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“ Background
In South Korea
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Background

Cervical Cancer: Challenges
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= Steady but disproportionate decline in both the incidence and death rates
in cervical cancer reflect lack of effective salvage treatments for those with

recurrent disease

cer Stat Facts: Cervical Cancer. National Cancer Institute. seer.cancer.gov/statfacts/html/cervix.html
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Background

Cervical Cancer: FIGO 2018 staging

> Imaging and pathology information
can be used to determine stage.

> Add notation of “r” for radiology-
based information or “p” for
pathology-based information to
assigned stage.

Box 1 FIGO staging of carcinoma of the cervix uteri (2018).

Stage I:
The carcinoma is strictly confined to the cervix uteri (extension to the corpus should be disregarded)
e |A Invasive carcinoma that can be diagnosed only by microscopy, with maximum depth of invasion <5 mm?®
o lA1 Measured stromal invasion <3 mm in depth
o lA2 Measured stromal invasion 23 mm and <5 mm in depth
e |IB Invasive carcinoma with measured deepest invasion =5 mm (greater than stage IA), lesion limited to the cervix uteri®
o IB1 Invasive carcinoma =5 mm depth of stromal invasion and <2 cm in greatest dimension
o IB2 Invasive carcinoma 22 cm and <4 cm in greatest dimension
o IB3 Invasive carcinoma 24 cm in greatest dimension

Stage Il:
The carcinoma invades beyond the uterus, but has not extended onto the lower third of the vagina or to the pelvic wall
e |lA Involvement limited to the upper two-thirds of the vagina without parametrial involvement
o lIA1 Invasive carcinoma <4 cm in greatest dimension
o lIA2 Invasive carcinoma 24 cm in greatest dimension
e |IB With parametrial involvement but not up to the pelvic wall

Stage IlI:
The carcinoma involves the lower third of the vagina and/or extends to the pelvic wall and/or causes hydronephrosis or non-functioning
kidney and/or involves pelvic and/or paraaortic lymph nodes®
e |IlA Carcinoma involves the lower third of the vagina, with no extension to the pelvic wall
e |IIB Extension to the pelvic wall and/or hydronephrosis or non-functioning kidney (unless known to be due to another cause)
e |IIC Involvement of pelvic and/or paraaortic lymph nodes, irrespective of tumor size and extent (with r and p notations)®
o llIC1 Pelvic lymph node metastasis only
o IIC2 Paraaortic lymph node metastasis

Stage IV:

The carcinoma has extended beyond the true pelvis or has involved (biopsy proven) the mucosa of the bladder or rectum. A bullous edema,
as such, does not permit a case to be allotted to stage IV

e |VA Spread of the growth to adjacent organs

e |VB Spread to distant organs
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Background

International federation of gynecology and obstetrics (FIGO) classification

2018: FIGO updated clinical classification: images and/or pathological findings for staging.
. Lateral extension measurement was removed from stage IA, and

>

Stage IB: three subgroups based on tumor size (in greatest dimension):
+ StageIB1 (<20 mm),
+ StagelIB2 (>20 mm to <40 mm)
+ StageIB3 (>40 mm).
+ Incorporation of lymph node (LN) status.
+ N+: llIC. Pelvic LN: IlIC1. Para-aortic (PAo) LNs +: IlIC2.
+ Notations ‘r’ (imaging) and ‘p’ (pathology) indicate the method used to stage.
+ Four large-scale retrospective cohort studies were conducted to validate classification
: good discrimination between the three groups in stage IB. Nodal status clearly impacts survival,
with the risk of death nearly 1.5- and 2-fold greater for pelvic and PAo LN involvement, respectively.
This effect varies greatly based on local T stage, leading to survival heterogeneity in patients with stage Ill subgroups.
Grigsby PW, Massad LS, Mutch DG, et al. FIGO 2018 staging criteria for cervical cancer: impact on stage migration and survival. Gynecol Oncol. 2020;157(3):639-643.
Wright JD, Matsuo K, Huang Y, et al. Prognostic performance of the 2018 International federation of gynecology and obstetrics cervical cancer staging guidelines. Obstet Gynecol. 2019;134(1):49-57. Matsuo K, Machida H,

