm 2 v 50 A
20 4 Data maturity across ) _ L 40 | AR
. all three arms: 56% ! rm i rm
100 = T T T T '0 T E T T T T T T T T T 28 2 Data maturity across i 33.2 Arm 2
A e
0O 3 6 9 12. 15 18 21 24 ?7 :.30 33 36 39 42 45 48 51 10 - all three arms: 67% ! Arm 1
Time from randomization (months) 0 !

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months)

mPFS of 45.1 months in B+D+0 arm is the longest observed for
non-tBRCA mutation HRD+ patients in the first line setting

UCLA
- Health Harter P, et al. ASCO 2023; Harter P, et al. SGO 2024



DUO-O: Interim OS

Non-tBRCAm HRD-positive

0S8 (%)

100
90
80
70
60
50
40
30
20
10

0

Arm 1 Arm 2 Arm 3
PC+B PC+B+D | PC+B+D+O
N=143 N=148 N=140
Median follow-up,* months 40.7 36.5 38.0
Events, n (%) 35 (24) 24 (16) 30 (21)
mOS,T months NR NR NR
HR (95% Cl) vs Arm 1% 0.69 0.84
(0.41-1.15) (0.51-1.37)
- P=0.48%
e 96.4

1917
: ! 88.6

i Data maturity across
all three arms: 21%

1 T I 1 1 I 1 1 1 1 1 I T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 5
Time from randomization (months)

Health

Non-tBRCAM ITT

OS (%)

Arm 2 Arm 3
PC+B+D PC+B+D+0O
N=374 N=378
Median follow-up,* months 38.7 37.8 37.6
Events, n (%) 150 (40) 137 (37) 145 (38)
mOS,T months 48.0 NR 48.5
HR (95% CIl) vs Arm 1% 0.92 0.95
(0.73-1.16) (0.76-1.20)
P=0.488% P=0.688%

Data maturity across
1 all three arms: 38%

6 9 12 1 30 33 36 39 42 45 48 51 5
Time from randomization (months)

0 3

Harter P, et al. ASCO 2023; Harter P, et al. SGO 2024



Future Directions: PARPIi, Bev and CPI

FIRSTI!

ENGOT OV-44  140°
ATHENA

GOG-3020 ~1000
ENGOT OV-45

ENGOT OV-43 ..

KEYLYNK-001

Health

Estimated
Primary
Completion

+ Bev Niraparib Dostarlimab Oct 2018 Jan 2023

- Rucaparib Nivolumab May 2018 Dec 2024

+ Bev Olaparib Pembrolizumab Dec 2018 Aug 2025



Agenda

Module 1: Up-Front Treatment for Advanced Ovarian Cancer (OC) — Dr Salani

Module 2: Current Management of Relapsed/Refractory (R/R) OC; Promising

Novel Agents and Strategies Under Investigation — Dr Backes

Module 3: First-Line Therapy for Advanced Endometrial Cancer (EC) — Dr Mirza

Module 4: Current Therapeutic Options for R/R EC; Novel Investigational
Strategies — Dr Slomovitz

Module 5: Role of HER2-Targeted Therapy in the Management of Advanced OC,
EC and Other Gynecologic Cancers — Dr Secord

RESEARCH
TO PRACTICE




Dr Priya Rudolph: Case Presentation

Clinical presentation: 49-year-old woman who presented a year ago with abdominal pain and distention
due to ascites. CT — large volume ascites with scattered mesenteric edema, peritoneal nodularity and
3.6-cm L ovarian mass.

BRCA/HRD status: Fluid cytology/peritoneal biopsy c/w high-grade serous ca, germline BRCA2-positive
Treatment: Neoadjuvant carbo/paclitaxel/bevacizumab x 3

Interval TAH/BSO debulking path — 0.4-cm residual tumor L ovary; extensive treatment effect.
Completed 3 additional cycles post op.

Started on maintenance bevacizumab plus olaparib. Olaparib started 3 months ago.

Tolerability issues: Severe anemia despite dose reduction (300 mg BID to 250 mg BID), requiring
transfusion. Plan to cut down to 200 mg BID.

RESEARCH.
TO PRACTICE




Dr Priya Rudolph: Case Discussion Questions

Do you agree with the neoadjuvant approach that was
taken here?

What is your approach to monitoring and mitigating the
side effects associated with PARP inhibitors
(eg, Gl toxicity, anemia)?

How do you discuss the risk of developing acute myeloid
leukemia or myelodysplastic syndromes with your patients
with ovarian cancer who are receiving a PARP inhibitor?




Dr Priya Rudolph: Questions for the Faculty

Do you believe there is therapeutic synergy between
PARP inhibitors and anti-PD-1/PD-L1 antibodies?

Based on available data from studies such as DUO-O,
is there any current role for this strategy?




Dr Lyndsay Willmott: Case Presentation

Clinical presentation: 55-year-old woman with platinum sensitive-recurrent ovarian cancer who had
not received a prior PARP inhibitor

BRCA/HRD status: Somatic BRCA2 mutation
Treatment: Chemotherapy followed by olaparib maintenance

Response: Complete response; currently on olaparib maintenance

Tolerability issues: No dose-limiting toxicities

RESEARCH
TO PRACTICE



Dr Lyndsay Willmott: Case Discussion Questions

How long would you continue olaparib for this patient?

Regulatory and reimbursement issues aside, what
treatment would you recommend if she experiences
disease progression?




Dr Lyndsay Willmott: Questions for Faculty

Under what circumstances, if any, would you use a PARP
inhibitor for a patient with recurrent ovarian cancer?

What has been your clinical experience with efficacy and
tolerability with mirvetuximab soravtansine?

What is the biological rationale for targeting human
cadherin-6 in ovarian cancer?




Current Management of
Relapsed/Refractory Ovarian Cancer

Promising Novel Agents and
Strategies Under Investigation

Floor J. Backes, MD
Professor, Gynecologic Oncologist
Columbus, Ohio

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER




Objectives

Updated indications for PARP inhibitors in
platinum sensitive and platinum resistant
ovarian cancer

PARP after PARP

Key data on mirvetuximab soravtansine in
platinum resistant ovarian cancer

Early activity of raludotatug deruxtecan (R-DXd)
In platinum resistant ovarian cancer

e

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER
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2022 : "Dear Health Care Provider....”

IMPORTANT PRESCRIBING INFORMATION

Subject: Rubraca® (Rucaparib) for treatment of BRCA-mutated ovarian cancer after 2

IMPORT, n~Ar mnara rhamntharaniae ic vahintarilu withdrauwn in tha 11 Q

Dear Health Care P

Imp«¢
Dleat o IMPORTANT PRESCRIBING INFORMATION
Augt Important Information for Lynparza (olaparib) for the maintenance treatment of adult
Subie patients with recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer, who
a:uft Deal are in complete or partial response to platinum-based chemotherapy and who do not have a
perito germline or somatic BRCA mutation. e
This a
e (ADF September 2023 Y 2
for tt
Dear He g‘zﬁ Dear Health Care Provider,

This let A rex This letter is to inform you that, as required by the U.S. Food and Drug Administration (FDA),

the FD/ Lyng AstraZeneca has restricted the Lynparza indication for the maintenance treatment of adult patients
FacicaN fh:’ef with recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in a complete
partial r e or partial response to platinum-based chemotherapy to the BRCA-mutated (germline or
EBRCA Astr: somatic) patient population only. ®
(FD#
Infor This decision was made in consultation with the FDA and is based on the totality of information ln.,
from other PARP inhibitors in the second or later line maintenance setting in ovarian cancer. The atinum-
decision is not based on new clinical data for Lynparza. ‘A Th e J ames
Revisions to the Lynparza USPI resulting from this restriction became effective on September 12, THE OHIO STATE UNIVERSITY
2023 3 WEXNER MEDICAL CENTER




2022: Dear Doctor Letters

Treatment of PSOC

Overall Survival 22 prior lines

ARIEL4 (BRCAmut) (A
Rucaparib vs
chemo

SOLO-3
(BRCAmut)
Olaparib vs chemo

Quadra (HRD+)
Niraparib (single
arm trial)

GY004
Platinum doublet vs
Olaparib vs
Olaparib/cediranib

(gE

Liu, ESMO 2023; Kristeleit Lancet Oncol 2022; Oza, Annals of Oncol 2022; Penson Gynecol Oncol

2022; Moore Lancet Oncol 2019.

4 months (ITT)
$6Cl 1.0, 1.73]

23 prior lines

sensitive
R7.6 (HR 1.07)

table: 5180 ARIEL4: OS

9.4 months

1.3395% Cl =0.84, 2.18

onths (95% Cl 14.5-24.6)

Time on Study (months)
No. at risk:
1 44 10
2 45 23
3 45 25

n PFS HR PFS2 HR Median OS HR (95% Cl)’
(95% C1)* (95% C1)' 0S, mo'
ITT
Rucaparib 233 0.665 0.860 19.4 1.313 (0.999—-1.725)
CT 116 (0.516—0.858); (0.674—1.098) 25.4
P=0.002
ITT, excluding pts who crossed over to rucaparib
Rucaparib 233 NA NA 19.4 0.423 (0.276—0.650)
CcT 36 9.1
ITT, censoring pts who crossed over to rucaparib
Rucaparib 233 NA NA 19.4 1.059 (0.688—1.630)
CT 116 262
Platinum-sensitive
Rucaparib 113 0.502 0.737 29.4 1.071 (0.709—1.618)
CT 57 (0.343—0.733); (0.512—1.060) 27.6
P=0.0004
Platinum-resistant
Rucaparib 120 0.821 0.968 14.2 1.511 (1.053—-2.170)
CcT 59 (0.583—1.155); (0.697—1.344) 22.2
P=0.257
Treatment group Events Total Median (months)
1.0 1: Chemotherapy 25 44 10.5
_ = = = 2: Olaparib 32 45 12.7
[«5) = . R i
@ = 0.8 w_3: Olaparib + cediranib 29 45 18.0
;s E
Bl
S5 S 06-
v Q
) ~—
D T 04-
2 =
&8sl 000 R e e
wn
T ] T
0 12 24 36

GY004: Platinum sensitive gBRCA1/2



2022: Dear Doctor Letters

PARP inhibitor maintenance after platinum-based therapy for

platinum sensitive recurrence

Overall gBRCA Non-gBRCA Non-gBRCA, HRD+ HRD+
survival

NOVA 40.9 vs 38.1 months 31v 8m 35 41, nths n/a
Niraparib vs HR 0.85 HR 1. H
placebo [95% CI1 0.61, 1.20] [959 2O 15 [9 5]
ARIEL3 45.9 vs 47.8 months n/a 3 ths 4 s 47
Rucaparib HR 0.832 HR m
vs placebo [95% C1 0.58, 1.19] [9 0.8 5] .
[95% C10.77,1.32]
SOLO-2 51.7 vs 38.8 months n/a n/a n/a
Olaparib vs HR 0.74
placebo [95%CI 0.54,1.00]
NORA 56.0 vs 47.6 months 46.5 vs 46.9 Not assessed Not assessed
Niraparib vs HR 0.86 HR 0.87
placebo [95% CI, 0.46—-1.58] [95% CI1 0.56,1.35]

Matulonis, Gynecol Oncol 2023; Coleman, Int J Gynecol Cancer 2022; Poveda, Lancet Oncol 2021; Wu, Lancet 2024

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER




Summary PARP inhibitor FDA indications

Second line | Treatment

(platinum of
sensitive) recurrence
Olaparib gBRCA, gBRCA, none
sBRCA sBRCA
Olaparib + HRD+ n/a n/a
bevacizumab
Niraparib All comers gBRCA none
Rucaparib none gBRCA, none
sBRCA

Prescribing information for niraparib, rucaparib, olaparib; https://ace.asco.org/guidelines/149680

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER
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PARP after PARP? Phase llIb OReO/ENGOT-OV38 trial

Study design

Patients

Relapsed non-mucinous
epithelial ovarian cancer
One prior course of PARPI
maintenance therapy
CR/PR to mostrecent
platihumregimenorNED =
after surgery* with no rising
CA125

Documented BRCAm status
by local testing

No limitto number of prior
lines of therapy

BEVD

BRCAm cohort

» gBRCAm or sBRCAm by
local testing

Prior PARPi exposure for
218 months after first-line
chemotherapyor =12
months after second-line or
later chemotherapy

Non-BRCAm cohort

» gBRCAm negative by local
testing; may include patients
with undetected SBRCAm

Prior PARPi exposure for
212 months after first-line

chemotherapyor
26 months after second-line
or later chemotherapy

Maintenance therapy

Olaparib 300 mg bid
or 250 mg bid if 300 mg
not previously tolerated

(N=74)

Placebo
(N=38)

2:1 randomisation stratified by:
* Prior bevacizumab

* <3 vs24prior lines of plainum-based
chemotherapy

Olaparib 300 mg bid
or 250 mg bid if 300 mg
not previously folerated

(N=72)

Placebo

(N=36)

Untl disease progression

>

Primary endpoint

* Investigator-assessed PFS
(modified RECIST 1.1)

Secondary endpoints

* Timeto RECIST/CA-125
progression or death

— + Timetofirst subsequent

therapy or death

* Timetosecond subsequent
therapy or death

* Timetotreatment
discontinuation or death

* Overall survival

* HRQoL

+ Safety

*NED was permitted if opimal cytoreductive surgery conducted prior to chemotherapy .

bid, twice daily; CA-125, cancer antigen 125; CR, complete response; gBRCAm, germline BRCA mutation; HRQol, health-related quality of life; NED, no evidence

of disease; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; sSBRCAm, somatic BRCA mutation.

Pujade-Lauraine, Annals of Oncol 2023, ESMO 2021

o

>85% had =3
prior platinum
20-34% CR
to last chemo
BRCAwt:
40% HRD+
7% and 14%
had first line
maintenance
PARP



R RRRRRRRRRRRRRRBRBBLLLEPRAEEEPEEEEPVEEEEEEEEEPEEE—BBEBEBBEBBBBERER.
PARP after PARP?

BRCAmMut BRCAwt

A Olaparib Placebo B Olaparib Placebo
(N=74) (N = 38) (N=T72) (N =36)
Median follow-up for PES, months 4.1 28 Median follow-up for PFS, months 29 2.8
Events, n (%) 65 (88) 38 (100) Events, n (%) 48 (67) 30 (83)
S | 2 90 -
g 90 3-month PFS rate (95% C'), a4 54 (420'648) 42 (264'570) § 50 3-month PFS rate (95% Cl), % 61 (477'724) 29 (143'457)
g 80 - 6-month PFS rate (95% C), % 35 (24.0-45.7) 13 (4.8-25.8) § i 6-month PFS rate (95% CI), % 30 (18.7-42.6) 7 (1.3-20.6)
70 - _ 1
o g 12-month PFS rate (95% Cl), % 19 (10.8-28.8) 0 (NC-NC) 2E o 12-month PFS rate (95% CI), % 14 (5.9-26.6) 0 (NC-NC)
< 60 - < 1
é f o HR 0.57 (95% Cl 0.37-0.87); P = 0.0220 2 % 50 HR 0.43 (95% CI 0.26-0.71); P = 0.0023
(]
E o
S E 40 - ST 401
oot | o
g 30 A § 30 1
% 20 ﬁ 20 1
= 10 1 ‘3 10 1
& Olaparib o Placebo ® Olaparid
eI . S SV Y
0 T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 O (i e SAL I8 QR SIE SRS, A0 (2800 20 207 00: 00 | 8100
Time from randomization (months) Time from randomization (months)
No. at risk No. at risk
Olaparb 74 66 38 25 23 16 13 7 7 6 4 4 3 2 2 1 1 1 1 Olaparb 72 62 31 12 10 7 5 5 5 4 2 1 1 1 1 1 1 0
Placebo 38 36 15 5 4 1 0 Placebo 36 31 7 2 2 0

Median OS in the BRCAm cohort was 20.1 months with olaparib and 20.9 months with placebo (HR 0.88; 95% CI
0.52-1.53; P = 0.44) (at 54% OS maturity). OS data was immature for BRCAwt
No new cases of MDS/AML in Olaparib group (1 (3%) in placebo group in BRCAm patient)

The James

THE OHIO STATE UNIVERSITY

WEXNER MEDICAL CENTER

Pujade-Lauraine, Annals of Oncol 2023
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Mirvetuximab Soravtansine vs Investigator Choice Chemo

o
SOM

MIRVETUXIMAB SORAVTANSINE
Folate receptor alpha-targeting ADC

ANTIBODY: Humanized monoclonal
antibody which selectively binds to FRa

PAYLOAD: DM4 maytansinoid payload;
potent tubulin-targeting agent

LINKER: Cleavable sulfo-SPDB linker

AVERAGE DAR: 3.4
Moore, NEJM 2023;

Phase |Il RCT mirv vs SOC chemo
« 2020-2023
« N=453
Platinum resistant ovarian cancer
Folate Receptor Alpha “high”
«  275% of viable cells with 2-3+ staining intensity
1-3 prior lines (47% had 3)
>60% prior bev; >50% prior PARPI
40% platinum free interval < 3 months

ORR: 42.3% vs 15.9%
« DORG6.77 vs 4.47 months

The James

THE OHIO STATE UNIVERSITY

WEXNER MEDICAL CENTER

.



