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Rare Cancers Add Up

« Although the incidence of rare
malignancies is a fraction of that of the
leading cancer types, the aggregate
impact is significant

Individuals with rare gynecologic

cancers represent 25-30% of all
survivors of GYN malignancies but:
« Tumors are more challenging to treat
« Have fewer treatment options

« Experience 30-40% of all
gynecologic cancer-related deaths

GOG
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Rare and very

rare cancers 1 in 3 rare cancers

20% - are very rare

Less
common
cancers
(for example
bladder
cancer and
melanoma)
27%

Common cancers
(breast, prostate,
lung and bowel)
53%
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The Decade of Rare Gynecologic Cancer Advances

Published in final edited form as:
Lancet Oncol. 2013 February ; 14(2): 134-140. doi:10.1016:S1470-2045(12)70572-7.

A Phase li Trial Of Selumetinib (Azd6244) In Women With
Recurrent Low-Grade Serous Carcinoma Of The Ovary Or
Peritoneum: A Gynecologic Oncology Group Trial

John Farley, MD', William E. Brady, PhD?, Vinod Vathipadiekal, PhD?, Heather A. Lankes,
PhDZ, Robert Coleman, MD*, Mark A. Morgan, MD®, Robert Mannel, MD®, S, Diane Yamada,
MD’, David Mutch, MD3, William H. Rodgers, MD?, Michael Birrer, MD, PhD?, and David M.
Gershenson, MD*

1D o~

Trametinib versus standard of care in patients with recurrent % @)
low-grade serous ovarian cancer (GOG 281/LOGS): B
an international, randomised, open-label, multicentre,

phase 2/3 trial

Miler Wilkam £ Brady, Jomes Paud By Ai¥on Radges Doddidlen Rebert L Colemen, Vo m
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Phase Il Study of Single-Agent Cabozantinib in Patients with
Recurrent Clear Cell Ovarian, Primary Peritoneal or Fallopian
Tube Cancer (NRG-GY001)

Panagiotis A. Konstantinopoulos, MD, PhD', William E. Brady, PhDZ, John Farley, MD?,
Amy Armstrong, MD*, Denise S. Uyar, MD?, and David M. Gershenson, MD®

Pubbished in final edited form as:
Cancer. 2014 February |; 12003): 344351, doi:10.1002/cner.28421.

Efficacy and Safety of Bevacizumab in Recurrent Sex Cord-
Stromal Ovarian Tumors: Results of a Phase Il Trial of the
Gynecologic Oncology Group

Jubilee Brown, MD' [Associate Professor], William E. Brady, PhD? [Statistician], Julian
Schink, MD? [Professor], Linda Van Le, MD* [Professor], Mario Leitao, MD® [Assistant
Member], S. Diane Yamada, MD® [Professor], Koen de Geest, MD” [Clinical Professor], and
David M. Gershenson, MD® [Professor]

® MILO/ENGOT-ov11: Binimetinib Versus

= Physician’s Choice Chemotherapy in Recurrent or
£ Persistent Low-Grade Serous Carcinomas of the
< Ovary, Fallopian Tube, or Primary Peritoneum

= Bradiey J. Monk, MD'; Rachel N. Grisham, MD’; Susana Baserjee, PhD’; Elsa Kalbacher, MD'; Manscor Raza Mirza, MD*;
~  Ignacic Romero, MD'; Peter Vuylsteks, MD'*; Robert L. Coleman, MO™; Felix Hilpert, MO™; Ami M. Oza, MD'";
Anceke Westormans, MD, PhD'; Martia K. Osbler, MD, PRD'"; Sando Pignata, MD, PRD™; Carol Aghajasian, MD';
Nicaletta Colombe, MD'; Esther Orll, DrPH’; Duwi Citula, MO, PhD'; Kathieen N. Mocee, MD"’; Janaa Chiristy Bittel, MSN'%;
Josep M. del Camps, MD'; Regina Berger, PRO™; Christian Marth, MD, PhD™; Jalid Sehoull, MO™; David M. O'Maliey, MO™;
Cristing Chummuea, MD™; Adam P. Boyd, PAD™; Gunnar Kristerrsen, MD, PhD™; Andrew Clamp, MD, PRD™;
Isabelle Ray-Coquand, MO, PRD"; and ignace Vergole, MD, PhD™