Mandelbaum RS, et al. Validation of the 2018 FIGO cervical cancer staging system. Gynecol Oncol. 2019;152 (1):87-93. RN R TIEL
cComas.KN, Torgeson AM, Ager BJ, et al. The variable impact of positive lymph nodes in cervical cancer: implications of the new FIGO staging system. Gynecol Oncol. 2020;156(1):85-92. }) orean Society o Gynecoogic Oncology
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“Background

Cervical Cancer: Summary of Available Treatments

Initial diagnosis?

Colposcopy/biopsy

\
Cervical
dysplasia

Cone biopsy

Cryotherapy

Laser therapy
LEEP

v
44%?
Early disease %

Surgery followed by
adjuvant treatment depending
on risk factors

Locally advanced 36%
disease

FIGO Iy, /Il
JAILR :

Chemoradiotherapy
(preferred)
Surgery if feasible

16%?2

Metastatic disease

Platinum-based
chemotherapy
+/- bevacizumab

Pembrolizumab (PD-L1+/
MSI-H/dMMR/TMB-H),
larotrectinib for NTRK
gene fusion,
bevacizumab, or single-
gent chemotherap

Guidelines v1.2021. 2. SEER Cancer Stat Facts: Cervical Cancer. National Cancer Institute. Bethesda, MD.
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’ Background

Clinical Trials on Cervical Cancer

innovaTV 301: A Randomized, Open-Label, Phase 3 Trial

DEST EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9 Study
T-DX  Design* (NCT03257267)

A Phase !
Recurrent and metastatic cervical Cemiplimab 350 mg
cancer resistant to platinum- Q3w IV

based chemotherapy =2 line

b PFS, ORR, Safety, QoL
ECOG PS =1 IC chemotherapy : .

curative 1 Options: Exploratory endpoints:
« Secondd N=604: 477 SCC, 131 AC + Pemetrexed 500 mgim? Q3W IV PK, Immunogenicity, Biomarkers, PD
Randomized 1:1 + Gemcitabine 1000 mg/m? IV on Days 1 and 8 and every 21 days

Randomized, double-blind phas

e, INTERLACE Trial |
" BEATcc trial design (NCTO

node
adenc - nen-label, multicentre, randomised, pl

cance

Primary endpoint: OS

Secondary endpoints

.
N e + Advance
onimi - N
*Adeqi | - Metastatic, persistent or recurrent cervical e
marro cancer not amenable to curative therapy
*Fitfor | « GOG/ECOGPS <1 * HER2 ex Stratified by: + Topotecan 1 mg/m? daily IV for 5 days, every 21 days
*No pfi « No prior systemic anti-cancer therapy for = — Local O HIStD'Ogy (SCCJ’AC) + Ir[nomcgn 100 mg/m2 IV weekly x 4, followed by 10-14 days rest / . . \
q RIMCC if loca . Geographic region + Vinorelbine 30 mg/m2 IV on Days 1 and 8 and every 21 days * Two interim ana|yses were
/T : ! : e g | cance v Pri : . ] respecified per protocol
i In patients with pelvic disease, no bladder + Dz _ Prior bevacizumab (Y/N) Treat up to 96 weeks with option for re-treatment Prespecilied per profc
it o rectal mucosa involvement N=410 . _ — Cervic « ECOGPS(Ovs 1) + At first interim analysis, IDMC
esr | + Available archival or fresh tumour sample . Invosly five Ik Tumour imaging conducted on Day 42 (7 recommended trial to continue
o= | for PD-L1 expression | *Chemotht * Prior HE days) of cyclest1-4, 6, 8, 10, 12, 14, and 16 + At second interim analysis, IDMC
IGAE — mg/m2 IV ¢ R . '
beac - of randormd ECOGM recommended trial be stopped for
Stratification factors: )
RTC 3 . MIADRID efficacy; presented here
+  Prior concurrent chemoradiation (yes vs no) I . - j
e+ Histology (squamous cell carcinoma vs ;2"&"';;‘:’:;;:‘5“% *Performed according to ENGOT Model C." 1To account for differences in drug administration schedules, one cycle is defined as 6 weeks.
: b . : ASCO, American & AC, adenocarcinoma or adenosquamous carcinoma; ECOG PS, Eastern Cooperative Oncology Group performance status; IC, investigator's choice; IDMC, Independent Data Monitoring Committee;
adenocarcinoma® including adenosquamous carcinoma) ) ! . ; N ) - S ‘ ° ‘ . 9
E 3 ] sPaclitaxel 175 mg/m? da human epidermal ¢ IV, intravenously; ORR, objective response rate; OS, overall survival, PD, pharmacodynamics; PD-L1, programmed cell death ligand 1, PFS, progression-free survival; PK, pharmacckinetics; Q3W,
+ Chemotherapy backbone (cisplatin vs carboplatin) CR = complete response; DoR fmf;\;ir: a“zea‘ every 3 weeks; QoL, qualty of life; SCC, squamous cell carcinoma.
) 1. Vergote | et al. Int J Gynecol Cancer. 2019;0:1-4.
IGCS | 2023 Annual Global Meeting UL £ULI DEVVL