Mirvetuximab Soravtansine

B Overall Survival

A Progression-free Survival 100~ Median Overall Survival
100+ Median Progression-free = 90+ (95% C1)
90- Survival (95% Cl) £ 80- mo
©
i = e P ol I D
2 MIRV  5.62 (4.34-5.95) £ g0l e/ A
£ % Chemotherapy 3.98 (2.86-4.47) | SRS ... S .. SR
& P<0.001 4
R 11 . p i 2 0
go 40 g 304
S 304 L K3 20- Hazard ratio for death, 0.67 (95% Cl, 0.50-0.89)
e 20 104 P=0.005 Chemotherapy
& 7 L
104 MIRV 0 T T T T T T T T T 1
o Chemotherapy , T 0 3 6 9 12 15 18 21 24 27 30
1 1 1 1 I 1 1 1 1
0 3 6 9 12 15 18 21 24 27 Months
Months
N Risk 227 204 175 128 82 53 28 15 9 4 0
0. at Kis 226 185 157 107 68 39 18 9 5 2 0
MIRV 227 151 89 38 18 10 3 3 1 0
Chemotherapy 226 98 48 19 5 3 2 1 0

WEXNER MEDICAL CENTER

Moo re, NEJM 2023 THE OHIO STATE UNIVERSITY
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MIRASOL Safety

wese FDA @approves mirvetuximab soravtansine-gynx
... for FRa positive, platinum-resistant epithelial ‘
=i gyarian, fallopian tube, or primary peritoneal

Keratopathy

Abdominal

g cancer

Diarrhea

Dry eye f share | X Post | in Linkedin | % Email | &= Print
Constipatio

Nausea

On March 22, 2024, the Food and Drug Administration approved mirvetuximab

Peripheral r . . ; = s :
soravtansine-gynx ... for adult patients with FRa positive, platinum-resistant

Neutropeni; thelial : alloni b : : 1 ho h ved hr Content current as of:
b epithelial ovarian, fallopian tube, or primary peritoneal cancer, who have recerved one to three ——
prior systemic treatment regimens. Patients are selected based on an FDA-approved test.
Advers Mirvetuximab soravtansine-gynx previously received accelerated approval for this indication. he
investi
The James
THE OHIO STATE UNIVERSITY
Moore’ NEJM 2023 WEXNER MEDICAL CENTER
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FORWARD II: Mirvetuximab with bevacizumab

>

Platinum resistant recurrent
ovarian cancer

FRa expression 225%

>75% FRa in 47%: 50-74% in
42%:; 25-49% in 12%

1-3 prior lines

Percentage change from baseline W | Percentage change from baseline

52% had 3 o =
N=94 "
0*-7‘--: ----------------------------------------------------------------
ORR 44% (5% CR)
mDOR 9.7 months 4
Gilbert, GyneCOI Oncol 2023 o 0 50 100 150 200 250 300 350 400 450 500 550 600 650 700 750 800 -
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Mirvetuximab with bevacizumab for PROC

A
B2 mPFS months B o FRa 275% FRa.50-24% FRu. 204986 Pretreated  Naive
(9% Ch) (6 PFS th 9.7 6.9 8.6 .
:gs% Cr;;on S o -11 o & 1-9 %) (13,-) . mPFS months 6.8 10.6
Rt RN Lt p! . 95% ClI 5.3, 8.2 8.2, 14.5
0.75 8.2 months e ( ) : b )
2 > 0.75 v _
= £ 2
e = =
© Q 8
r 0.5 8 ©
g_ ' p 9 037 : € o0s-
: o : : 8
2 s 2 s ®
°' 4 : o S LS o
0.25 : 0.25 E E E - 1—‘ 0.25 -
D T
0 T T : T T T T V=N T — T T T T T 0 -
0 3 6 9 12 15 18 2 0 3 ] 12 15 18 21 24
Time (months) Time (months) Time (months)
R 04 T s?:; a!?r;: 44 35 25 18 7 5 3 2 1 bl
, z
LESEL L S L ¢ ¢ ' FRa50-74% 39 31 18 9 5 3 2 0 0 e & = =2 B 92 4 : 2 2
FRa 25-49% 11 4 4 1 1 1 1 0 0
Table 3
Summary of efficacy in patients by subgroups.
Endpoint FRo 2 75% (n = 44) FRa 50-74% (n = 39) FRox 25-49% (n =11) BEV-naive (n = 39) BEV-pretreated (n = 55)
Confirmed objective response rate, n (%) 21 (48) 16 (41) 4 (36) 22 (56) 19 (35)
95% Cl (33,63) (26, 58) (11,69) (40, 72) (22, 49)
Median duration of response, (months) 9.7 9.7 185 104 97
95% Cl (6.0, 12.0) (3.0, NR) (NE) (6.9, 145) (4.2, NR)
Median progression-free survival, (months) 9.7 6.9 86 106 68
95% Cl (6.8,11.0) (5.1,99) (1.3, NR) (8.2, 145) (5.3,8.2)

BEV, bevacizumab; FRa, folate receptor alpha; NE, not evaluable; NR, not reached. .
* Gilbert, Gynecol Oncol 2023



Raludotatug deruxtecan (R-DXd) monotherapy in patients
with previously treated ovarian cancer

Humanized anti

CDH6 IgG1 mAb? Deruxtecans” « CDH®6 expression in ~65 to 85% of patients with ovarian
s o : " \ cancer
\’ ¢I AR Aoy o - First in Human Phase 1 study (NCT04707248)
%{ }H; . ’ 06 i g@@:ﬁo « Ovarian cancer patients treated with R-DXd 4.8-6.4 mg/kg
e " WEE IV every 3 weeks
Cleavable tetrapeptide-based linker Topoisomerase | inhibitor payload ’ . N=45 .
(DXd) « Median prior lines : 4 (1-12)

« PROC 89%
*  64% prior bev; 64% prior PARPI

Payload mechanism of action: topoisomerase | inhibitor4.

High potency of payload58p

High drug-to-antibody ratio of =84P

Payload with short systemic half-life®?.

Stable linker-payload®8.°

Tumor-selective cleavable linker4.2.8b

Bystander antitumor effect*?

———— The James
Courtesy of Dr Kathleen Moore, SGO Annual Meeting 2024 THE OHIO STATE UNIVERSITY

WEXNER MEDICAL CENTER
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CDHG6 targeting ADC: Raludotatug deruxtecan (R-DXd)

Median DOR: 11.2 months

100+ Confirmed ORR:2 Disease control rate:P

% 48.6% (18/37; 95% Cl: 31.9-65.6) 97.4% (95% Cl: 86.2-99.9) « Median PFS: 8.1 months

60 Including 1 CR,17 PRs, 18 SDs and 0 PD

4 unconfirmed responses were ongoing at the data cutoff

« No correlation between
CDHG6 expression and
response

* Phase 2/3 REJOICE-
Ovarian01 now open

Best change in sum of
diameters from baseline (%)

(NCT06161025)
1004 Starting dose level .4.8 mg/kg (n=9) . 5.6 mg/kg (n=4) . 6.4 mg/kg (n=23)
The James
Courtesy of Dr Kathleen Moore, SGO Annual Meeting 2024 THE OIO STATE UNIVERSITY

.
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Raludotatug deruxtecan (R-DXd) Safety Profile

Overview of TEAEs Most common (210%) treatment-related TEAEs
[\ n (%
:liég Preferred term Nie(g
Any TEAEs 57 (95.0)
TEAE with CTCAE Grade 23 31 (561.7) , _
TEAE associated with drug discontinuation 9 (15.0) Nausea 35(58.3)  1(1.7)
TEAE associated with dose interruption 22 (36.7) Fatigue 27 (45.0)  2(3.3)
TEAE associated with dose reduction 15 (25.0) Vomiting 20(33.3) 1(1.7)
Any treatment-related CTCAE Grade 23 TEAE 22 (36.7) Anemia 17 (28.3) 11(18.3)
Treatment-related TEAE associated with death 2 (3.3)2 Decreased neutrophil count 15(25.0) 7 (11.7)
. 3.3% (2/60) of patients in the 4.8—8.0 mg/kg cohort experienced Grade 5 ILD; Diarrhea 16 (26.7)  1(1.7)
both occurred in the 8.0 mg/kg cohort and were adjudicated as treatment-related -
«  8.9% (4/45) of patients in the 4.8—6.4 mg/kg cohort experienced Decreased appefite 154250 165
ILD (all Grade 2), of which 2 were adjudicated as treatment-related Decreased platelet count 10 (16.7) 3(5.0)
« As of October 2022, the 8.0 mg/kg cohort was closed due to a higher incidence .
of serious and Grade >3 TEAEs and lack of a favorable benefit/risk ratio? Alopecia 7(1.7) 0
. Fur'th?rﬂdose assessment is ongoing at three doses: 4.8, 5.6 and 6.4 mg/kg Malaise 6 (10.0) 0
G(:;”’:K;“';’; \‘400‘51 patients in the 8.0-mg/kg OVC cohort experienced serious and Grade 23 TEAESs.
CTCAE, Common Terminology Criteria for Adverse Events; ILD, interstitial lung disease; OVC, ovarian cancer; TEAE, treatment-emergent adverse event
The James
Moore K et al. ESMO 2023;Abstract 745MO. THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER

o
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Conclusion

Increased use of PARP inhibitors in first line; limited indications
for PARP inhibitors in second line maintenance

Consider for patients with no prior progression on PARPi and long
PARPI-free interval

Many new exciting options for platinum resistant ovarian cancer

Antibody drug conjugates
Multiple different targets
Multiple different payloads

Minimal activity of immunotherapy for PROC but novel
Immunotherapy strategies under development

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER

.



Agenda

Module 1: Up-Front Treatment for Advanced Ovarian Cancer (OC) — Dr Salani

Module 2: Current Management of Relapsed/Refractory (R/R) OC; Promising
Novel Agents and Strategies Under Investigation — Dr Backes

Module 3: First-Line Therapy for Advanced Endometrial Cancer (EC) — Dr Mirza

Module 4: Current Therapeutic Options for R/R EC; Novel Investigational
Strategies — Dr Slomovitz

Module 5: Role of HER2-Targeted Therapy in the Management of Advanced
OC, EC and Other Gynecologic Cancers — Dr Secord

RESEARCH
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Dr Priya Rudolph: Case Presentation

Clinical presentation: 63-year-old woman diagnosed with Stage 1A Grade 1 endometrioid endometrial
cancer w 35% myometrial involvement in 06/2015, s/p robotic TAH/BSO, no RT

2 y later in 11/2017 — presented with abdominal pain and noted to have 15 x 12-cm mass in central
pelvis and additional smaller masses in L pelvis with pelvic adenopathy, not amenable to resection

Biopsy: Endometrioid EC, MSI-H

Treatments to date: Carboplatin/paclitaxel/bevacizumab — 6 cycles with partial response followed by

interval debulking w residual pelvic mass w endometrioid features with focal squamous differentiation
and extensive necrosis. PET/CT — mass in vaginal cuff and upper vagina, pelvic adenopathy

Weekly cisplatin/RT x 6 weeks, then vaginal brachytherapy. Resumed
carboplatin/paclitaxel/bevacizumab — neuropathy, cytopenias, bleeding. Bevacizumab held. CT 3 mo
later — new soft tissue mass associated with rectovaginal fistula

Pembrolizumab x 2 y; well tolerated except for colitis, acute nephritis and hypothyroidism.
PET/CT after 7 mo — NED. NED x 3 y

RESEARCH
TO PRACTICE
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Dr Priya Rudolph: Case Discussion Questions

Have you seen cases of patients with endometrial cancer
who experience a good response to anti-PD-1/PD-L1
antibodies?

How do you approach monitoring and management of
side effects associated with immunotherapy?

What, if any, history of autoimmune disease is an absolute
contraindication for immunotherapy?




Dr Priya Rudolph: Questions for the Faculty

What is your preferred first-line therapy for metastatic
microsatellite instability-high (MSI-H)/mismatch repair-
deficient (dMMR) EC? Is your approach any different for a

younger patient with no comorbidities? Does PD-L1 status
matter?

Do you have a preferred anti-PD-1/PD-L1 antibody for
patients with MSI-H/dMMR EC?




Dr Lyndsay Willmott: Case Presentation

Clinical presentation: 73-year-old woman with Stage IV carcinosarcoma; MSI-H/dMMR
Treatment: Surgery followed by carboplatin/paclitaxel/dostarlimab = dostarlimab maintenance
Response: Complete response; currently on dostarlimab maintenance

Side effects/tolerability issues: No dose-limiting toxicities

RESEARCH
TO PRACTICE



Dr Lyndsay Willmott: Case Discussion Questions

How would you have treated this case of MSI-H/dMMR
Stage IV carcinosarcoma?

Is immunotherapy as effective for patients with
carcinomsarcomas as it is for patients with
endometrioid EC?




Dr Lyndsay Willmott: Questions for Faculty

What is your preferred approach to the management
of EC with a POLE mutation in the adjuvant and
metastatic setting?

Do you expect ongoing clinical trials evaluating
anti-PD-1/PD-L1 antibody-based strategies in the
adjuvant and neoadjuvant settings to be positive?

In what situations, if any, are you currently employing

adjuvant immunotherapy (10) outside of a clinical trial
setting?
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First-Line Therapy for
Advanced Endometrial Cancer

Mansoor Raza Mirza

Chief Oncologist Dept. of Oncology, Rigshospitalet, Copenhagen University Hospital, Denmark.
Medical Director NSGO-CTU (Nordic Society of Gynaecological Oncology)
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Rationale of combining Immune Checkpoint Inhibitor and ONSEOLTU [ cons ENGOT
PARP inhibitor with Chemotherapy

Immune Checkpoint Inhibitors:
« Durable activity in both dAMMR/MSI-H and MMRp/MSS previously treated EC'
« dMMR/MSI-H EC is associated with:

« High TMB/TILs?

 Higher response rate to anti-PD-1"

Chemotherapy:

« Enhances immunogenic cell death3+#

« Reduces immunosuppression in TME3#

 Broad clinical activity when combined with anti-PD-1 in several cancers®>3

Addition of PARP inhibitor:

« Adding a PARPi to immune checkpoint inhibitor may further improve outcomes, including in patients with MMRp/MSS
disease, a population with high unmet need®-12

dMMR, mismatch repair deficient; EC, endometrial cancer; MMRp, mismatch repair proficient; MSI-H, microsatellite instability-high; MSS, microsatellite stable; PD-1, programmed death protein-1; TIL, tumor infiltrating lymphocytes; TMB, tumor mutational burden; TME, tumor microenvironment. CP,
carboplatin-paclitaxel; OS, overall survival; PARPi, poly(ADP-ribose) polymerase inhibitor;

1. Oaknin A, Gilbert L, Tinker AV, et al. J Immunother Cancer. 2022;10:e003777. 2. Song Y, et al. Onco Targets Ther. 2021;14:4485-4497. 3. Emens LA, Middleton G. Cancer Immunol. 2015;3(5):436-443. 4. Hato SV, et al. Clin Cancer Res. 2014;20:2831-2837. 5. Gandhi L, et al.
N EnglJ Med. 2018;378:2078-92. 6. Paz-Ares L, et al. N Engl J Med. 2018;379:2040-51. 7. Janjigian YY, et al. Lancet. 2021;398:27-40. 8. Burtness B, et al. Lancet. 2019;394:1915-1928. 9. McGranahan N, et al. Science. 2016;351(6280):1463-1469. 10. Jiao S, et al. Clin Cancer
Res. 2017;23(14):3711-3720. 11. Bang Y-J, et al. J Clin Oncol. 2019;37(suppl 4):140. 12. Westin SN, et al. J Clin Oncol. 2024;42(3):283-299.