Clinical Trial > Gynecol Oncol. 2022 Jan;164(1):12-17. doi: 10.1016/j.ygyno.2021.10.087.
Epub 2021 Nov 8
Phase II study of enzalutamide in androgen receptor
positive, recurrent, high- and low-grade serous
ovarian cancer

ng-Geist 1, Sushmita 8 Gordhan Dilip D Giri 2, Alexia lasonos 3, Qin Zhou 4
n 5, Roisin E arin art ML an ®

8 Emeline M Avik

VOLUME 30 - NUMBER 33 - NOVEMBER 0. 2018

Adjuvant Gemcitabine Plus Docetaxel Followed by
Doxorubicin Versus Observation for High-Grade Uterine
Leiomyosarcoma: A Phase III NRG Oncology/Gynecologic
Oncology Group Study

Mastee L. Homsdey, Danialle Exserra, Helen Hatcher, Persemella B Otsevamgper, Arders Krarup-Hanson, Jasn- Yors
By Cynil Fuher, Kathorioe M. Moxdny, Shashikant 8 Jayuntts S, Los, Krohnenss S Tewary, Promal H
Thasker, Oliver Zovanewic, Daval M. O'Maliey, Katime Robuow, and Devd S Miller

ORIGINAL REPORTS |

Randomized Phase III Trial of Paclitaxel and
Carboplatin Versus Paclitaxel and Ifosfamide in
Patients With Carcinosarcoma of the Uterus or Ovary:
An NRG Oncology Trial

W) Check for updates

Published in final ediled form as.
Chin Cencer Res 2020 August 01; 26{15): 3928-3035, doi:10.1 1 SR/1078-0432. CCR-20-0953.

Randomized phase Il trial of carboplatin-paclitaxel compared to
carboplatin-paclitaxel-trastuzumab in advanced (stage llI-IV) or

recurrent uterine serous carcinomas that overexpress Her2/Neu
(NCTO01367002): updated overall survival analysis

Amanda N. Fader', Dana M. Roque?, Eric Siegel”, Natalia Buza®, Pei Hui*, Osama
Abdelghany”, Setsuko Chamb . Angel Secord®, Laura Havrilesky®, David M.
O'Malley’, Floor J. 7, Nicole ® Babak Edraki’. Dirk Pikaart'®, William
Lowery'? Karim ElSahwi'2, Paul Celano'?, Stefania Bellone*, Masoud Azodi*, Babak
Litkouhi'®. Elena Ratner®. Dan-Arin Silasi®. Peter E. Schwartz®. Alessandro D Santin*."




NCCN Ovarian Cancer Guidelines Progress in Rare Epithelial OC

NCCN' [iosteaiy

Epithelial Ovarian Cancer

PATHOLOGIC STAGING PRIMARY CHEMOTHERAPY/PRIMARY ADJUVANTY
Grade 1¢ ———» Observe
Observe
Stage lAor IB Grade 26— or
Taxane/carboplatin® for 3-6 cycles
Grade 3 — Taxanel/carboplatin® for 3-6 cycles
Stage IC
Grade1,2,0r 3 # Taxane/carboplatin® for 3-6 cycles
Stage Il

Taxane/carboplatin® or taxane/cisplatin for 6 cycles (category 1)
with interval debulking as indicated by tumor response and
potential resectability

or

?.:g: R', —*IP chemotherapy may be considered in low-volume optimally

debulked Stage lll patients (category 2B)
or

Whole abdominal RT for microscopic disease for selected
patients (category 3) with Stage Il disease