The content of this presentation is copyright and responsibility of the author. Permission is required for reuse

N [HEHEO|=0ks
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NCCN Guidelines for Cervical Cancer

National

comprehensive NCCN Guidelines Version 1.2024

NCCN Kl =l
Network®

Cervical Cancer

NCCN Guidelines Ind
Table of Conter

Discussi

SYSTEMIC THERAPY FOR CERVICAL CANCER?

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

nNatonail

Comprahensive NCCN Guidelines Version 2.2026

(o{el'l Cancer

NCCN Guidelines Index
Table of Contents

Network® Cervical Cancer Discussion
SYSTEMIC THERAPY FOR CERVICAL CANCER2b.c
Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma
Chemoradiation® Recurrent or Metastatic Disease

First-Line Therapy9i

Second-Line or Subsequent Therapy'™

Chemoradiation®

Recurrent or Metastatic Disease

First-line Therapy®d

Second-line or Subsequent Therapyi

Preferred

Regimens

+ Cisplatin

* Carboplatin
if patient
is cisplatin
intolerant

Other
Recommended
Regimens®

(if cisplatin and
carboplatin are
unavailable)

+ Capecitabine/
mitcamy'cin1

+ Gemcitabine

+ Paclitaxel4

2

Preferred Regimens
« PD-L1-positive tumors

» Pembrolizumab + cisplatin/paclitaxel
+ bevacizumab (category 1)2f8:n5
» Pembrolizumab + carboplatin/paclitaxel
+ bevacizumab (category 1)&f9:h5
« Cisplatin/paclitaxel/bevacizumab®h6
(category 1)
. CarboplatintpacIitaxel.’be\.raf.:izumabevI1

Other Recommended Regimens

« Cisplatin/paclitaxel (category 1)7,3

. Carboplatim‘pacIit:-ncel”’1
(category 1 for patients who have received prior
cisplatin therapy)

« Topotecan/paclitaxel/bevacizumab®811
(category 1)

+ Topotecan/paclitaxe|

« Cisplatin/topotecan

. Cisplatina

« Carboplatin1213

M

Preferred Regimens

+ Pembrolizumab for TMB-H tumors®i or PD-L1-positive?

or MSI-H/dMMR tumors®14
» Tisotumab vedotin-tftv!5
. Cemiplimab"

Other Recommended Regimens
+» Bevacizumab®

+ Paclitaxel 317

* Albumin-bound paclitaxel
* Docetaxel

* Fluorouracil

* Gemcitabine

* Pemetrexed

* Topotecan

* Vinorelbine

* Irinotecan

Useful in Certain Circumstances
* PD-L1-positive tumors
» Nivolumabfg-18
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki!?
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
) Larotrectinib
» Entrectinib