© M R Mirza
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Paradigm-shifting data in EC management

Different studies; cross-trial comparisons are not appropriate

EN6-RUBY EN7-
Name NRGO18 EN11
Part 1 AtTEnd
Lead group NSGO-CTU MaNGO NRG BGOG
Study chair Mirza Colombo Eskander Van Gorp
Investigational Dostarlimab + Atezolizumab Pembrolizumab Pembro +
agent chemo + chemo + chemo chemo
N 494 550 775 990
+ + + +
Concomitant
+ + +
Maintenance
E ted .
g NEJM 2023 ESMO 23 NEJM 2023 Negative
readout
Statistically Statistically Statistically
@ S;g'\:;:\f/:;a;t:;s significant PFS significant PFS ?
! dMMR and ITT dMMR and pMMR
OSITT
® b L OS immature Not testing for OS ?

pMMR

dMMR = mismatch repair deficient; ITT = intent to treat population; MSI-H = microsatellite instability-high; PFS = progression free survival; pMMR = mismatch repair proficient; OS = overall survival.

1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158. 2. Mirza MR, et al. Ann Oncol. 2023;34:500-501; 3. Eskander RN, et al. N Engl J Med. 2023;388:2159-2170. 4. Eskander RN, et al. Presented at: SGO; March 25-28 2023; Tampa, FL,
USA. 5. Arend RC, et al. Presented at: SGO; March 25-28, 2023; Tampa, FL, USA.; 6. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA40.;
7. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132 ; 8. Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1; 9. Eskander RN, et al. Presented at the Society of
Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2; 10. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA40; 11. Baurain JF,

et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V; 12. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2
© M R Mirza



Paradigm-shifting data in EC management

Different studies; cross-trial comparisons are not appropriate

EN6-RUBY EN7- EN6-RUBY
Name NRGO018 EN11 DUO-E
Part 1 AtTEnd Part 2
Lead group NSGO-CTU MaNGO NRG BGOG NSGO-CTU GOG-P
Study chair Mirza Colombo Eskander Van Gorp Mirza Westin
Investigational Dostarlimab + Atezolizumab Pembrolizumab Pembro + Dostarlimab + Niraparib + Durvalumab + Olaparib
agent chemo + chemo + chemo chemo chemo + chemo
N 494 550 775 990 270 699
+ + + + + +
Concomitant
+ + + + +
Maintenance
Expected :
S NEJM 2023 ESMO 23 NEJM 2023 Negative SGO 24 JCO 2023
Statistically A A - -
@ significant PFS .Sta't!stlcally 'Sta't.lstlcally ) statistically significant PFS ITT Statistically significant PFS
AMMR & ITT significant PFS significant PFS ? and PFS pMMR ITT for durvalumab and
08 ITT ! dMMR and ITT dMMR and pMMR durvalumab + olaparib
Not powered for ICl + chemo
Not powered for . . Chemo + ICl arm is missing +/- PARPi
® pPMMR 0S immature L LSRN ? OS immature Not powered for pMMR or
dMMR

NSEO-CTU

0.0 5z Socmty o Gramca Gy - Gl Tl U

Rigshospitalet ENGQT ESGQ

dMMR = mismatch repair deficient; ITT = intent to treat population; MSI-H = microsatellite instability-high; PFS = progression free survival; pMMR = mismatch repair proficient; OS = overall survival.

1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158. 2. Mirza MR, et al. Ann Oncol. 2023;34:500-501; 3. Eskander RN, et al. N Engl J Med. 2023;388:2159-2170. 4. Eskander RN, et al. Presented at: SGO; March 25-28 2023; Tampa, FL,
USA. 5. Arend RC, et al. Presented at: SGO; March 25-28, 2023; Tampa, FL, USA.; 6. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA40.;
7. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132 ; 8. Powell MA, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA1; 9. Eskander RN, et al. Presented at the Society of
Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2; 10. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA40; 11. Baurain JF,

et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V; 12. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2
© M R Mirza
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Patient characteristics in first-line EC trials

ProMisE molecular classifier!"

l

dMMR MMRp

l 1 POLEmut

Mutation Methylation

: !

p53abn NSMP

dMMR = mismatch repair deficient; EC = endometrial cancer; HRneg = homologous recombinant deficient negative; HRpos = homologous recombinant deficient positive; MMRp = mismatch repair proficient; MSS = microsatellite stable; NSMP = non-specific molecular profile

1. Kommoss S, et al. Ann Oncol. 2018;29(5):1180-1188.
© M R Mirza



dMMR EC
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Substantial and unprecedented PFS and OS benefit of ICl + chemotherapy

100 - 1004 100
82.8% 90 Pembrolizumab + C/P 90 | 100 -

| 80 78.0% 0.} . 80 15.0% 90 X : Durva+Ola
= o o . Atezolizumab + C/P 80 i Durva
s Dostarlimab +CP || == 707 Placebo + C/P s B s N = 70 12 months. i

g B : " > 60 89.2%
b 57.5% @ 50 @ %0 54.2% tl—»—l Placebo+cp O 90 91.2%} { Control
2 40 46.0% T 0 g 40 40 74.4%! ;18 n:onths
& 0% g ] 20 i i 89.2%

2 30 Among those who discontinued 0 30 H H !
3 Placebo + CP g treatment, more patients in the placebo i 20 H 1 86.1%
£ » prid e erieg ] |1 et « caonaipieiwst 62 101 | S8

41.5% of patients I the placebo ¢ i esd i Al ] 199 |« Placebo + carboplatin/paclitaxel: 40.9% 0 3 T
bt . 0 . ; ; . ; ; Lo . . ‘ : : : : : 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
0- : Gorsered o 6 12 18 2 30 36 42 0 6 12 18 24 30 36 42 48 - L A
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 35 40 42 44 46 48 Time from Randomization, months Months Time since randomization (months)
Time since randomization, mo
Median Median Median Events Median
0, 0, 0, El

OS Data Events, % (95% Cl), mo OS Data Events, % (95% Cl), mo OS Data Events, % (95% Cl), mo OS Data % (95% Cl), mo

Dostarlimab + C/P 22.6 NE (NE-NE) Pembrolizumab + C/P 9.1 NR (NR-NR) Atezolizumab + C/P 24.7 NE (NE-NE) Durvalumab + C/P 15.2 NR (NR-NR)

Placebo + C/P 53.8 31.4 (20.3-NE) Placebo + C/P 15.1 NR (NR-NR) Placebo + C/P 47.7 25.7 (13.5-NE) Placebo + C/P 36.7 23.7 (16.9-NR)

OS data maturity 39.8% OS data maturity 18% OS data maturity - OS data maturity 21.7%

Median follow-up, mo 36.6 Median follow-up, mo 13.3-13.7 Median follow-up, mo -- Median follow-up, mo -

PFS HR 0.28

(95% Cl, 0.16-0.50);
P<0.001

HR 0.30

(95% Cl, 0.19-0.48);
P<0.001

HR 0.36

(95% ClI, 0.23-0.57);
P=0.0005

HR 0.42
(95% Cl, 0.22-0.80);
Durva + C/P arm

0s HR 0.32

(95% ClI, 0.17-0.63);
Nominal P=0.0002

HR 0.55

(95% Cl, 0.25-1.19)

HR 0.41

(95% Cl, 0.22-0.76)

HR 0.34
(95% ClI, 0.13-0.79)
Durva + C/P arm

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

dMMR = mismatch repair deficient; MSI-H = microsatellite instability-high; PFS = progression free survival; OS = overall survival.

1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158; 2. Mirza MR, et al. Ann Oncol. 2023;34:500-501; 3. Eskander RN, et al. N Engl J Med. 2023;388:2159-2170; 4. Powell MA, et al. Presented at the Society of Gynecologic
Oncology Annual Meeting 2024. Presentation #LBA1; 5. Eskander RN, et al. Presented at: SGO; March 25-28 2023; Tampa, FL, USA; 6. Arend RC, et al. Presented at: SGO; March 25-28, 2023; Tampa, FL, USA; 7. Eskander
RN, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2; 8. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023;

Madrid, Spain; Presentation #L.BA40; 9. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132; 10. Baurain JF, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V
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No PFS difference seen in patients with dMMR EC based on mechanism of MMR loss

NRG-GY018: PFS by methylation status in the dMMR population

No methylation

Pembro + C/P vs Placebo + C/P

Methylation
Pembro + C/P vs Placebo + C/P
Events Median HR
n/iN (95% CI), mo (95% CI)
Pembro + C/P | 28/83 | NR (22.3-NR) [Nominal* P <0.0001
100

Pembrolizumab + C/P

Proportion Alive and
Progression-Free, %
3

0 T T T T

Placebo + C/P

T T
0 6 12 18 24 30 36

Months from Randomization
Number at risk (Cumulative number censored)

Placebo+CP 77 (2) 55 (3) 23(9) 11 (16) 4 (22) 3(23)
Pembro+CP 83 (0) 76 (1) 56 (7) 30 (28) 18 (38) 6 (50)

42 48

2 (24) 0 (26)
5(50) 3 (52)

Events Median HR
niN (95% CI), mo (95% CI)
Pembro+C/P| 313 | NR (14.2-NR) [Nominal* P =0.0172

90
80

Pembrolizumab + C/P

D 0~
(=T ]
1 1

50

Proportion Alive and
Progression-Free, %

Placebo + C/P

- N W s
o ©o ©o O o
1 1 1 1

6 12

o

T T
18 24 30

T
36 42 48

Months from Randomization

Number at risk (Cumulative number censored)

Placebo+CP 17 (0) 11 (1) 4 (2)
Pembro+CP 13 (0) 12 (0) 10 (1)

CP = carboplatin/paclitaxel; dMMR = mismatch repair deficient; MMR = mismatch repair; PFS = progression-free survival; OS = overall survival.

Data cut off date, August 18, 2023.

1. Eskander RN, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA43.

3 (3) 2(4) 0 (6)
6(4) 4(6) 1(9)

1(9) 0(10)

Methylation status
Pembro + C/P arm

Median
(95% CI), mo

NR (14.2-NR)

Events n/N

No Methylation 313

100 ==

90
80

70

No Methylation

60
50
40
30
20

Proportion Alive and
Progression-Free, %

10

0 T T T T T T T T
0 6 12 18 24 30 36 42 48
Months from Randomization

ber at risk (C ive number d)
No Methylation 13 (0) 12 (0) 10 (1) 6 (4) 4 (6) 1(9) 1(9) 0(10)
Methylation 83 (0) 76 (1) 56(7) 30 (28) 18(38) 6(50) 5(50) 3(52) 0 (55)
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No additional benefit of PARPi in dMMR EC
The effect is predominantly driven by anti-PD-(L)1

EN6-RUBY

Part 21

PFS OS PFS (013

7 12months 18 months 100
L % 00%  627% 90 _%W*mmmwm‘
e 50 67.9% 67.9% 80
g Dostar + nira + C/P | 43.3% 31.7% = 70 12 Fon Banaas! Durva
5 ° * " D < 60 89.2%
o &0
2 N Ot matu re 7 : 8 50 91.2% Control
£ o B0 | H | Durva 40 74.4% 18nzonths
F1 ! o : 30 89.2%
[ -
[ - i Placebo IV + placebo oral + C/P 40 . : - 20 ::;"f’
30 | ' ontro 8%
| a i ) | BN v N
04 : 0 ! : 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
0 2 4 8 B M0 12 4 16 1820 2 A 6 BN . i ! Time since randomization (months)
B Time since randomiztin, mo S S S S S S R A A

Months since randomization

HR 0.48 HR 0.28 Not HR 0.33 HR 0.41 HR 0.42 HR 0.28 HR 0.34

9 = ) 9 = ; % 1 /7-0. ;
(95% Cl, 0.27-0.96);  (95% Cl, 0.16-0.50); (95% Cl, 0.17-0.63); (95% Cl, 0.21-0.75); (95% CI,0.22-0.80)  (95% Cl, 0.10-0.68);  (95% Cl, 0.13-0.79);

Nominal P<0.0174 P<0.001 mature Nominal P=0.0002 b OlasC/P
Dostar+Nira+C/P arm Dostar+C/P arm Dostar+C/P arm LIl e i Durva+C/P arm Durva+Ola+C/P arm Durva+C/P arm

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

dMMR = mismatch repair deficient; MSI-H = microsatellite instability-high; OS = overall survival.

1. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.; 2. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132; 3. Baurain JF, et al. Presented at the

Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V
© M R Mirza
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Patient characteristics in first-line EC trials

ProMisE molecular classifier!"

Substantial and l
unprecedented benefit @ l

of ICI addition to
chemotherapy

No additional benefit
of PARPi on top of ICI @

! !

-

Mutation Methylation
(= J

No significant difference in PFS outcomes in patients
with dMMR EC based on mechanism of MMR loss

dMMR = mismatch repair deficient; EC = endometrial cancer; HRneg = homologous recombinant deficient negative; HRpos = homologous recombinant deficient positive; MMRp = mismatch repair proficient; MSS = microsatellite stable; NSMP = non-specific molecular profile

1. Kommoss S, et al. Ann Oncol. 2018;29(5):1180-1188.
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Clinically meaningful PFS and OS benefit of ICI + chemotherapy

Rigshospitalet

ENGOT ESGQ

100 1001 1007
90+ 907 100
4 90

8- 80 80
: ;g . E 701 gg Durva+Ola
3 o s 60 i
é ™ . H & Pembrolizumab + C/P % 607 . 50 12 m:; t;!/: e
g e ! Dostarlimab + CP y-. 50+ 2 501 Atezolizumab + CP ;\; 40 82.5% | ;g vgr:/c:nths Control
2 5 - =" 40- [ i o 30 o A
H $ . g 40 8 2 81.0% | i 71.4%
2 " > - H H i )
E e Placebo + CP o 20 Among those who discontinued treatment, more FlooshosoR o 307 - S : Placebo + CP 10 H E i

R T rr— P oo oy oot 0 [ e S R S A Be Al ;

e s iod BIGRZEah IO O aoatyd st ] : ;:;EZ;:\?:} V};}ﬂ/:m‘n‘ 0 2 4 6 s. 10 12 14 16 18 go 22 24 26 28 30 32 34
otherapy . 0 - - = ' : : 10 S Time since randomization (months)
1 i 0 6 12 18 24 30 3% 4 0 : | . : . . . :
PR et e Thve from Randomizetion, months 0 6 12 18 24 30 36 42 48
Months
Median Median Median Events Median
0, 0, ) )

OS Data Events, % (95% Cl), mo OS Data Events, % (95% Cl), mo OS Data Events, % (95% Cl), mo OS Data % (95% Cl), mo
Dostarlimab + C/P 50.5 34.0 (28.6-NE) Pembrolizumab + C/P 128 28.0 (21.4-NR) Atezolizumab + C/P 47.2 31.5 (25.0-38.9) Durvalumab + C/P 30.2 NR (NR-NR)
Placebo + C/P 59.2 27.0 (21.5-35.6) Placebo + C/P 18.3 27.4 (19.5-NR) Placebo + C/P 46.4 28.6 (22.4-37.2) Placebo + C/P 33.3 25.9 (25.1-NR)
OS data maturity 54.8% OS data maturity 27.2% OS data maturity - OS data maturity 29.2%
Median follow-up, mo 37.5 Median follow-up, mo 8.4-8.8 Median follow-up, mo -- Median follow-up, mo -

PFS

HR 0.76

(95% Cl, 0.59-0.98);

HR 0.54

(95% CI, 0.41-0.71);

P<0.001

HR 0.92

(95% Cl, 0.73-1.16);

HR 0.77
(95% ClI, 0.60-0.97);
Durva + C/P arm

oS

HR 0.79

(95% CI, 0.60-1.04);
Nominal p=0.0493

HR 0.79

(95% ClI, 0.53-1.17)
Nominal p=0.1157

HR 1.00

(95% Cl, 0.74-1.35)

HR 0.91

(95% ClI, 0.64-1.30)
Durva + C/P arm

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

dMMR = mismatch repair deficient; MSI-H = microsatellite instability-high; PFS = progression free survival; OS = overall survival.