GOG
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National

comprehensive NCCN Guidelines Version 3.2024

I\(e{®\' Cancer e
Network? Less Common Ovarian Cancers

idelines |
Table of Contents
Discussion

DIAGNOSIS®b

Carcinosarcoma
(malignant mixed Miillerian tumor [MMMT])

— > LCO0C2

Clear cell carcinoma of the ovary

Mucinous neoplasms of the ovary

Grade 1 endometrioid carcinoma
Surgery®? and histologic diagnosis®®

Low-grade serous carcinoma

Qvarian serous borderline epithelial

LCOC-6

LCOC-8to

tumors (low malignant potential [LMP])

LCOC-10

Malignant sex cord-stromal tumors

LCOC-11

Malignant germ cell tumors

GOG FOUNDATION®



NRG-GY019:

One of the first adjuvant
trials in advanced
ovarian cancer without
platinum/taxane in one
of the treatment arms

* Moving beyond the “Add on"
clinical trial design model
(i.e., building upon a chemo
backbone)

NRG-GY019 overcomes that
limitation

92% of patients enrolled to
date

Study Schema

Newly dx Stage II-IV low-grade serous ovarian or peritoneal
carcinoma post 1° cytoreductive surgery
l

1:1 RANDOMIZATION

*Strata:
Residual
Disease

Arm 1

Carboplatin + paclitaxel
X 6 cycles

Arm 2

Letrozole x 6 cycles

and
Country

Letrozole until disease |

Letrozole until disease

progression progression
ONCOLOGY ™
i I Clinical
NC' :’ﬁ;l:rl:laetw:r:. N RG"GYO 1 9 @) IRBManager Remove from My Prg

a National Cancer Iinstitute program

A Randomized Phase III, Two-Arm Trial of Paclitaxel/Carboplatin/Maintenance Letrozole Versus Letrozole Monotherapy in Patients with Stage II-1V,

Primary Low-Grade Serous Carcinoma of the Ovary or Peritoneum

Protocol Status: ACTIVE
Protocol Status Date: 26-Aug-2019
Activation Date: 26-Aug-2019
Lead Organization: NRG
NCI Program: NCTN

Phase: III

Country Participation: E= l:' ﬁ U ‘el U U £
ClinicalTrials.gov Link: NCT04095364
Patient Accrual: As of 17-Jan-2025 12:30:15 AM

Step Type Step(s)
Intervention 1

Patient Intervention Accrual by site

Actual

== TX035 = 11030

250 ~

OHO07 == OKO003 == MOO011 = NC042

= — OHD73 — GA020 — INOO7 — MNO31 — NY167 — MAQD4
41 SD021 == UT003 = LA029 — MN026 — PA0O75 — WAO08

— WI020 — 118 Sites (Accrual < 6)



No FDA-Approved Regimens Specifically for LGSOC
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National
Comprehensive
(sl Cancer
Network®

NCCN Guidelines Version 3.2024
Low-Grade Serous Carcinoma

All Currently Available
Therapies for LGSOC

MONITORING/FOLLOW-
UP FOR RECURRENCE

= Visits every 2—4 mo for 2 y, then 3-6
mo for 3 y, then annually after 5 y

* Physical exam including pelvic exam
as clinically indicated

* Tumor molecular testing if not
previously done®

= CIA/P CT, MRI, PETICT, or PET (skull
base to mid-thigh) as clinically
indicated?