1. Mirza MR, et al. N Engl J Med. 2023;388:2145-2158; 2. Mirza MR, et al. Ann Oncol. 2023;34:500-501; 3. Eskander RN, et al. N Engl J Med. 2023;388:2159-2170; 4. Powell MA, et al. Presented at the Society of Gynecologic

Oncology Annual Meeting 2024. Presentation #LBA1; 5. Eskander RN, et al. Presented at: SGO; March 25-28 2023; Tampa, FL, USA; 6. Arend RC, et al. Presented at: SGO; March 25-28, 2023; Tampa, FL, USA; 7. Eskander

RN, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2; 8. Colombo N et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023;
Madrid, Spain; Presentation #L.BA40; 9. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132; 10. Baurain JF, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V
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Potential benefit of PARPi addition to ICl + chemotherapy in MMRp EC

More analysis needed to identify which subgroup derives the most benefit

EN6-RUBY

Part 21

PFS OS

100 §

80 -

Not mature*

Dostar + nira + CP

Probability of PFS, %

Placebo IV + placebo oral + CP

T T T T T T T T T T B
4 6 8 10 12 14 16 18 20 22 24 26 28 30
F’mvm Time since randomization, mo

HR 0.63

(95% ClI, 0.44-0.91);
P=0.0060
Dostar+Nira+C/P arm

HR 0.76 Not

(95% Cl, 0.59-0.98);
Dostar+C/P arm matu re

HR 0.79
(95% Cl, 0.60-1.04);
Nominal P=0.0493

Dostar+C/P arm

PFS, %

PFS (013

12months 100 1
59.4% 90
44.4% 18 months 80 4
408%  420% 70 |
313% gg ] 12 months | |
4 Lot i
iy 3 401 6l.3% 4 i 18 months
S 82.5% | | 76.9% Control
Durva#OIag 30: 81.0% | {71.1%

H ! o
Duva 10+ | | 69.9%

H Durva+Ola

Durva

| Control
' 1

0 4+
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

HR 0.57

(95% Cl, 0.44-0.73);
Durva+0la+C/P arm

M EEEEEEEE) Time since randomization (months)

Time from randomization, months

HR 0.77
(95% CI, 0.60-0.97)
Durva+C/P arm

HR 0.69

(95% Cl, 0.47-1.00);
Durva+Ola+C/P arm

HR 0.91
(95% Cl, 0.64-1.30);
Durva+C/P arm

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

dMMR = mismatch repair deficient; MSI-H = microsatellite instability-high; OS = overall survival.

1. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.; 2. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132; 3. Baurain JF, et al. Presented at the

Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V
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Potential benefit of PARPi addition to ICl + chemotherapy in MMRp EC

More analysis needed to identify which subgroup derives the most benefit

(NSEOCTU [ s ENGQT  ESGO

PFS OS PFS (013

Significant improvement in PFS, but pending mature OS results

The OS improvement with ICI + PARPi + chemotherapy will need to be incremental to
7 months OS improvement seen with dostarlimab + chemotherapy
in RUBY Part 1 MMRp cohort

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

dMMR = mismatch repair deficient; MSI-H = microsatellite instability-high; OS = overall survival.

1. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.; 2. Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132; 3. Baurain JF, et al. Presented at the

Society of Gynecologic Oncology Annual Meeting 2024. Scientific Plenary V
© M R Mirza
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Which MMRp EC patients may benefit from
ICl + chemotherapy () PARPi?

EC, endometrial cancer; ICI, immune checkpoint inhibitor; MMRp, mismatch repair proficient; PARPI, Poly (ADP-ribose) polymerase inhibitor.

© M R Mirza
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Is TP53 or NSMP a potential biomarker to predict benefit from
ICl + chemotherapy (*) PARPi?

Molecular subgroup analysis based on 400/494 patients with

known molecular classification per WES

1.0
PFS [OF]
08 HR 0.55 HR 0.41
” ’ (95% ClI, 0.30-0.99) (95% ClI, 0.20-0.82)
- ® )
=) %5 06 All patients
E g Dostarlimab + CP
E-3
ﬁ", 8 04
e % a
o o Molecular subgroup
~
0.2 ;
Placebo + CP 217-8%
0 : POLE
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Aotfigll; 47 39 38 34 27 22 20 'ggm?as fr%“ rﬁqdoqgmifn 3 3 0 0 0 O
PBO+CP 41 37 31 25 13 8 7 7 6 6 5 4 1 0 0 0 0 O 0 0O dMMR/MSI-H
PFS oS
HR 0.77 HR 0.87 P53
2 (95% Cl, 0.55-1.07)  (95% Cl, 0.56-1.36)
S 3
(2] g Dostarlimab + CP NSMP
2 2
[
o
b
Placebo + CP Not evaluable
20.1%
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Atrisk Months from randomization
D+CP 103 96 8 67 57 45 40 37 34 30 28 21 17 11 10 5 1 0 0 O
PBO+CP113 103 94 69 52 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0

Dostarlimab +
niraparib + CP
N=192

Placebo IV +
placebo oral + CP
N=99

Exploratory PFS molecular subgroup analyses in overall population

HR (95% Cl) HR (95% Cl)

No. of patients with events/No. of patients

95/192

0/3

12/37

27139

37175

19/38

|

69/99 —— : 0.59 (0.43-0.81)
|
I
I
1
I

112 I NA
I
|

1017 ® } 0.45 (0.20-1.05)
I
I

10/10 —— 0.29 (0.13-0.63)
I
|

31/46 —.—:: 0.61 (0.38-0.99)
|

17124 —@—— 0.71 (0.37-1.37)

Rigshospitalet EPLG_QT

apPD-L1 was
assessed by CPS
score per Dako
PD-L1 IHC 22C3
pharmDx with a
CPS 21 cutoff to
define PD-L1
positivity. °Sample
not available.
°Defined by a
mutation in 1 or
more genes
included in the
FMI14 panel:
BRCA1, BRCA2,
ATM, BARD1,
BRIP1, PALB2,
RAD51B,
RAD51C,
RAD51D,
RAD54L, CDK12,
CHEK1, CHEK2,
and FANCL

«—Dostar + nira + CP better | Placebo + CP better—

00156 0.0313 0.0625 0.125

025 05 1 2 4

8 16

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.

This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

Cl = confidence interval; C/P = carboplatin/paclitaxel; NA = not applicable; NSMP = no specific molecular profile; PFS = progression-free survival; POLe = polymerase epsilon; TP53 = tumor protein 53; WES = whole exome sequencing

1. Adapted from Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO;
2. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #L.BA2.
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o Gypncage Gy - G Tl Uk

Is TP53 or NSMP a potential biomarker to predict benefit from
ICl + chemotherapy (*) PARPi?

RUBY Part 1!

Molecular subgroup analysis based on 400/494 patients with
known molecular classification per WES

4 M Rigshospitalet E'!S;QT ESGQ

Dostarlimab + Placebo IV +
10 niraparib+ CP  placebo oral + CP
' “.1 PFS 0s N=192 N=99 HR (95% CI) HR (95% Cl)
HR 0.55 HR 0.41 . . .
) 0.8 “_ (95% C|, 0.30_0.99) (95% C|, 0.20-0.82) No. of patients with events/No. of patients

aPD-L1 was

Potential benefit seen in TP53mut group, but we need to understand more

about NSMP given the heterogenous nature of the group «

- ’ ) B B2
o : , :
= : NSMP 37175 31/46 - e 061 (038-099) RADSIC
(2} 2 Dostarlimab + CP .61 (0.38-0.99) ’
Z 3 RADS1D,
£ g RADSAL, CDK12,
e 5 Not evaluable® 19/38 17124 ®—— 7137137 CHEKI CHER2
120.1%

and FANCL

«—Dostar + nira + CP better | Placebo + CP better—
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 b ' °
Atrisk

Months from randomisation 0.0156 0.0313 0.0625 0.125 025 05 1 2 4 8 16
D+CP 103 96 88 67 57 45 40 37 34 30 28 21 17 1 10 5 1 0 0 0
PBO+CP 113 103 94 69 52 44 34 32 28 25 23 19 13 9 9 3 1 1 1 0

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

Cl = confidence interval; C/P = carboplatin/paclitaxel; NA = not applicable; NSMP = no specific molecular profile; PFS = progression-free survival; POLe = polymerase epsilon; TP53 = tumor protein 53; WES = whole exome sequencing

1.

Adapted from Mirza MR, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #740MO;
2.

Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2. © MR Mirza
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PD-L1 status is not a predictive biomarker for ICI (¥) PARPi use in EC

patients

DUO-E exploratory PFS analysis in PD-L1 + subgroup?:2
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RUBY Part 2 exploratory analysis by PD-L1 status3

Rigshospitalet E!LG‘QT ESG

urcpen Sooety o
Gymoecseges Onciegy

100 4 12 th |TT Dostarlimab +  Placebo IV +
montns niraparib + CP placebo oral + CP
%04 67.3% N=192 N=59 HR (95% CL) HR (95% CL)
o 18 months
80 48.8% 54.9% 1
38.6% . . All patients 95/192 69/99 —— | 0.59 (0.43-0.81) aPD-L1 was
70+ o 40.2% PD-L1 Statuse I assessed by CPS
21.5% 1 Dako PD-
e 60 score per Dako
:_ PD-L1+ 56/123 43/62 —0— | 0.56 (0.37-0.83) L1 IHC 22C3
50+ e I harmDx with
w PD-L1- 37/64 24/31 0.67 (0.40-1.12) pharmx with a
R Ny —— CPS 21 cutoff to
"—m—o-“—H“‘_“ Not evaluable® 2/5 2/6 : NA define PD-L1
30 e
«—Dostar + nira + CP better ! Placebo + CP better— bPOS't'V'ty'
20 b+, ' T T T T T . T T T ! Sample not
10- 00156 00313 00625 0.125 025 05 1 2 4 8 16  available.
0 T T T T T T T T T T T T T ]
0o 2 4 6 8 10 12 14 ) 16 18 2? 22 24 26 28 30 3 Dostarlimab +  Placebo IV +
Months since randomization MM Rp/ MSS niraparib + CP placebo oral + CP . .
No. at risk N=192 N=99 HR (95% CL) HR (95% CL)
Durva+Ola 150 144 135 126 116 101 95 66 45 40 37 23 13 10 5 3 0 , PO
) -L1 was
Duva 170 158 152 142 109 80 75 53 43 38 33 21 12 11 3 0 0 Al patients Tonaz saima . 062(044089) sessed by CPS
Control 163 149 139 122 85 58 53 33 22 17 13 7 3 3 1 1 0 PD-L1 Status® : score per Dako PD-
Control Durva Durva+Ola PD-L1+ 46/88 31/44 — 0.61 (0.38-0.96) '-:] IHCDZZC'Sh
(N=163) (N=170) (N=150) PD-L1 32/53 20/26 —.—I 0.66 pharmbx with a
L1- 66 (0.38-1.17)
Events, n (%) 114 (69.9) 97 (57.1) 68 (45.3) T CPS 21 cutoff to
) Not evaluables 17 214 I NA define PD-L1
Median PFS (95% CI),2 months 9.5 11.3 20.8 I positivity.
! i 1
HR (95% Cl) vs Control® 0.63 (0.48-0.83) 0.42 (0.31-0.57) Dostar + nira + CP better ' Placebo + CP better— bSa_fI"i'le not
r T T T T T T T T T 1 available.
HR (95% CI) vs Durva® 0.67 (0.49-0.91) 00156 00313 00625 0125 025 0.5 i 2 4 8 16
There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.
aCl for median PFS is derived based on the Brookmeyer—Crowley method; PThe primary PFS analysis for each comparison was performed separately. The HR and Cl were estimated from a Cox proportional
hazards model stratified by MMR and disease status. The Cl was calculated using a profile likelihood approach. The P value was calculated using a log-rank test stratified by MMR and disease status.
1. Westin SN, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA41. 2. Westin SN, et al. J Clin Oncol. 2023. DOI:10.1200/JC0.23.02132;
3. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2. © M R Mirza



Results by mutation status:
Exploratory analyses, but some signal noted

DUO-E exploratory PFS subgroup analysis!-2

Overall population

Durva Control
HR (95% Cl) n/N (%) n/N (%)
All patients PP 0.68(0.55-0.86) 139/238 (58.4) 173/241 (71.8)
HRRm status
HRRm | . 0.57(0.27-1.13) 12/26 (46.2) 23/32(71.9)
Non-HRRm P 0.72(0.54-0.97) 85/138(61.6) 96/132(72.7)
Unknown — 0.65(0.43-0.97) 42/74 (56.8) 54/77(70.1)
T T T T 1
0.12 0.25 05 1 2 4
¢ Favours Durva Favours Control "
Durva+Ola Control
HR (95% CI) n/N (%) n/N (%)
All patients —e— 0.53(0.42-0.67) 126/239 (52.7) 173/241 (71.8)
| HRRm f ° { 0.30(0.15-0.58) 16/39 (41.0) 23/32(71.9) I
Non-HRRm —e— 0.59(0.44-0.80) 81/141(57.4) 96/132(72.7)
Unknown ] 0.57(0.36-0.89) 29/59(49.2) 54/77 (70.1)
[ T I T 1
0.12 0.25 0.5 1 2 4

+«—— Favours Durva+Ola

Favours Control —»

Overall population

Dostarlimab +

199

Placebo IV +

niraparib + CP placebo oral + CP

SGO-CTU
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HR (95% CL)

RUBY Part 2 exploratory PFS analysis by mutation status?

HR (95% CL)

N=192 N=99
'
All patients 95/192 69/99 —— | 0.59 (0.43-0.81)
BRCA mutation status :
| Positive 116 3/4 ' NA |
Negative 75/148 49/71 —— ; 0.61 (0.43-0.88)
Not evaluable® 19/38 17124 —.:— 0.71 (0.37-1.37)
HRR mutation statuse :
| Positive 3/20 10114 I NA |
Negative 731134 42/62 —‘—: 0.69 (0.47-1.01)
Not evaluable® 19/38 17124 — 0.71 (0.37-1.37)

—Dostar + nira + CP better

|
| Placebo + CP better—

0.0156 0.0313 0.0625 0.125 0.25

0.5 1

2 4 8 16

There are inherent limitations in cross-study comparisons and caution is needed when reviewing data across individual (non-comparative) trials.
This slide is for information purposes only and is not intended to imply or infer the noninferiority or superiority of any product, in terms of efficacy or safety.

1. Westin SN, et al. Presented at European Society for Medical Oncology (ESMO) Annual Meeting. October 20-24, 2023; Madrid, Spain; Presentation #LBA41. 2. Westin SN, et al. J Clin Oncol. 2023. DOI:10.1200/JC0.23.02132;
3. Mirza MR, et al. Presented at the Society of Gynecologic Oncology Annual Meeting 2024. Presentation #LBA2.

© MR Mirza
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Patient characteristics in first-line EC trials

ProMisE molecular classifier!"