* CBC and chemistry profile as
indicated

= CA-1259 or other tumor markers if
initially elevated

= Refer for genetic risk evaluation, if
not previously done’

* Long-term wellness care (NCCN
Guidelines for Survivorship)

Recurrent
disease!

e

Generally have Response
Rates < 26%

RECURRENCE THERAPYS

Trametinib’

or

Binimetinib (category 2B)!

or

Dabrafenib + trametinib (for BRAF V600E-positive tumors)

or

Hormonal therapy"

or

Chemotherapy (if not previously used), see OV-C (6 of 12)
or

Other systemic therapy®¥

= For platinum-sensitive disease, see OV-C (8 of 12)

* For platinum-resistant disease, see OV-C (9 of 12)

or

Observation

The NCCN Guidelines are a work in progress that may be refined as often as new significant data becomes available.

NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way.
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Low-Grade Serous Carcinoma V3.2024.© National Comprehensive Cancer Network, Inc. 2024. All rights
reserved. To view the most recent and complete version of the guideline, go online to NCCN.org.
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Studies Recently Completed in LGSOC
=5 T R e T

1/14 unconfirmed PR, 4.6 mo mPFS, 38.5% PFS6 mo

NCT01974765" Enzalutamide for AR+ LGSOC
PARAGON? Il Anastrazole for ER+ LGSOC
(ANZGOG-0903)

GOG 3026° Il Ribociclib + Letrozole
(NCT03673124)

FRAME* Avutometinib + Defactinib
(NCT03875820)

Avutometinib + Defactinib

14% ORR (5/26)

23% ORR, 19.1 mo mDOR, 19.1 mo mPFS

46% ORR (64% KRAS mt, 44% KRAS wt), 23 mo mPFS

45% ORR (60% KRAS mt, 29% KRAS wt)

NCT03905148 | Lifirafenib + Mirdametinib
SOLAR® 111 Olaparaib + Selumetinib
(NCT03162627)

EMR 20006-0127 Il Pimasertib * SAR245409
(NCT01936363)

NCT039091528 ] Onapristone ER + Anastrozole

58.8% ORR (10/17) [BIOMARKER SELECTED]

44% ORR (4/9) [BIOMARKER SELECTED]

9.4% (combo) and 12.1% (mono) ORR

50% CBR (2/4), 75% PFS3

"Manning-Geist Gynecol Oncol 2020; *Tang Gynecol Oncol 2019; *Slomovitz SGO 2023; “Banerjee ESMO 2021 #799; SBanerjee
ASCO 2023 #5515; ®Westin SGO 2023; "Arend Gynecol Oncol 2020; 8 Grisham ASCO 2022 #5521

Courtesy of David Gershenson, MD



RAMP 201 Summary and Conclusions

* Avutometinib 3.2 mg BIW + defactinib 200 mg BID resulted
in clinically meaningful responses, duration of response,
and progression-free survival

* ORR: 31% overall; 44% in KRASmt and 17% in KRASwt
e Median DOR: 31 months overall

* Median PFS: 12.9 months overall; 22.0 months in KRASmt
and 12.8 months in KRASwt

* The majority of adverse events were grade 1 and 2 and
managed by dose interruptions or reductions.

* Anew drug application for this combination in recurrent,
KRASmMut LGSOC granted FDA priority review with a
Prescription Drug User Fee Act (PDUFA) action date of June
30, 2025

NCT04625270
Courtesy of Rachel Grisham, MD
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I
GOG-3097/ENGOT-ov81/NCRI/RAMP 301:

A Phase 3, Randomized, Open-Label Study of Combination Therapy with Avutometinib plus Defactinib Versus Investigator’s Choice of
Treatment in Patients with Recurrent Low-Grade Serous Ovarian Cancer (LGSOC)

ENGOT GOG =ueser (-)one MUV GRICO g GCIG [ 5 SREEBETY AN

furopean Network of Ma NGO piters B GYNECOLOGIC *epas®

Gynascological Oncological Tral graups

Avutometinib + Primary Endpoint
Defactinib PFS via RECIST vl.I per BICR
N =135 i
Key Inclusion Criteria g Secondary Endpoints
Confirmed LGSOC L Avutometinib 3.2 mg PO BIW (ON)
diagnosis I:1 Rand_omlzatlon Defactinib 200 mg PO BID PFS via RECIST vI.I per INV
Recurrent disease after N =270 3 weeks on, | week off Assessment
prior platinum therapy
ORR

Documented KRAS Stratification Factors DoR
mutation status KRAS mutation status: wt vs mt May crossover upon BICR
Measurable disease per Number of prior therapies: 1-3 vs 24 confirmed PD DCR
RECIST vl.1 Geography: North America/Europe vs Safety

Pharmacokinetics
Investigator’s PROs

Prior MEKi allowed ROW
Prior Bev allowed

Choice
N = 135 Summary of Analyses
NCT06072781 - Interim analysis at 50% of planned PFS events for
possible sample-size adjustment to maintain
= Sparse PK samples to be collected only from patients Pegylated '—il;°sl°ma' ID°X°"UbiCi“ Cerarchical Bval _P°Wef’ b ors En
. .. .. aclitaxe ierarchical Evaluation of Primary ndp.:
randomized to the avutometinib/defactinib arm r—— — KRAS mutant LGSOC only

NCT06072781 Anastrozole — All recurrent LGSOC
RECIST, response evaluation criteria in solid tumors; BICR, blinded independent central review; BID: twice a day; BIW: twice
a week; DCR: disease control rate; DoR: duration of response; INV: investigator; mt: mutant; wt, wild type; PFS: progression
free survival; ORR: objective response rate; OS: overall survival; PD: progressive disease; PROs: patient reported outcomes;

ROW: rest of world Avutometinib and defactinib are investigational drugs and have not been approved for use by any regulatory health authority. Safety and efficacy have not been established.




T
Combination targeted and Hormonal tre/tMEnt of | ow-

gradE serous Ovarian cancer in the upfrol\t setting

(CHAMELEON) Study Schema
NCT06394804

IDS followed by 12
~ 3.9 cycles until A cycles 9f'b
J clinically . \;utfc;mgtle ' Maintenance
28-day cycle ' appropriate for Cacun | letrozole**
resection ) letrozole
Patients with e
unresectable LGSOC = 3 weeks on: ; 5 ‘ Gl s‘w1
with no prior € Avitometinib3.2mg % reek EPC | progression °f" - Off trial
= ora + Defactinil = @ i i
treatment S 200mg oral BID Cu 589 ‘ nappropyateion
2 E 2ET resection
o 2 @ e i )
. h gg g% 5 Up to 21 total
atienis Wit g © 2°3 Patients with | cycles of e
suboptimally © Letrozole 2.5mg oral* = o ‘ AUltometinis
: o« < clinical benefit | , letrozole**
resected LGSOC with . ; . defactinib
. (stable disease or ‘ )
no prior treatment better) J | letrozole
Patients with | |
IDS: interval Debulking Surgery L] atients = ; I " Off trial
*GnRH agonist administration in pre/perimenopausal patients progression _

**See section 4.2 regarding duration of maintenance therapy

Courtesy of Rachel Grisham, MD




Ongoing Studies in Recurrent LGSOC

Est.
Completion

— .

PARAGON II
(ACTRN1262100063982
0)

ALEPRO*
(NCT05872204)

NCT05113368

BOUQUET*
(NCT04931342)

PERCEPTION
(NCT04575961)

FUCHSia

ComboMatch*
(NCT05554367)

NCT04092270*
NCT04739800*
NCT02923934*

*Basket Trial with LGSOC Cohort

Letrozole+alpelisib (PIK3CAi); Letrozole+ ribociclib
(CDK4/6i) based on
presence of PIK3CA mutation status