Substantial and l
unprecedented benefit @ @ Potential benefit in patients
of ICI addition to l l

with MMRp tumors with ICI +
dMMR MMRp

chemotherapy chemotherapy (*) PARPI

No additional benefit No additional benefit of ICI
of PARPI on top of ICI on top of chemotherapy
in dMMR EC for POLEmut

l l POLEmut

Mutation e> Methylation s ¥
No significant difference in PFS outcomes in patients @ p53abn NSMP e

with dMMR EC based on mechanism of MMR loss

Potential clinical benefit seen with dostarlimab Benefit in NSMP group to be
(x) PARPi + chemotherapy in TP53mut confirmed

6 Predictive biomarker missing to understand which patients benefit from PARPi addition to ICl in pMMR EC

dMMR = mismatch repair deficient; EC = endometrial cancer; HRneg = homologous recombinant deficient negative; HRpos = homologous recombinant deficient positive; MMRp = mismatch repair proficient; MSS = microsatellite stable; NSMP = non-specific molecular profile

1. Kommoss S, et al. Ann Oncol. 2018;29(5):1180-1188.

© M R Mirza



Safety

Example: DUO-E

ONSEQ-CTY [ rosman  ENGOT  ESGQ

Soow f Grrssao3ca Greceg - el T

Overall (chemotherapy + maintenance phase)

Maintenance phase only

A 4 s s o
Any AEs 236 (100.0) 232 (98.7) 237 (99.6) 143 (84.6) 158 (86.3) 184 (95.8)
Grade 23 AEs 133 (56.4) 129 (54.9) 160 (67.2) 28 (16.6) 30 (16.4) 79 (41.1)
Serious AEs 73 (30.9) 73 (31.1) 85 (35.7) 19 (11.2) 22 (12.0) 42 (21.9)
AEs with outcome of death 8(3.4) 4(1.7) 5(2.1) 2(1.2) 0 3(1.6)
AEs of special interest to olaparib
MDS/AML* 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
New primary malignancies* 3(1.3) 1(0.4)8 2(0.8) 2(1.2) 1(0.5)8 1(0.5)
Pneumonitis’ 1(0.4) 4(1.7) 12 (5.0) 0 3(1.6) 8 (4.2)
Any immune-mediated AEs* 16 (6.8) 66 (28.1) 56 (23.5) 6 (3.6) 27 (14.8) 27 (14.1)
AEs leading to discontinuation of study treatment 44 (18.6) 49 (20.9) 58 (24.4) 7(4.1) 11 (6.0) 27 (14.1)
AEs leading to discontinuation of carboplatin/paclitaxel 32 (13.6) 31(13.2) 31(13.0) - - -
AEs leading to discontinuation of durvalumab/placebo 19 (8.1) 26 (11.1) 22 (9.2) 4(2.4) 9(4.9) 16 (8.3)
AEs leading to discontinuation of olaparib/placebo 5(2.1) 11(4.7) 21(8.8) 5(3.0) 10 (5.5) 21(10.9)
AEs leading to dose interruption/delay of study treatment! 118 (50.0) 128 (54.5) 164 (68.9) 37 (21.9) 52 (28.4) 113 (58.9)
AEs leading to dose reduction of olaparib/placebo 5(2.1) 14 (6.0) 65 (27.3) 4(2.4) 13 (7.1) 63 (32.8)

Includes AEs with onset or worsening on or after the date of first dose of durvalumab/placebo or olaparib/placebo (overall) or first dose of olaparib/placebo (maintenance phase) until initiation of the first subsequent anticancer therapy following last dose of study treatment or until the end of the safety follow-up period, whichever occurs
first. AEs were graded using National Cancer Institute Common Terminology Criteria for Adverse Events (version 5.0). *"MDS/AML and new primary malignancies include AEs from first dose of investigational product (durvalumab/olaparib/placebo) until the end of the study (includes cases reported beyond the safety follow-up

period); TGrouped term: includes pneumonitis, bronchiolitis, and interstitial lung disease; *As assessed by the investigator, and programmatically derived from individual causality assessments for combination studies. Missing responses are counted as related; $Excludes one event of basal cell carcinoma; 'For durvalumab/placebo, this
includes dose interruption during infusion as well as doses that were skipped or delayed. AE, adverse event; AML, acute myeloid leukaemia; MDS, myelodysplastic syndrome.

Westin SN, et al. J Clin Oncol. 2023; DOI: 10.1200/JC0.23.02132

© M R Mirza
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Key takeaways

* Molecular profiling of this disease has completely transformed our therapeutic approach
* |ICI + C/P is the new standard of care for patients with advanced/recurrent endometrial cancer

* However, this is just the beginning of an unprecedented improvement in the outcome of our patients.
We need to understand:
Which are the dMMR patients that do not benefit from ICl + chemotherapy?

 Can we replace chemotherapy in dMMR patients in view of ICl-only treatment? And in which patients?
* How to treat patients who experience relapse post-chemotherapy + immunotherapy?

 How do we further validate the prognostic value of molecular subgroups for identifying those patients who will
benefit the most?

 What are the predictive biomarkers to understand which patients benefit most from PARPi addition to ICl in
MMRp EC?

© M R Mirza



Agenda

Module 1: Up-Front Treatment for Advanced Ovarian Cancer (OC) — Dr Salani

Module 2: Current Management of Relapsed/Refractory (R/R) OC; Promising
Novel Agents and Strategies Under Investigation — Dr Backes

Module 3: First-Line Therapy for Advanced Endometrial Cancer (EC) — Dr Mirza

Module 4: Current Therapeutic Options for R/R EC; Novel Investigational

Strategies — Dr Slomovitz

Module 5: Role of HER2-Targeted Therapy in the Management of Advanced OC,
EC and Other Gynecologic Cancers — Dr Secord

RESEARCH
TO PRACTICE




Dr Priya Rudolph: Case Presentation

Age: 60-year-old with a history of serous endometrial cancer s/p TAH/BSO followed by adjuvant
chemotherapy/RT completed 2 y prior in a different state (details unavailable) presented with

abdominal distention. CT with ascites, nodularity in omentum; cytology c¢/w serous endometrial
adenocarcinoma.

Next-generation sequencing (NGS): MSS, HER2-negative IHC, TMB low.

Treatment, side effects and response: Carboplatin/docetaxel (due to Grade 2 baseline neuropathy).
After 4 cycles, severe worsening of neuropathy.

Lenvatinib/pembrolizumab x 7 months — rash, severe fatigue, weight loss.
Carboplatin/liposomal doxorubicin — PD

Bevacizumab — PD

RESEARCH
TO PRACTICE



Dr Priya Rudolph: Case Discussion Questions

What is your treatment of choice for patients with recurrent EC
and neuropathy if they are still platinum sensitive? (Liposomal
doxorubicin is listed on NCCN as a single agent for second-line,
not first-line recurrent/metastatic EC.)

What about the patient who received carboplatin/paclitaxel
with an anti-PD-1 antibody and experienced progression

12 months later? Is there any data supporting the use of
lenvatinib/pembrolizumab in this setting?

What starting dose of lenvatinib do you typically employ?




Dr Priya Rudolph: Questions for the Faculty

Do you believe the signal seen with the use of selinexor
for patients with p53 wild-type disease is real?

At the current time, would you consider using selinexor for
EC outside of a trial under any circumstances?

Are there any investigational agents — like antibody-drug
conjugates — for patients with progressive EC that may be
more attractive than currently available therapeutic

options?




Dr Eric Lee: Case Presentation

Clinical presentation: 77-year-old diagnosed with endometrial cancer initially treated with total
abdominal hysterectomy followed by adjuvant carboplatin and paclitaxel and vaginal brachytherapy

2 years later she developed a cough and weight loss and was found to have lung lesions, which biopsy
showed was endometrial cancer. MSS/pMMR; PD-L1 CPS = 30

Treatment: Carboplatin, paclitaxel and dostarlimab, completed 6 cycles chemotherapy and 10 and
transitioned to dostarlimab maintenance

Response: Substantial response with complete resolution of peritoneal, mediastinal, and hilar disease;
residual LLL disease

Side effects/tolerability issues: None, excellent tolerance

RESEARCH
TO PRACTICE



Dr Eric Lee: Case Discussion Questions

Beyond MSI-H status, are there other predictors of
response to anti-PD-1/PD-L1 antibodies, such as PD-L1

combined positive score (CPS) and tumor mutational
burden?

If this patient were younger and/or symptomatic, would
you consider dual immunotherapy?




Dr Eric Lee: Questions for the Faculty

Regulatory and reimbursement issues aside, what would be
your recommended first-line therapy for a patient with
microsatellite-stable/mismatch repair-proficient metastatic EC?

How frequently are BRCA and other HRD pathway
abnormalities seen in patients with EC? Do you believe these
are driving the benefit seen with PARP inhibitors?

Based on findings from DUO-E and RUBY Part 2, are there any
situations in which you would like to include a PARP inhibitor

for any of your patients with EC? If yes, for which specific

patient populations?




Current Options for
Recurrent EC

Brian M Slomovitz, MD



GARNET: Dostarlimab in Previously Treated
dMMR/pMMR EC

Dostarlimab (GARNET Cohorts A1 & A2): Clinical
Benefit in dMMR and pMMR EC Patients

dMMREC PMMREC 130 - m CR
Variable n=103 n =142 110 4 - gg
90 4 HPD
46 19
ORR % (95% CI 704 " NE
b (95% Cl) (34.9-54.8)  (8.3-20.1) & ool = MMR-unk/Ms|-H
% * Ongoing
Complete response 11 (10.7) 3(2.1) S
=
Partial response 35 (34.0) 16 (11.3) S
[J]
Stable disease 13(12.6) 31 (21.8) -
Progressive disease 39 (37.9) 77 (54.2)
-100 - otk ok ok
Not evaluable 3(2.9) 0 B L
Patients
Not done 2(1.9) 15(10.6)

CR, complete response; NE, not evaluable; ORR, overall response rate; PD, progressive disease; pMMR, mismatch repair proficient; PR, partial response;
SD, stable disease.

Oaknin A, et al. JImmunother Cancer. 2022;10:e003777.



KEYNOTE-158: Pembrolizumab in MSI-H Advanced EC

Pembrolizumab (KN-158): Robust Antitumor
Activity in Patients With MSI-H Advanced EC

EC 100
MSI-H EC (Biomarker Unselected) 807
Variable n=79 n=107 607
40
ORRI(95%CY) (37 60y 55168 Tt ncrense
0-
Complete response 11 (14 ° (UTEEHREUIEEUREE ......
Partial response 27 (34) 12 (11.2) -40 - reduction
Stable disease 14 (18) 26 (24.3) Zg:
Progressive disease 23 (29) 56 (52.3) -100 -
Not evaluable 1(1) 2(1.9)
Not assessed 3(4) 11(10.3)

O'Malley DM, et al. J Clin Oncol. 2022;40:752-761; Marabelle A, et al. J Clin Oncol. 2020;38:1-10.



Study 309/KEYNOTE-775: Phase 3 Trial of TKI Lenvatinib +
Pembrolizumab After Platinum for Advanced EC

* FDA-approved for patients with recurrent/advanced EC not MSI-H or dMMR

e Confirmatory randomized Phase 3 trial

Advanced,
metastatic, or
recurrent EC with
measurable disease
after 1 previous
platinum-based
chemotherapy*
ECOG PS 0/1
Tissue available for
MMR testing

N =827

Lenvatinib 20 mg by mouth

daily + pembrolizumab 200 mg

IV every 3 wk (n=411)

Stratified by:

1.

MMR status (pPMMR vs dMMR)

2. Within pMMR by region
3.
4. 1 prior history of pelvic radiation

ECOGPSOvs1

Doxorubicin 60 mg/m? IV every
3 wk or paclitaxel 80 mg/m? IV

every 3 wk on / 1 wk off
(n=416)

*2 prior regimens allowed if 1 regimen was in the neoadjuvant/adjuvant setting.
BICR, blinded independent central review; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HRQOL, health-related quality of life;

IV, intravenous; OS, overall survival,

PK, pharmacokinetics; PS, performance status; TKI, tyrosine kinase inhibitor.
MakkerV, et al. N EnglJ Med. 2022;386:437-448.

PMMR: n =697
(84%)

dMMR: n =130
(16%)

Until PD or
—® unacceptable
toxicity

Primary endpoints:
PFS by BICR; OS

Secondary endpoints:
ORR, HRQOL, PK,
safety

Key exploratory
endpoint: DOR



Study 309/KEYNOTE-775: Lenvatinib +

Pembrolizumab

pPMMR Population

90+ —— Lenvatinib + pembrolizumab
80 —— Chemotherapy

Percent of Patients Without
Progression
(0a]
<

0O 3 6 9 12 15 18 21 24 27
Month

mPFS, mo (95% ClI)
Len + pembro 6.6 (5.6, 7.4)

Chemotherapy 3.8 (3.6, 5.0)

HR for progression or death, 0.60 (95% Cl, 0.50, 0.72)
P <.001

mPFS, median progression-free survival.
MakkerV, etal. N EnglJ Med. 2022;386:437-448.

All Patients
£ 100~
2 90+ — Lenvatinib + pembrolizumab
£ 80 —— Chemotherapy
; [ =
ng 70-
§% oo
5 & 504
o
5 & 40-
E 301
o 204
&  10-
O I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27
Month
mPFS, mo (95% CI)
Len + pembro 7.2(5.7,7.6)
Chemotherapy 3.8(3.6,4.2)

HR for progression or death, 0.56 (95% CI, 0.47, 0.66)
P <.001




Study 309/KEYNOTE-775: Lenvatinib +
Pembrolizumab (cont.)

pMMR Population All Patients
o 1004 o 100-
g 90 — Lenvatinib + pembrolizumab é‘ 90+ — Lenvatinib + pembrolizumab
o 80 —— Chemotherapy o 80+ —— Chemotherapy
s 704 S 704
2 60- 0 604
§ 2 50 3 2 50-
8 < 40- S < 40-
° 304 S 304
£ 204 c 204
g 104 g 104
o O I I I I I I I I 1 Q. O I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Month Month
Len + pembro 17.4 (14.2, 19.9) Len + pembro 18.3(15.2, 20.5)
Chemotherapy 12.0(10.8, 13.3) Chemotherapy 11.4(10.5,12.9)
HR for death, 0.68 (95% ClI, 0.56, 0.84) HR for death, 0.62 (95% CI, 0.51, 0.75)
P <.001 P <.001

mOS, median overall survival.
MakkerV, etal. N EnglJ Med. 2022;386:437-448.



Continued OS Benefit of Lenvatinib Plus Pembrolizumab vs
Chemotherapy With Follow-Up Extended by Over 16 Months

mOS, mo (95% CI) mOS, mo (95% ClI)
Len + pembro 18.0 months (14.9-20.5) Len + pembro 18.7 months (15.6-21.3)
Chemotherapy 12.2 months (11.0-14.1) Chemotherapy 11.9 months (10.7-13.3)
o 1001 HR for death, 0.70 (95% Cl, 0.58-0.8) o 100- HR for death, 0.65 (95% Cl, 0.55-0.77)
= 90+ < 90
% 80+ % 80
_g é Zg: = Lenvatinib + pembrolizumab .§ é’ 28: == Lenvatinib + pembrolizumab
5 ﬁ 50- Chemotherapy E :’i 50- Chemotherapy
“ o 40- % o 40-
2 3 30- 2 3 30-
g 204 g 204
nq-l, 18_ ICIerl]solredl 1 1 1 1 1 1 1 1 1 1 1 1 na-, 18_ Icelnsor‘ed 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (Months) Time (Months)

e OS favored lenvatinib + pembrolizumab despite some pts in the chemotherapy arm receiving
subsequent lenvatinib + pembrolizumab

* |Inthe chemotherapy arm, 10.0% of pts in the pMMR population and 8.7% of pts in the all-comer
population received subsequent lenvatinib + pembrolizumab

* After excluding these pts, the pMMR OS HR was 0.64 (95% ClI, 0.54, 0.76); the all-comer OS HR was
0.60 (95% ClI, 0.51, 0.71)

MakkerV, et al. Presented at: ESMO 2022; Sept 9-13, 2022; Paris, France. Abstract 525M0O. MakkerV, et al. J Clin Oncol. 2023;41(16):2904-2910.



Pembrolizumab + Lenvatinib Safety Profile in Patients With
Advanced EC Consistent With Individual Monotherapies

Pembrolizumab + Physician’s Most frequent TEAEs for pembrolizumab + lenvatinib (240%
lenvatinib Choice of all-comers) included:
n =406 n =388 * Hypertension (64%), hypothyroidism (57%), diarrhea (54%),
nausea (50%), and decreased appetite (45%)

Median duration of treatment

231 (1-817 104.5 (1-785
(range), days ( ) ( ) Most frequent (25%) Grade 23 TEAEs included:
TEAES, % 99.8 99.5 * Hypertension (38%), weight decrease (10%), diarrhea (8%),
Grade =3 TEAESs, % 88.9 72.7 decreased appetite (8%), anemia (6%), asthenia (6%),
; fatigue (5%), and proteinuria (5%)
TEAEs'leadlng to dose 66.5 12.9
reductions, %
Any-grad.e TEAEs leading to 69.2 57 1
interruptions, %
Lenvatln'lb 58.6 - Most frequent TEAEs for physician’s choice (240% of all-
Pembrolizumab 50.0 — comers) included:
Pembrolizumab + lenvatinib 30.8 --  Anemia (49%) and nausea 46%
ﬁ.ny-grz:'de TEAEso/leadlng t0 33.0 8.0 Most frequent (25%) Grade >3 TEAEs included:
IScontinuation, o * Neutropenia (26%) and anemia (15%)
Lenvatinib 30.8 --
Pembrolizumab 18.7 --
Pembrolizumab + lenvatinib 14.0 --

TEAE, treatment-emergent adverse event.
MakkerV, et al. Oncologist. 2021;26:1599-e1608.



Previously Treated pMMR Subgroup (n =94), Study 111:
Phase 2 Study of Lenvatinib Plus Pembrolizumab in Patients

Most common
ARs (12%)
resulting in
lenvatinib dose
reductions or
interruptions

Hypertension

Fatigue
Nausea

Diarrhea

Decreased
appetite

Vomiting

Most Common Adverse Reactions, All Grades, Time to First Onset, Weeks

& /&
SIS
&Q’ §?° ,;\éao*\ §*§§§b Median Time to First Onset (Weeks)
GRS
<§§' \§$§§\§i§§§§§§~1 23 456 7 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 ((
™ A/ Z280/4 N N N N I (N I R L)
z o |
65%(15%]12%| 0% 30.1
65%|16%(24% 19 | |-G N $5 [18.4
48%)| 7% | 9% | 0% 4 |143.1
64%)|14%(10%| 1% 55| 55.0
529%| 5% | 9% | 0% | —— G 55 | 37.4
39%|11%| 6% | 0% 551 | 06.6
26%| 5% [13%| 0% | F——— (41 170.9

ARs, adverse reactions; PPE, palmar-plantar erythrodysesthesia.
Makker V, et al. Oncologist. 2021;26:€1599-e1608.




Early detection and effective management of hypertension are important to

minimize the need for lenvatinib dose interruptions and reductions

1. Lenvatinib should be withheld in any instance where a participant is
at imminent risk to develop a hypertensive crisis or has uncontrolled
hypertension with significant risk factors for severe complications
(eg, BP 2160/100 mm Hg)

"10 lE\c\ -v-f.ulj

2. For those participants already on antihypertensive medication, the
dose of the current agent may be increased, if appropriate, or 1 or more
agents of a different class of antihypertensive should be added. Study
treatment can be continued without dose modification.

3. If systolic BP 2160 mm Hg or diastolic BP 2100 mm Hg persists despite
maximal antihypertensive therapy, then lenvatinib administration should be
interrupted and restarted at 1 dose level reduction only when systolic BP
<150 mm Hg and diastolic BP £95 mm Hg and the participant has been on a
stable dose of antihypertensive medication for at least 48 hours.

SysToLIC DiastoLic
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Diarrhea: Pembrolizumab vs. Lenvatinib

Immune-mediated diarrhea and colitis (IMDC) is among
the common immune-related adverse events in patients

: ) Lenvatinib-induced diarrhea is common
with cancer treated with pembrolizumab (<4%)

Preexisting inflammatory bowel disease significantly
increases the risk of diarrhea and colitis with ICI
treatment.

(<70% any-grade, <10% grade 3-4)

1 (0]
Early endoscopic evaluation improves clinical outcome Dose reductions (10%)

by identifying high-risk patients who will benefit from
early add-on immunosuppressants. Inflammatory Dose interruptions (14%)
markers, including fecal lactoferrin and calprotectin, are |

good screening tools to predict which patients are at risk |l Supportive care:

for colitis.

Corticosteroids remain the first-line medical treatment Loperamide
of IMDC management, and add-on therapy with
vedohzumalg or infliximab should be considered in | INERT
selected patients.




Selinexor - Background

Nucleus /// ¢ « While immune checkpoint inhibitors show a significant benefit
XPO1 . in patients with dMMR (MSI-H) tumors, there is a high unmet
- (nuclear export) / : need in those with TP53wt and pMMR (MSS) tumors for which
"Selinexor / S there is limited evidence of benefit.1.2,3
4 » . '« TP53is a well-recognized prognostic marker for EC.4/5

-+ S . S Approximately >50% of advanced/recurrent EC tumors are
. . TP53wt, of which 40-55% are also pMMR (MSS).6.7.8
. « Selinexor is an investigational oral XPO1 inhibitor, that
. prevents the XPO1-mediated export of several tumor
. suppressor proteins (TSPs), including wild type p53.°
Oncoproteins . . .
and growth regulators * « At primary analysis of the phase 3 SIENDO study of selinexor
.DP BCRABL  AP1 maintenance therapy in patients with advanced/recurrent EC,
Q.. B T the improvement in median PFS for the ITT population was not
Nuclear pore b clinically meaningful, however an exploratory analysis in a pre-
complex . ;:g't‘;;:‘ggg’:“ " specified subgroup of patients with TP53wt EC showed a

p53 p27 promising efficacy signal.”

Cytoplasm =« a%c p21 FOXO

« Here we report long-term follow up of the TP53wt subgroup
and further subgroup analyses.

EC, endometrial cancer; ITT, intent-to-treat; dMMR, deficient mismatch repair; mRNA, messenger ribonucleic acid; MSI-H, microsatellite instability-high; MSS, microsatellite stable;
pMMR, proficient mismatch repair; mut, mutant; PFS, progression-free survival; TP53, tumor protein 53 gene; TSP, tumor suppressor protein; wt, wild-type; XPO1, exportin 1.

1. Mirza, MR, et al. N Eng J Med 2023;388:2145-2158. 2. Eskander, RN, et al. N Eng J Med 2023; 388:2159-2170. 3. JEMPERLI® USPI. 2021. Accessible at
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/761174s0001Ibl.pdf. 4. Levine DA. Nature. 2013;497(7447):67-73. 5. Oaknin, A., et al. Annals of Oncology 33.9 (2022):
860-877. 6. Leslie KK, et al. Gynecol Oncol. 2021;161(1):113-121. 7. Vergote I, et al J Clin Oncol 41, 5400-5410(2023). 8. Mirza M, et al. Presentation at: ESMO Congress Oct 20-24
2023, Abstract 740MO 9. Tai Y-T, et al. Leukemia. 2014;28(1):155-165.



Trial Desigh ENGOT-EN5/GOG-3055/SIENDO

Stage IV or first relapse of endometrial cancer

endometrioid, serous, undifferentiated, or carcinosarcoma -
(NCT03555422) , _
Primary endpoint:
PFS™
Enroliment: a2 Arm A ) (Investigator assessed)
( \ January 2018-December 2021 Sﬁii:hflxgor- 6800mg Qw i Secondary endpoints:
— I e 0s
Stage IV or first relapse of Until PD Assessments
: - Radiographic PFS per BICR
endometrial cancer RECIST iraging PROs
- Taxane-carboplatin* | PR/CRon Y | cvalusted every 8 lgg
« Prior surgery, radiotherapy, first-line weeks Hec)
or hormonal therapy allowed chemo  Archival tissue e
\ ) Arm B obtained during DCR
*Chemo for at least 12 weeks Stratification Placebo \ screening /
v Primary stage IV ’ Until PD Pre-defined exploratory
vs recurrent > ~_endpoints:
PR USER N=89 J Histological subtype
Molecular subclassification
(including TP53 mutation status,
MSI status,”™ and POLE-EDM)
**140 PFS events needed to provide 80% power to detect a hazard ratio of 0.6 3 >
(median PFS 4.5 months for placebo and 7.5 months for selinexor) with a one- wxpssessed by DNA sequencing and IHC
sided alpha of 0.025 and 2:1 randomization ratio favoring selinexor. Data cutoff: January 18, 2022

BICR; blinded independent central review; BMI, body mass index; CR, complete response; DCR, disease control rate; DSS, disease-specific survival; EDM, exonuclease domain mutation; IHC, immunohistochemistry; MSI, microsatellite instability; OS,
overall survival; PD, progressive disease; PFS, progression-free survival; PFS2, progression-free survival on subsequent therapy; PR, partial response; PROs, patient-reported outcomes; QW, once weekly; R, randomized; RECIST, response evaluation
criteria in solid tumors; TFST, time to first subsequent therapy; TSST, time to second subsequent treatment;

Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO



Primary Endpoint: PFS in ITT Population

1.00:
0.75; 48.2%
VS.
41.7%
40.9% e,
0.50 34.1%

35.3%
VS.
25.8%

+ Censored

— Selinexor
— Placebo

Probability of
Progression-free Survival

0.25; — :

median PFS

Selinexor (n=174): 5.7 mo (95% CI 3.81-9.20)
Placebo (n=89): 3.8 mo (95% CI 3.68-7.39)

Audited* (by electronic case report form)
HR = 0.705 (95% CI 0.499-0.996)
One-sided P value = 0.024

Unaudited* (by interactive response technology)

O.
0 3 6 9 12 15 18
Selinexor 174 97 53 39 23 14 8
Placebo 89 50 25 19 11 10 10

[ median follow-up: 10.2 months (95% CI 8.97, 13.57) ]

Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO

HR = 0.76 (95% Cl 0.543-1.076)
\ One-sided P value = 0.063 /

*In 7 patients (2.7% of 263), the stratification factor of CR/PR was
incorrect and was corrected by the Investigators prior to database lock
and unblinding. The statistical analysis was validated by the
independent ENGOT statistician and approved by the IDMC.

Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival



Probability of

Preliminary Analysis of a Prespecified Exploratory Subgroup PFS:
Patients with p53 wild-type EC

1.00. + Censored
— Selinexor Median PFS
— Placebo Selinexor (n=67): 13.7 mo (95% CI 9.20-NR)
g 0.75; ' Placebo (n=36): 3.7 mo (95% Cl 1.87-12.88)
u% .
3 *_ﬁ_»h‘_\_h—.——.-.— Audited
% 050 HR = 0.375 (95% Cl 0.210-0.670)
'g g — : Nominal one-sided P value = 0.0003
(V]
oo
£ 025 |_| Unaudited
HR = 0.407 (95% Cl 0.229-0.724)
\ Nominal one-sided P value = 0.0008 /
O.
0 3 6 9 12 15 18
No. at Risk Months
Selinexor 67 48 33 24 15 10 7
Placebo 36 18 11 9 6 5 5

Cl, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival

Vicky Makker, M.D., ENGOT-EN5/GOG-3055/SIENDO



Long-term follow up: PFS in the TP53wt subgroup

T 1.00]
2 Selinexor (n=77): 27.4 mo (95% CI 13.1-
E NR)
(?) 0.751 Placebo (n=36): 5.2 mo (95% CI 2.0-13.1)
) HR: 0.41 (95%CI 0.25-0.69)
2 One-sided nominal P-value = 0.0002
& 0.50}-- ety . . e
o ; PFS calculation begins at initiation of
0 ! .
@ : maintenance therapy and does not
= 0.25 = 1 . . . ,
2 ! include duration of previous systemic
a : chemotherapy.
0 1 28.9 months of follow up
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
No. at risk
Selinexor 77 62 50 47 42 38 36 29 23 20 15 10 7
Placebo 36 22 17 17 12 10 10 7 7 7 5 4 4
Preliminary Overall Survival . . .
Y OS calculation begins at time
No. w/ Median Overall . . .
events (95% CI), Maturity HR (95% CI) randomization and does not include
(%) months (%) ) ; .
duration of previous systemic
Selinexor 23.4% NR (NR, NR)
26.6% 0.76 (0.36-1.59) chemotherapy.
Placebo 33.3% NR (35.19, NR)

Data cut off date: Sept. 1, 2023

CI, confidence interval; HR, hazard ratio; mo, months; mut, mutant; NR, not reached.



Long-term follow up: PFS in additional subgroups
TP53wt/pMMR (MSS) subgroup TP53wt/dMMR (MSI-H) subgroup

© . -
i J— Selinexor (N=47): NR (95% C119.3-NR) g Selinexor (N= 20): 13.1 mo (95% ClI 3.6-NR)
: =23): ; 2 100
g Placebo (N=23): 4.9 mo (95% CI 2.0-NR) S "E} Placebo (N=9): 3.7 mo (95% Cl1.9-NR)
7] HR: 0.32 (95% C1 0.16-0.64) 3 HR: 0.45 (95% CI 0.16-1.27)
0.75 _si inal P- -
8 One-sided nominal P-value = 0.0004 ) 075 One-sided nominal P-value = 0.0643
|
)]
o &
s : £ ooml ] |
3 ' ) : E
9.’ 0.25 : | & 0.25 E
] : g v i !
a i S 5 s
0 ' 31.6 months of follow up E 0 : ' 27.3 months of follow up
0 3 6 9 12 15 18 21 24 27 30 33 3 0 3 3 9 12 15 18 21 24 27 30 33 3%
No. at risk Months No. at risk Months
Selinexor 4 & 3% 3% 33 3% 28 2 7 14 12 8 5 Selinexor 20 13 1 9 9 8 8 8 6 6 3 2 2
Placebo 2 14 10 10 8 8 8 5 5 5 3 2 2 Placebo 9 5 4 4 3 2 2 2 2 2 2 2 2

Preliminary Overall Survival

. Overall . Overall
Median . o Median : o
(95% Cl), months Ma(t,,z;'ty 58 (ko (e, (95% Cl), months Ma(toz;'ty 13 (R )
Selinexor 23.4% NR (NR, NR) Selinexor 10.0% NR (NR, NR)
30.0% 0.57 (0.24-1.35) 26.6% 0.62 (0.06-6.81)
Placebo 43.5% 35.19 (28.68, NR) Placebo 11.1% NR (NR, NR)

Data cut off date: Sept. 1, 2023

PFS calculation begins at initiation of maintenance therapy and does not include duration of previous systemic chemotherapy.
OS calculation begins at time randomization and does not include duration of previous systemic chemotherapy.



ENGOT-EN20/GOG-3083/XPORT-EC-042 Randomized, blinded Phase 3 international

study of oral Selinexor once weekly versus placebo for maintenance therapy in patients
with p53wt endometrial carcinoma responding to front line chemotherapy

Primary Objective: To evaluate the efficacy of selinexor compared to placebo as maintenance

therapy in patients with p53wt advanced or recurrent endometrial cancer

p

\

n =220 PFS (HR 0.7)
Key Eligibilities
Known p53wt EC by central NGS
Primary stage IV or recurrent EC
Received at least 12 weeks of taxane-
platinum chemotherapy (15t or 2n [ine)

Stratified by:

* Primary stage IV vs recurrent

« PRvs CR

 Prior CPI (yes/no)

>

)

PR/CR
Per RECIST
v1.1

|

[

AU

Selinexor
60mg QW
until PD

\

Primary Endpoint:

4

«

Placebo
until PD

2N

* PFS assessed by
Investigator
(BICR as a sensitivity
analysis)

Secondary Endpoints:
* OS

v

» Safety

AU

N

)




N(’ ADCs under Development in Endometrial Cancer

B7-H4 XMT-1660
B7-H4 SGN-B7H4V (1 EC)
B7-H4 AZD8205

Farletuzumab ecteribulin
(MORADb-202, FZEC) (3 EC)

Folate Receptor a

Folate Receptor a Mirvetuximab Soravtansine

Sacituzumab govitecan

TROP2 (IMMU-132)
*approved in TNBC, urothelial
TROP2 Sacituzumab tirumotecan

(SKB264/MK-2870)

Auristatin F-Hydroxypropylamide
(microtubule inhibitor)

Monomethyl Auristatin E

Topoisomerase | inhibitor

Eribulin (microtubule inhibitor)

Maytansinoid (DM4)-> tubulin
targeting

SN-38 (irinotecan metabolite) 2>
Topoisomerase | inhibitor

Belotecan derivative >
Topoisomerase | inhibitor

NCT05377996 (Phase I)

NCT05194072 (Phase I)

NCT05123482 (Phase I)

NCTO04300556 (Phase I/ll)

NCT03835819 (Phase I
combination with pembro)

NCT04251416 (Phase Il)
NCT03992131 (combination
with rucaparib)

NCTO04152499 (Phase I/11)
NCT06132958 (Phase )



TroFuse: Phase 3 ENGOT-en23/G0OG-3095/MK-2870-005"

/ Key Eligibility Criteria \ TROP2: transmembrane glycoprotein overexpressed by

+ Histologically confirmed endometrial several gynecologic tumor types
carcinoma or carcinosarcoma

» Radiographically evaluable disease, either

e e T o 2
ey High affinity — "«
« Must have received prior platinum-based (SKB264/MK-2870) 'gn attinity
chemo and anti—-PD-1/anti—-PD-L1 therapy, 4 mg/kg IV
either separately or in combination on day 1 of each _
« No neuroendocrine tumors or endometrial 14-day cycle Linker ol

Payload

* Novel TOPO I inhibitor
(belotecan derivative)

+ DAR=74

sarcoma, including stromal sarcoma, * Relatively stable in

leiomyosarcoma, adenosarcoma, or other - blood circulation
types of pure sarcomas Doxorubicin 60 mg/m? » Tripeptide linker

« Has not received >3 prior lines of therapy IV-on day 1 of each « Non-site specific
for endometrial carcinoma or 21-day cycle . Cleavable
carcinosarcoma o

« Has not had a recurrence of endometrial Paclitaxel 80 mg/m? IV _ _

after completing platinum-based therapy each 28-day cycle antibody as sacituzumab govitecan
administered in the curative-intent or + lts linker was designed to have higher stability

adjuvant setting without any additional * Novel TOPO I inhibitor payload (KL610023) is a belotecan
platinum-based therapy received in the derivative/topoisomerase inhibitor that has similar in vitro activity to
Kmetastatic or recurrent setting J  Primary endpoints: PFS, OS belotecan and SN-38 (sacituzumab govitecan’s payload)
« Secondary endpoints: ORR, DOR, safety, HRQOL

1. https://clinicaltrials.gov/study/NCT06132958.