Abemaciclib + Letrozole

Regorafenib + Fulvestrant

Biomarker Selected Treatments

Pembrolizumab + Chemotherapy

Fulvestrant

Palbociclib + Binimetinib

Peposertib + Chemotherapy
Durvalumab + Olaparib + Cediranib

Ipilimumab + Nivolumab

Courtesy of David Gershenson, MD

10/2026

6/2023
12/2026

11/2023

4/2022
8/2026

12/2023
12/2023




G0G-0264: Randomized phase Il trial of paclitaxel and carboplatin versus

bleomycin, etoposide and cisplatin for newly diagnosed and recurrent,
chemonaive stromal ovarian tumors
Pl: Jubilee Brown, MD

o Granulosa cell tumors

o 2-5% of all ovarian cancers, most common sex-cord stromal
tumor :

o Indolent growth

ER/PR positivity is common

o Somewhat chemoresistant

SCHEMA. ] g};gggg in 2010; majority with granulosa cell tumor and measurable

Primary endpoint: PFS

Non-inferiority design

(@)

Patients diagnosed with histologically confirmed ovarian stromal tumor
Newly diagnosed, Stage IIA — IVB disease and must be entered within eight weeks from surgery
OR biopsy-proven recurrent disease with no prior chemotherapy

1 Closed due to futility
Randomization (1:1)
i & N
taom 1 — Futility analysis was supported by an estimated HR = 1.11 [95% CI:
Treatment: Treatment: 0.57 to 2.13] which exceeded the pre-determined threshold for non-
Paclitaxel 175 mg/m2 IV over 3 hours *  Bleomycin 20 units/m2 I'V Push day 1 inferiority (1.10). Median PFS was 27.7 months [11.2 to 41.0] for PC
Carboplatin AUC = 6 IV over 1 hour (MAX 30 unitsicycle; Total lifetime and 19.7 months for BEP [95% CI: 10.4-52.7].
Ewvery 3 weeks x 6 cycles (=18weeks) cumulative dose should not exceed 120
units)
Etoposide** 75 mg/m2 IV Day 1,2,3,4,5 PC 1g)ati%nts had fewer grade 3 or higher adverse events (PC 77% vs
Cisplatin 20 mg/m2 IV Day 1,2,3,4,5 BEP 90%).
Every 3 weeks x 4 cycles (=12 weeks)

NCT01042522 Brown et al, Gynecol Oncol, Nov 2024



Study to Determine the Safety, Tolerability, Pharmacokinetics and
Recommended Phase 2 Dose (RP2D) of Livmoniplimab (ABBV-151) as a
Single Agent and in Combination With Budigalimab (ABBV-181) in
Participants With Locally Advanced or Metastatic Solid Tumors

* Livmoniplimab a
monoclonal antibody
against GARP/TGF-B1 that
can inhibit the release of
active TGF-B1

* Budigalimab, a humanized,
recombinant
immunoglobulin G1
monoclonal antibody
targeting programmed cell
death protein 1 (PD-1)

NCT03821935

Experimental: Dose Expansion: Cohort
12A Livmoniplimab + Budigalimab

Participants with PD-1-naive ovarian
granulosa (0G) cell tumors will receive
livmoniplimab at the Dose B Q3W plus

budigalimab Dose B administered Q3W.

Drug: Livmoniplimab
« Liquid for intravenous infusion.

« Other Names:
o ABBV-151
Drug: Budigalimab

« Lyophilized powder for solution for intravenous infusion.

¢ Other Names:
- ABBV-181

Experimental: Dose Expansion: Cohort
12B Livmoniplimab + Budigalimab

Participants with PD-1-naive ovarian
granulosa (OG) cell tumors will receive
livmoniplimab at the Dose C Q3W plus

budigalimab Dose B administered Q3W.

Drug: Livmoniplimab
« Liquid for intravenous infusion.

e Other Names:
o ABBV-151
Drug: Budigalimab

« Lyophilized powder for solution for intravenous infusion.