Agenda

Module 1: Up-Front Treatment for Advanced Ovarian Cancer (OC) — Dr Salani

Module 2: Current Management of Relapsed/Refractory (R/R) OC; Promising
Novel Agents and Strategies Under Investigation — Dr Backes

Module 3: First-Line Therapy for Advanced Endometrial Cancer (EC) — Dr Mirza

Module 4: Current Therapeutic Options for R/R EC; Novel Investigational
Strategies — Dr Slomovitz

Module 5: Role of HER2-Targeted Therapy in the Management of Advanced OC,

EC and Other Gynecologic Cancers — Dr Secord

RESEARCH
TO PRACTICE




Dr Priya Rudolph: Case Presentation

Clinical presentation: 68-year-old with postmenopausal bleeding, endometrioid adenocarcinoma in 09/23,
lost to follow-up, admitted with abdominal distention. CT — massive ascites, 14-cm central pelvic mass,
large adnexal masses, omental caking, hydronephrosis.

Treatment: Carboplatin/paclitaxel/bevacizumab. She had LOC and low back pain with her second cycle.
Continued with more premedication. Switched treatment to carboplatin/paclitaxel/trastuzumab due to
HER2 positivity (3+ IHC).

Response assessment: PET pending; clinical improvement; drop in CA-125 from 772 to 228.

RESEARCH
TO PRACTICE




Dr Priya Rudolph: Case Discussion Questions

When are you generally conducting HER2 assessment for your patients
with gynecologic cancers? Is the timing different for patients with OC
versus EC versus cervical cancer?

Given the IHC 3+, would you offer trastuzumab deruxtecan (T-DXd) to
this patient?

Do you prefer bevacizumab or trastuzumab for a patient with ascites
and a HER2-positive tumor?

Would you consider maintenance trastuzumab, and for how long? What
if they experience pathologic complete response by the time of surgery?

If disease recurs on trastuzumab and is MSS, what is your preferred
treatment — lenvatinib/pembrolizumab or T-DXd?




Dr Priya Rudolph: Questions for the Faculty

What would be your treatment approach for a patient
with ascites and MSI-H, HER2-positive disease?

For a patient with ovarian cancer who is both folate
receptor alpha and HER2-positive, how would you
sequence T-DXd and mirvetuximab soravtansine?




Dr Eric Lee: Case Presentation

Clinical presentation: 36-year-old with mucinous adenocarcinoma of the ovary; 20-cm tumor encasing the
L ovary. Total abdominal hysterectomy in 2023, delay of care due to insurance, did not receive HIPEC or
adjuvant chemotherapy and was diagnosed with a liver metastasis in 2024.

Treatment: Given mucinous histology she was initially started on capecitabine, oxaliplatin and
bevacizumab. Subsequent NGS showed ERBB2 amplification, KRAS G12V, TP53. BRCA 1- and 2-negative,
HRD not detected, low TMB. CA125 elevated, CEA normal.

Response: Just started therapy. CA125 rising. Given KRAS mutation, may not benefit from HER2 targeted
therapy. Pt is also pending endoscopy to rule out a Gl primary although there was no obvious primary
mass on imaging.

Side effects/tolerability issues: Baseline liver insufficiency 2/2 mets.

RESEARCH.
TO PRACTICE




Dr Eric Lee: Case Discussion Questions

What treatment would you recommend for this patient?

What would be your next line of treatment if/when she
experiences disease progression?




Dr Eric Lee: Questions for the Faculty

Where in the treatment course are you typically offering
T-DXd to your patients with OC, EC and cervical cancer?

Are you only offering T-DXd to patients with IHC 3+ disease
per the indication, or would you consider it for a patient
with no other options and lower levels of expression?

How, specifically, are you monitoring for interstitial lung
disease (ILD) in your patients receiving T-DXd?

At what level of ILD are you permanently discontinuing
treatment even after resolution of symptoms?




Role of HER2-Targeted
Therapy in Advanced OC, EC
and Other Gynecologic
Cancers

Angeles Alvarez Secord, MD, MHSc
Director, Gynecologic Oncology Clinical Trials
Division of Gynecologic Oncology, Department Ob/Gyn
Duke Cancer Institute

U DukeHealth




Objectives

 Discuss HER2 testing and frequency of high HER2 ex ression in advanced

gynecologic cancers
* When and how do/would you test for HER2?

* Review the use of HER2-targeted strategies such as
trastuzumab deruxtecan (T-DXd) in advanced gynecol

* Review safety profile of T-DXd toxicities and recomm
monitoring and management



U Case #1

A 56-y.0. woman with recurrent BRCA-wt/HRD+ high-grade serous ovarian
cancer presents with extensive ascites, pleural effusion, hepatic mets,
progressed on second-line PLD/platinum-based therapy.

Treatment options:
J Mirvetuximab
 Paclitaxel with bevacizumab

L Trastuzumab deruxtecan

H Clinical trial What do you need to know first?



)l Testing is CRITICAL in gynecologic cancer

Germline Testing

BRCA1 germline mutations; 8%

BRCA1 somatic mutations; 3%
Other; 21%

BRCA2 germling mutations; 6%
BRCA? somatic mutations; 3%

BRCA1 promoter methylation;
: . 4.0,
NER mutations; 4-8% HR DEFICIENT

MMR mutations; 3% e CDK12 mutations; -

&——————— RAD51C promoter methylation;

. ‘F FA gene mutations;
AN Core RAD gene mutations;
HR DNA damage gene mutations;

EMSY amplification; 6%

Cyclin E1 amplification; 15%

HR PROFICIENT

PTEN homozygous loss; 7%

POSSIBLY
HR DEFICIENT

~ & Approximately 50% high grade
e e Approximately 30% endometrial epithelial ovarian cancers have
Ep}:‘l expre:suon ? ted.ln | cancers have dMMR and 25% homqlogous recombi.nati.on

Igh percentage of cervica abnormal p53 expression defuqency and mutation in DNA
cancers repair gene pathway

-~
-

Heeren AM, et al. Mod Pathol 2016; Alvarez Secord GOG249 MMR/p53 testing; Konstantinopoulos PA, et al. Cancer Discov. 2015



' HER2 Testing — it's complicated

Breast Breast (ASCO/CAP | Gastric Colorectal UPSC (Fader et
(ASCO/CAP 2013; 2018%) (ASCO/CAP (HERACLES al.)
2007) 2016) trial) Endometrial
IHC 3+ >30% strong, >10% >10%, strong >50% strong, >30% strong
uniform, circumferential, complete or complete or complete or
complete strong, complete basolateral/later basolateral/lat basolateral/later
al eral al
FISH HER2/CEPT17 HER2/CEPT17 ratio HER2/CEPT17 HER2/CEPT17 HER2/CEPT17
amplification ratio >2.2 >2.0 OR ratio <2.0 ratio >2.0 OR ratio >2.0 in ratio >2.0
Patients with and HER2 signal ratio <2.0 and >50% of cells
HER2/CEPT17 >6.0/nucleus HER2 signal
ratio 2-2.2 *(if IHC 2+ or 3+) >6.0/nucleus
eligible

Lassus H et al Gynecol Onc 2004; McCaughan H et al J Clin Pathol 2012; Hale RJ et al Int J Gynecol Pathol 2013; Bellone S et al J Clin Pathol 2003; Ersoy E et al
Gyn Path 2022



I HER2 expression in ovarian cancer

* HER2 overexpression/amplification highest in mucinous carcinomas
* Protein overexpression 29.4%
* Amplification 25-35.3%

 HER2 gene amplification in mixed-type carcinomas (11.9%), clear cell carcinomas
(4%), serous papillary carcinomas (3%), and endometrioid carcinomas (2.1%)

* Intra-tumoral heterogeneity of HER2 protein expression seen in 20% of cases
* High HER2 expression and increased copy number associated with worse PFS and OS

* In GOG160, a phase Il trial evaluating trastuzumab in patients with recurrent or
refractory ovarian cancer had ORR of 7.3 % in patients with HER2 overexpression
(n=41)

e 837 tumor samples screened for HER2 expression; 95 patients (11.4%) exhibited
2+/3+

English D, et al. Mol Diagn Ther. 2013; Bookman, M, et al. J Clin Oncol 2003



' HER2 expression in endometrial cancer

 HER2 overexpression and amplification
4% to 69%

* Serous carcinomas: 43%
overexpression and 29%
amplification

* Clear cell cancers: 38% HER2
amplification

* Grade 1 endometrioid cancers: 3%
overexpression and
1% amplification

* Higher frequency HER2 overexpression
in Black compared to White patients

 HER2 expression associated with worse
PFS and OS

English D, et al. Mol Diagn Ther. 2013; Erickson B et al Gynecol Oncol 2020.

>

Progression-free survival (proportion)
25 075 1

00
@
00
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0.50

00
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Time since surgical diagnosis (months) Time since surgical diagnosis (months)

I— HERZ:negalive === HER2-positive l w— HER2-Negalive === HER2-positive l

HER2+ cancers had worse PFS (aHR 3.50; p <
.001) and OS (aHR 2.00; p =.039) compared
to HER2-negative tumors




W HER2 expression in cervical cancer

* HER2 protein expression in 38.7%; somatic HER2 mutations occur in ~“5%

e |HC studies on biopsies from some recurrent lesions demonstrated a strong (3+) expression for HER2 even
though primary were HER2 negative.

e Overexpression associated with poor survival (p<0.0001)

e Phase 2 SUMMIT basket trial of neratinib in patients with HER2-mutant, metastatic cervical
cancer. (N=16)

* ORR 25%; CBR 50% had stable disease =16 weeks
* DOR for responders were 5.6, 5.9, and 12.3 months

e Median PFS was 7.0 months; median OS was 16.8 months

English D, et al. Mol Diagn Ther. 2013; Oaknin A et al Gynecol Oncol 2020.



ll HER2 expression in carcinosarcomas

Conflicting data in the literature HER2+ IHC/FISH BRie e R
3%-56% Woom ol SR

Bl RN T RS ARG :E'*' ',‘P L] 4-,
e Using the 2013 ASCO/CAP criteria 16% HER2+ g A
(13/80; 12 uterine and 1 ovarian) BRI v e ,

The HER2+ rate was higher in uterine vs ovarian 3 o G e -'-15*? .
cancers (14-19% vs 7%) '

All HER2+ tumors had either a serous or a mixed LA -
. Uterlne carcmosarcoma HER2 3+in the
carcinomatous component. carcinoma and the sarcoma component

All tumors with endometrioid, clear cell,
undifferentiated, or neuroendocrine carcinoma
subtype were HER2 negative.

English D, et al. Mol Diagn Ther. 2013; Rottman D et al Modern Pathology 2020 Ovarian carcinosarcoma. HER2 2+ in the carcinoma
with amplification by FISH (HER2/CEP17 ratio = 2.3)



Il

Chemotherapy

Key eI|g|b|I|ty criteria
Primary stage Ill or IV or recurrent
HER2/neu-positive USC: IHC score 3+, or
2+ with + FISH
« ECOGO0-2

e <3 prior lines of therapy
* “platinum sensitive” recurrence (6 mo)

No.

Investigator initiated study
Phase Il

Open label

Investigator assessed PFS

Nickles-Fader A J Clin Oncol 2018; www.nccn.org

Incorporation of anti-HER-2 treatment: Trastuzumab with

National
comprehensive NCCN Guidelines Version 2.2024
(@8 Cancer

Network! Endometrial Carcinoma

Primary or Adjuvant Therapy

Systemic Therapy

Preferred Regimens
+ Carboplatnfpacitaxel

°Carboplatlnlpaclltaxellpembrol|zumab (for stage -V tumors, except for
carcinosarcoma) (category 1) bedd

' Carboplat|nlpaclltaxelldostarhmab «gxly (for stage lll-IV tumors)
(category 1) de?

+ Carboplatin/paclitaxeltrastuzumab (for stage IV HER2-positive utering
serous carcinoma)®t 0

' Carboplatmlpaclltaxel [trastuzumab (for stage IIIIV HERZpositive

carcinosarcom) 44

Recurrent Disease

First-Line Therapy for Recurrent Disease!

e Censored
Primary efficacy analysis:

o One-sided log-rank P = .0052 Trastuzumab
= HR, 0.44 (90% ClI, 0.26 to 0.76) No
= Yes

=
(=)
o
o ..................................................................
| -
=
m - L o o o o L
L
o
|
0 6 12 18 24 30 36 42 48 54
Time Since On-Treatment Date (months)
at risk
No 28 20 6 5 5 5 4 3 2 1
Overall survival vs. Trastuzumab, advanced USPC
With number of subjects at risk
) * Censored
s HR =0.492,
, 90% Cl, 0.249-0.974;
= : LA
T oo One-sided P=0.041
| =
2
5
o 04
g
o
0.2
0.0
No |20 16 1 [ 4 ] a 1
Yos |21 21 1 1 o i
4] 12 24 36 48 60 72 84

Months from en-tréatment date

Preferred
+ Carboplatin/paclitaxel (category 1 for carcinosarcoma)'”
+ Carhoplatin/ achtaxellpembrollzumab (except for carcinosarcoma)
| (category 1)P048
' CarbOpIatlnlpachtaxelldostarhmab gxly (category 1)04e?
+ Carboplatin/paclitaxel/trastuzumah®?

(for HER2-positive uterine serous carcmoma)d 0
°Carboplat|nlpaclltaxelltrastuzumab '9

(for HER2-positive carcinosarcoma)’ ™




QH“TAPUR Trial: Pertuzumab and Trastuzumab in Endometrial Cancer

with ERBB2/3-Amplification, Overexpression, or Mutation

Pragmatic Basket Trial N=28
Disease control rate = 37%

2 Partial responses; 8 Stable Disease 16+ weeks
MPFS = 16 weeks; mOS = 61 weeks

80 B Clear cell
M Endometrioid
60 M Mixed mullerian
B Serous
40 M Others

Change in Target Lesion From Baseline (%)

Patients With Disease Control

X . . ERBB2 amplification and ERBB3L11771 (VUS)

. . . ERBB2 amplification

. . . ERBB2 amplification

. . . ERBB2 amplification and ERBB3 amplification

. . . ERBB2 amplification and ERBB3 rearrangement (VUS)
..... ERBB2 amplification—equivocal and ERBB3 A232V mutation

. . . . ERBB2 amplification and ERBB2 rearrangement (VUS)

. . . ERBB2 amplification

. . . ERBB2 amplification

L . . ERBB2 amplification and ERBB2 V842|

T T T T T T T T T
16 2% 32 40 48 56 64 72 80
Time on Treatment (weeks)

A Start of response in pts with PR~ @ Time of progression or death

Histology: Ml Endometrioid [l Mixed mullerian [l Others [ Serous

Ahn ER et al. Targeted Drug Therapy 2023

Change From Baseline (%)

-100

Best study response
— PR

~—— SD16+

—— SD8

- PD

L

8 16 28 40 52 64
Visit (weeks)




QmISTATICE Trial: Trastuzumab deruxtecan for HER2-expressing

Advanced or Recurrent Uterine Carcinosarcoma

—> Censoring

=% .
e 100 Confirmed ORR 54.5%
@ 80 - 95% Cl, 32.2-75.6
o 6.4 mg/kg
(¥U 60 - I 5.4 mg/kg
.E 40 M AE discontinuation
— b B PD discontinuation
H E RZ' ﬁ 20 Nl "g M Other reason
. o ® 3.2mglkg
H Ig h 3 0 E ® 4.4 mgkg
E ® 5.4 mg/kg
= -20 -~ ® 6.4 mglkg
E N 40 il + Death
=
E
x
(1°]
=

-60 - M 5.4 mg/kg
-80 W 6.4 mg/kg
<100 800 900 1,000
gy
Ss 100 ConfirmedORR700%  |¢eeessessssssssssssss meoeeeecscee oo -
g 80 - 95% Cl, 34-8—93-3 NN W L) =¥
C¥U 60 = pooom + - :: mg;:g
.4 mg/kg
HER2- E 40 - N peeescon = - M AE discontinuation
e S M PD discontinuation
LOW w 20 A = [ e ¥ I Other reason
—] o ® 3.2 mgkg
g 0 N ® 4.4 mg/kg
- -20 - ® 5.4 mg/kg
- =2 @® 6.4 mg/kg
E -40 R + Death
= '60 = —> Censoring
= M 5.4 mg/kg -
.§ -80 ] T T T T T T T T T T T
§ -100 W64 mg/kg 0 100 200 300 400 500 600 700 800 900 1,000