¢ Other Names:
o ABBV-181




Clear Cell Carcinoma of the Ovary

Recurrent Ovarian Clear Cell Carcinomas

T-cell receptor|

PD-1
inhibitor

* Chemoresistant, response
rates <10%

*Limited options

Antigen

-
) Tumour |
i

+ Studies of PD-1 inhibition in
epithelial ovarian cancers (all
histologic types): ORR 15%

CCC Ovary Negative Trials

GOG 268: Temsirolimus + C/P ->Temsirolimus
GOG 254: Sunitinib

GOG 283: Dasatanib

GY-001: Cabozantinib

ENGOT/ov36: Nintedanib

Randomized Phase Il Trial of Nivolumab Versus

Nivolumab and Ipilimumab for Recurrent or
Persistent Ovarian Cancer: An NRG
Oncology Study

NRG-GY003

5-fold increased odds
of response in clear cell
histology (n=12)

J Clin Oncol 38:1814-1823. © 2020

PHASE Il TRIAL OF PEMBROLIZUMAEB AND
EPACADOSTAT IN RECURRENT CLEAR CELL
CARCINOMA OF THE OVARY: AN NRG
ONCOLOGY STUDY

'Lilian Gien*, “Danielle Enserro, Matthew Block, “Steven Waggoner, Linda Duska,
3Andrea Wahner Hendrickson, ®Premal Thaker, "Floor Backes, ®Justin Bottsford-Miller,
®Carolyn Muller, 'Paul Disilvestro, 'Allan Covens, ''David Gershenson, '?Kathleen Moore,

"¥Carol Aghajanian, *Robert L Coleman,

Pembrolizumab 200 mg
Recurrent or IV q 3 wks
persistent 0CCC +
Epacadostat 100 mg po
bid

Primary Endpoint:
‘ Overall Response Rate
(ORR)

NRG-GY016
Abstract presented at
IGCS Oct 2022

Results: n=14 at first stage, rapid accrual:
2.3 pts per month

ORR=21% (95% Cl 0.05-0.51)

Median DOR: 6.9 months

4 patients with SD, DCR 50%

Median PFS 4.8 mos (95% Cl 1.9-9.6),
Median OS 18.9 mos (95% Cl 1.9-NR)

Met criteria for 2" stage, but study
closed prematurely (insufficient drug
supply)



Clear Cell Carcinoma: - BrUOG 354 Ipi/Nivo

43: LEGORRETA
o) CANCER CENTER
BROWN UNIVERSITY

Top Line Conclusions

For people with ovarian or gynecologic clear cell carcinoma, the clinical activity
and survival outcomes are greater when nivolumab is given with ipilimumab vs.

Clear Cell as a single agent.
Ca rcinoma ’Treatment | ORR (%) | Median PFS (range, months) | Median OS (range, months)
ol Nivoumab | 143 22(1234) | 173(1427)
Trla S Nivolumab/lpilimumab 333 | 5.6 (1.6-29.1) 24.7 (5.7-NR)

There were no new safety signals identified among volunteers with gynecologic
clear cell cancer treated with immunotherapy.

Immunotherapy represents an important and available treatment option for
people with these rare and aggressive malignancies.
Dizon D, ASCO Abstracts, 2024

2024 ASCO eresenen o Don S, Dizon, MD, FACP, FASCO ASCO MOV MY OF
ANNUAL MEETING Presentabon i progerty of

perty of the suthor and ASCO Permeson required for reuse. contact permasionsfiasco org KNOWLEDGE CONQUERS CANCER




S
Neuroendocrine Carcinoma of the Cervix (NECC)

: ) ) Unique Genomic Landscape of High-Grade
<2% of all cervical malignancies Neuroendocrine Cervical Carcinoma: PIK3CAS

: Implications for Rethinking Current
* An extrapulmonary variant of small cell  [EH—_—G_—=—c— il

lung cancer (SCLC)

) TP53 mutations
Ramez N, Eskander, MD'; Julia Elvin, MD, PhD*; Laurie Gay, PhD"; Jeffrey 5. Ross, MD™; Vincent A, Miller, MD’; and
Razelle Kurzrock, MD** M’YC

TABLE 1. Molecular Features of High-Grade Neuroendocring Cenvical Cancers Mismatch Iepair dEflClEHCy
Patients With > 1 Oncogenic Aeration (N = 97) ARID1A

The mean annual incidence according to

Atered Gene Toal HPV Positve (183) KRV Negaie n= 14) P PTEN
SEER data is 0.06 per 100,000 women? T E "G ¢ BRCA
MC 155 17 ] 484 VEGF
P 185 1l 8 0001 HER2
In the setting of improved diagnostic testing, IEEEEETEERE " - 1B )
"ISPENEEE LD P
the incidence has increased o . poeeriteds

FIG 1. Most common genomic alterations in patients with high-grade
neuroendocrine cervical cancer (HGNECC), reflected as percentage of
patients (N =97). Only genes afiered in > 5% of samples are depicted.
Variants of unknown significance excluded.

Median age at diagnosis: 40-45 xuASCO ) st e ASCO ez

KNOWLEDGE CONQUERS CANCER




S
NECC and Checkpoint  p——

‘it L iRe A Journal of Clincal Oncology
I N h I b Itl on SWOG $2012: Randomized phase Il tral of frst line S

platinum (P)/etoposide (E) with or without atezolizumab
(NSC #783608) in patients with advanced or metastatic
poorly differentiated extrapulmonary neuroendocrine
carcinomas (NEC).

Authors 0 3 Chioregn | a1 Michas! Gay, Lauren Averet Byses, Ignacic
WFRMER  AVTHORS INFQ & AFFILATIONS

A Phase |l Basket Trial of Dual Anti-CTLA-4 and Anti-PD-1
Blockade in Rare Tumors (DART SWOG 1609) in Patients
with Nonpancreatic Neuroendocrine Tumors
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ARM I: During induction phase, patients receive atezolizumab intravenously (IV) over 30-60 minutes on
day 1of each cycle, carboplatin IV over 30 minutes or cisplatin IV over 60 minutes on day 1 of each cycle,
and etoposide |V on days 1-3 of each cycle. Treatment repeats every 21 days for 4 cycles in the absence

* |pilimumab + Nivolumab

* ORRin High Grade
Lesions: 44%

of disease progression or unacceptable toxicity. During maintenance phase, patients receive
atezolizumab IV over 30-60 minutes on day 1 of each cycle. Treatment repeats every 21 days for up to 17
cycles in the absence of disease progression or unacceptable toxicity.

+ 3 patients with cervix
cancer, 1 responded

ARM II: During induction phase, patients receive atezolizumab IV over 30-60 minutes on day 1 of each
cycle, carboplatin IV over 30 minutes or cisplatin IV over 60 minutes on day 1 of each cycle, and
etoposide IV on days 1-3 of each cycle. Treatment repeats every 21 days for 4 cycles in the absence of

disease progression or unacceptable toxicity. Patients then undergo observation for 1 year.

ARM III: During induction phase, patients receive carboplatin IV over 30 minutes or cisplatin [V over 60
minutes on day 1 of each cycle and etoposide IV on days 1-3 of each cycle. Treatment repeats every 21

days for 4 cycles in the absence of disease progression or unacceptable toxicity. Patients then undergo

observation for 1 year.
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Other Recommended Regimens

+ Carboplatin + etoposide if
patient is cisplatin intolerant

« Carboplatin/etoposide
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« Topotecan/paclitaxel/bevacizumab®3?
+ Cisplatin/paclitaxel
+ Carboplatin/paclitaxel (for patients who have

received prior cisplatin therapy)

* Albumin-bound paclitaxel
* Docetaxel

* Topotecan

» Topotecan/paclitaxel

» Cisplatin/topotecan

» Cisplatin

» Carboplatin

* Paclitaxel

* Irinotecan
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