Time Since Enroliment (days)
Nishikawa T et al. J Clin Oncol 2023



QmISTATICE Trial: Trastuzumab deruxtecan for HER2-expressing

Advanced or Recurrent Uterine Carcinosarcoma

All (N = 33), No. (%) 5.4 mg/kg (n = 19), No. (%) 6.4 mg/kg (n = 14), No. (%)
Adverse Event Any Grade Grade 3  Grade 4 AnyGrade Grade 3 Grade 4 AnyGrade Grade 3  Grade 4
Nausea 28 (848) 1(3.0) 0 17 (89.5) 0 0 11(786) 1(7.1) 0
Anemia 18 (54.5) 8(24.2) 0 8(421) 2(105) 0 10(71.4)  6(429) 0
Decreased white blood cell el i) 0 6 (31.6) 0 0 11(786) 3(214) 0
Decreased neutrophil count 16(485) 7(212) 261 5(263) 2(105) 0 11(786) 5(357) 2(143)
Malaise 14(424) 2(6.1) 0 10 (52.6) 0 0 4(286) 2(143) 0
Hypoalbuminemia 14 (424) 4(12.1) 0 631.6) 1(53) 0 8(57.1) 3(214) 0
Vomiting 12(364) 1(3.0) 0 7 (36.8) 0 0 5(357) 1(7.1) 0
Diarrhea 12(364) 1(3.0) 0 4(21.1) 0 0 8(71) 1(7.1) 0
Elevated ALT 12 (36.4) 0 0 7 (36.8) 0 0 5 (35.7) 0 0
Elevated AST 11 (33.3) 0 0 5(26.3) 0 0 6 (42.9) 0 0
Constipation HINES.3) 0 0 7 (36.8) 0 0 4 (28.6) 0 0
Decreased lymphocyte count 10(30.3) 5(152 2(6.1) 6316 3(158) 0 4(286) 2(143) 2(143)
Weight loss 9(27.3) 0 0 3(158) 0 0 6 (42.9) 0 0
Elevated ALP 9(27.3) 0 0 6 (31.6) 0 0 3(214) 0 0

| Pneumonitisiinterstitial lung disease ~ 9(27.3) 1 (3.0) 0 4 (21.1) 0 0 555 7)) 0 |
Decreased appetite 8(242) 1(3.0) 0 2 (10.5) 0 0 6(429 1(7.1) 0
Decreased platelet count 7(12) 2(6.1) 0 1(6.3) 0 0 6(429) 2(14.3) 0

Nishikawa Tet al. J Clin Oncol 2023



DESTINY-PanTumor02 Open-label Multicenter Study of

I |
u“Trastuzumab deruxtecan for HER2-expressing cancers

Key eligibility criteria

e Advanced solid tumors not
eligible for curative therapy

e 2L+

 HER2 expression (IHC 3+ or
2+)

* Local or central testing
by HercepTest if local
test not feasible

* ASCO/CAP gastric
cancer scoring

* Prior HER2-targeted
therapy allowed
e PSO-1

N=267

®y° Endometrial cancer

Qﬁﬁ Cervical cancer

T-DXd
5.4 mg/kg Q3W

Approx 40 per
cohort planned®

S§¢” Ovarian cancer

{g& Other tumors®
(ﬁ( Biliary tract cancer

@’ Pancreatic cancer

e 202 (75.7% based on local HER2 testing
e 111 (41.6%) HER2-3+ based on HER local or central test
e 75(28.1%) were HER2-3+ based on central test

Meric-Bernstam F et al. J Clin Oncol 2024

Trastuzumab deruxtecan (T-DXd)

Humanized anti-HER2

J o H [+ H o H o )
}“’W“m‘#m‘vw‘m 3
N o
°
: fa! :
’. HyC HO “—CHy
F
Cleavable Tetrapeptide-Based Linker poisomerase I

To|
Inhibitor Payload

FDA grants accelerated approval
to fam-trastuzumab deruxtecan-
nxki for unresectable or
metastatic HER2-positive solid
tumors

On April 5, 2024, the Food and Drug Administration granted accelerated
approval to fam-trastuzumab deruxtecan-nxki _ for
adult patients with unresectable or metastatic HER2-positive (IHC3+) solid

tumors who have received prior systemic treatment and have no satisfactory
alternative treatment options.




jj DESTINY-PanTumor02 Open-label Multicenter Study of

Trastuzumab deruxtecan for HER2-expressing cancers

Confirmed ORR
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Endometrial Cervical Ovarian >E_< —100 - . N
(3°]
=
Outcome Endometrial Cancer ~ Cervical Cancer ~ Ovarian Cancer
All patients 40 40 40
Confirmed ORR (investigator) 23 (57.5) 20 (50.0) 18 (45.0)
95% Cl 4091t073.0 33.8 t0 66.2 29.3t061.5

Patients

»

Censored

+ End of response

Patient with complete
response

Endometrial cancer
Cervical cancer
Ovarian cancer
Bladder cancer
Other tumors

BTC

Pancreatic cancer

15 18 21 24

Time (months)

Meric-Bernstam F et al. J Clin Oncol 2024
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jj DESTINY-PanTumor02 Open-label Multicenter Study of

Trastuzumab deruxtecan for HER2-expressing cancers

Endometrial Cancer Cervical Cancer Ovarian Cancer
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jj DESTINY-PanTumor02 Open-label Multicenter Study of

Trastuzumab deruxtecan for HER2-expressing cancers

Endometrial Cancer Cervical Cancer Ovarian Cancer
Adverse Event (n = 40) (n = 40) (n = 40)

Drug-related adverse events, No. (%) 36 (90.0) 36 (90.0) 34 (85.0) y AdJUdicated drUg'reIated
Grade =3 14 (35.0) 19 (47.5) 21 (52.5) events of ILD/pneumonitis
Serious adverse events 4 (10.0) S, 1l (2 =) occurred in 28 (105%) patients,
Leajing to jiscontin::;tion 3 EY.S)) 3 27.5)) 1 E2.5)) with the majority as low grade
Leading to dose modification? 13 (32.5 13 (32.5 18 (45.0 .
Associated with death 2 (5.0) 0 0 (grade 1' n>7 [2'6%]' grade 2'
Most common drug-related adverse events (>10% of total patients), No. (%) n517 [6'4%])' There was one
Nausea 29 (72.5) 26 (65.0) 22 (55.0) (0.4%) grade 3 event and
Anemia 7 (17.5) 16 (37.5) 15 (37.5) three (1.1%) fatal adjudicated
Diarrhea 16 (40.0) 16 (37.5) 8 (20.0) drug_ related cases of ||_D/
Fatigue 10 (25.0) 9 (22.5) 1l (27:5) pneumonitis, one each in the
Vomiting 16 (40.0) 10 (25.0) 7 (17.5) N _
—— 4 (100) 8 (200) 5 (12.5) biliary tract, endometrial, and
Decreased appetite 8 (20.0) 7(175) 8 (20.0) other tumors cohorts.
Asthenia 11 (27.5) 9 (22.5) 6 (15.0)
Alopecia 9 (22.5) 8 (20.0) 5(125)
Thrombocytopenia 2 (5.0) 2 (5.0) 5 (12.5)

Meric-Bernstam F et al. J Clin Oncol 2024



jj DESTINY-PanTumorO1 Phase Il Study of Trastuzumab

deruxtecan: Efficacy in Activating HERZ2 Mutated Cancers

Location of HER2 mutation Status

O Kinasedomain I Transmembrane or [ Response [ Non-response I Immunohistochemistry 3+

[ Extracellular domain ~ Juxtamembranedomain I immunohistochemistry 2+ 3 Immunohistochemistry 1+ [ Immunohistochemistry 0
3 Immunohistochemistry unknown I Insitu hybridisation positive B Insitu hybridisation negative
O3 Insitu hybridisation equivocal I Insitu hybridisation unknown

* Patient with previous HER2-directed
120 q

therapy
122: ' ’ X Progressive disease
Zo] P Last evaluable RECIST assessment
& 15 . ’—H( | — Duration of response
5 N ] Gynecologic ¢ Confirmed response
g N - : Cancers . }* e Death
g -20 -| - IJ_IIJH N=6 B 0 B Start of subsequent therapy
f -40
& ~60 "
-80 1 | | | | | | | | | | | | | | | | | | | | | | | I | I
100 - 01 2 3 4 § 6 7 8 9 101 12 B 1415 16 17 8B19 20 02 3425 % 27
120 +— — 1 Timesince first documented response (months)

Lee BT et al Lancet Oncol 2024



Q’m Trastuzumab deruxtecan and Interstitial Lung Disease
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Powell CA et al. ESMO Open 2022;7(4):100554.



QIIII Trastuzumab deruxtecan and Interstitial Lung Disease

ASCO

Jgﬁc‘obgy Biakieu Real-World Perspectives and Practices for Pneumonitis/Interstitial Lung

Disease Associated With Trastuzumab Deruxtecan Use in Human
Epidermal Growth Factor Receptor 2—-Expressing Metastatic Breast
Cancer

600D SCIENCE
;‘ ' BETTER MEDICINE
BEST PRACTICE SCIENCE
O PEN FOR OPTIMAL
CANCER CARE

REVIEW

Optimizing treatment management of trastuzumab deruxtecan in clinical
practice of breast cancer

Rugo HS et al JCO Oncology Practice 2023; Rugo HS et al ESMO Open 2022



QIIII Trastuzumab deruxtecan and Interstitial Lung Disease

s Monitor for suspected ILD/P

e Interrupt T-DXd if ILD/P is suspected

Rule out ILD/P if radiographic changes consistent with ILD/P or if acute onset of new or worsening pulmonary symptoms develop

e Confirm ILD/P by evaluation

High-resolution CT, pulmonologist consultation, blood culture and CBC, bronchoscopy or BAL, PFTs and pulse oximetry, arterial blood gases,

PK analysis of blood sample (as clinically indicated and feasible)?
e AIl ILD/P events regardless of severity or seriousness should be followed until resolution including after drug discontinuation

e Manage ILD/P
| | | |

* Interrupt T-DXd
* T-DXd can be resumed if the ILD/P resolves to grade O
—If resolved in <28 days from onset, maintain dose
—If rest?lved in >28 days from onset, reduce dose by 1
level

* Discontinue T-DXd if ILD/P occurs beyond day 22 and
has not resolved within 49 days from the last infusion

®

Permanently discontinue T-DXd

=2

®

Permanently discontinue T-DXd

L5

* Monitor and closely follow-up in 2-7 days for onset of
clinical symptoms and pulse oximetry
» Consider:
—Follow-up imaging in 1-2 weeks, or as clinically indicated
—Starting systemic glucocorticoids (e.g. 20.5 mg/kg/day
prednisone or equivalent) until improvement, followed
by gradual taper over 24 weeks

If diagnostic observations worsen despite initiation of
corticosteroids, then follow grade 2 guidelines.

We suggest considering steroids for selected grade 1 cases
that show extensive lung involvement or in patients at
increased risk for progression of ILD/P

R

* Promptly start systemic glucocorticoids (e.g. 21 mg/kg/day
prednisone or equivalent) for 214 days until complete
resolution of clinical and chest CT findings, followed by
gradual taper over 24 weeks

* Monitor symptoms closely

* Re-image as clinically indicated

« If worsening or no improvement in clinical or diagnostic
observations in 5 days:

—Consider increasing dose of glucocorticoids (e.g.
2 mg/kg/day prednisone or equivalent), and
administration may be switched to i.v. (e.g.
methylprednisolone)

—Reconsider additional workup for alternative etiologies as
described above

—Escalate care as clinically indicated

D

* Hospitalization required
* Promptly start empirical high-dose methylprednisolone i.v.
treatment (e.g. 500-1000 mg/day for 3 days), followed by
>1.0 mg/kg/day of prednisone (or equivalent) for 214 days
or until complete resolution of clinical and chest CT
findings, followed by gradual taper over 24 weeks
* Re-image as clinically indicated
« If still no improvement within 3-5 days:
—Reconsider additional workup for alternative etiologies as
described above
—Consider other immunosuppressants (e.g. infliximab or
mycophenolate mofetil) and/or treat per local practice

Rugo HS et al ESMO Open 2022




NRG-GY026 Study Schema

Chemo-naive, non-
recurrent, stage I-
IVB, HER2 positive
endometrial serous
carcinoma or
carcinosarcoma

Arm 1:
Paclitaxel/Carboplatin
every 3 weeks x 6 cycles

Randomization
1:1:1

Arm 2:
Paclitaxel/Carboplatin/Trastuzumab and
hyaluronidase-oysk every 3 weeks x 6
cycles

Maintenance Trastuzumab and
hyaluronidase-oysk every 3 week for up to 1
year

Stratification
Stage I[-1T v. II-IV
Histology (serous vs carcinosarcoma)
Plan for vaginal brachytherapy (yes vs no)

Arm 3:
Paclitaxel/Carboplatin/Pertuzumab,
Trastuzumab, and hyaluronidase-zzsf q 3
weeks x 6 cycles

Maintenance Pertuzumab, Trastuzumab, and
hyaluronidase-zzsf every 3 weeks for up to 1
year




Il Phase I/lla of HER2-Targeting ADC (DB-1303) in Advanced Solid

Depth of Response Change in Response Over Time
120 =
Dose Level [1]7 mg/kg 8 mg/k Dose Level =@=7mg/kg =@=8mg/kg R
Phase Il dose expansion cohorts . HER2 IHC Status O1+ @2+ @3+ Dose Level |7 mg/kg I8 mg/kg 100+ ose Leve mg/kg mg/kg ei?prlm)se
Cohort 2a: previous trastuzumab and HER2+ (IHC 3+,2+ and ISH- — APR
positive) gastric or GEJ adenocarcinoma, n = 30; HER2+ esophageal ES 60 = — BSD
carcinoma, n = 10; and HER2+ CRC, n = 15 _| X 504
m ‘ot
Cohort 2b: HER2 overexpression + HER2-low EC* (UC+USC), n =300 60 £ a'
o --------------------------------------------------------
Cohort 2c: HR#/HER2-low (IHC 24/1SH-negative, or 14) BC, n= 30 to 50 L §
ey P e
Cohort 2d: HER2+ (IHC 3+, 24/ISH-positive) BC, n = 20-40 | ™ - ";
© I B O, S i, (o T
Cohort 2e: NSCLC with activating HER2 mutation, n = 15to 30 6 ) 5
L -
Cohort 2f: HER2+ (n = 10) or HR+/HER2-low (n = 10) BC that failed o
previous treatment with trastuzumab deruxtecan (T-DXd) 9 9 9 , ! ? , , ! , 9 9 ! , 2 ,
4T T T ZE I T T ITITIIEX s
“ v u v v v v a 9u v 9u v a9 2)
-100 T T T
Patient 0 10 20 30

Duration of Treatment (Wks)

Nineteen patients (59.4%) had prior 10; 17 patients were evaluable for response.
10 (58.8%) had PR (4 confirmed, and 6 requiring further confirmation). Overall DCR was 94.1%.

TEAEs occurred in 30 patients (93.8%); >G 3 in 10 patients (31.2%), hypokalaemia (12.5%), anemia (6.2%), and syncope (6.2%).
No ILD

Moore. K et al ESGO 2023. Abstr 430.



RTP Live from Chicago:
Investigator Perspectives on Recent Advances and Challenging
Questions in the Management of Colorectal Cancer
A CME-Accredited Virtual Event Held in Conjunction
with the 2024 ASCO® Annual Meeting
Monday, June 3, 2024
7:00 AM - 8:00 AM CT (8:00 AM —9:00 AM ET)

Faculty
Scott Kopetz, MD, PhD
John Strickler, MD

Moderator
Neil Love, MD




Thank you for joining us!
Your feedback is very important to us.

Please complete the survey currently up on the iPads for attendees
in the room and on Zoom for those attending virtually. The survey
will remain open up to 5 minutes after the meeting ends.

How to Obtain CME Credit
In-person attendees: Please refer to the program syllabus for the
CME credit link or QR code. Online/Zoom attendees:
The CME credit link is posted in the chat room.