Preferred

- Cisplatin + Pembrolizumab®.fk.1
» Category 1: FIGO 2014 stage IlIA, 11IB, and IVA
» Category 2B: select FIGO 2018 stage IlI-I'VA

« Carboplatin + Pembrolizumab® &1 if cisplatin
intolerant
» Category 1: FIGO 2014 stage IIIA, 11IB, and IVA
» Category 2B: select FIGO 2018 stage llI-IVA

+ Cisplatin

+ Carboplatin if cisplatin intolerant

+ If single-agent Cisplatin and Carboplatin are
unavailable
» Capecitabined/Mitomycin2
» Gemcitabing?
» Paclitaxel*>

+ Induction chemotherapy (followed by
chemoradiation)
» Carboplatin/Paclitaxel®

Preferred
+ PD-L1—positive tumors
» Cisplatin/Paclitaxel + PembrP_ izymab
+ Bevacizumab (category 1) Ik,
» Carboplatin/Paclitaxel + Pembroglizumab
+ Bevacizumab (category 1)Mk.7
+ Cisplatin/Paclitaxel + Bevacizumab'
(category 1)
+ Carboplatin/Paclitaxel + Bevacizumab!
+ Cisplatin/Paclitaxel + Atezolizumab
+ Bevacizumab (category 1)M-°
+ Carboplatin/Paclitaxel + Atezolizumab
+ Bevacizumab (category 1)""

Other Recommended

* Cisplatin/Pacitaxel (category 1)1om

- Carboplatin/Paclitaxel 12:
(category 1 for patients who have received
prior Cisplatin therapy)

+ Paclitaxel/Topotecan + Bevacizumab'8.14
(category 1)

« Paclitaxel/Topotecan*

» Cisplatin/Topotecan'#

+ Cisplatin

. (?:arbcnplatirﬂf"r16

Preferred

« TMB-H tumors:" Pembrolizumabk

+ PD-L1-positive: Pembrolizumab!:

+ MSI-H/AMMR tumors: Pembrolizumab 17
» Tisotumab vedotin-tftv (category 1)181

Other Recommended

+ Bevacizumab

+ Paclitaxel '®

+ Albumin-bound Paclitaxel
* Docetaxel

+ Fluorouracil?

+ Gemcitabine

» Pemetrexed

+ Topotecan

* Vinorelbine

+ Irinotecan

* Cemiplimab

* Ipilimumab + Nivolumab?2-23.24

* PD-L1—positive tumors
» Nivolumabl-©:
» Pembrolizumab + .
Tisotumab vedotin-tftvl-<-P-25
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki26é
+ HER2-mutant
» Meratinib:
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
» Larotrectinib
» Entrectinib
» Repotrectinib®28

NCCN Clinical Practice Guidelines in Oncology: Cervical Cancer.

HehFelSersts|
Korean Society of Gynecologic Oncology
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Locally Advanced Cervical Cancer (LACC)
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LACC
Definition : Summary FIGO staging &Treatment Option

Categorization  FIGO 2018 Stages Description Stage Treatmont Goions

IB3 Chemoradiation

Early-stage  IA IBI, B2 Invasive cervix-only disease < 5 mm

Al Chemoradation

deep and deeply invasive cervix-only Surgical management
disease smaller than 4 cm in the IA2  Chemoradiation
greatest dimensions I8 Chemoradiation
T . . 11 Chemoradiation
Locally B3, II, lll, VA Deeply invasive cervix-only disease larger | “wA  chemoradiation
advanced than 4 cm, disease that invades beyond VB  Systemic therapy with or without radiation to metastatic sites
: : for cancers with olipopmetastasis
the UterUS, Into reglonal |ymph nOdeS’ Systemnic therapy using chemotherapy plus bevacizumab
and intO adjacent OrganS Systemic therapy using chemotherapy plus pembrolizumab
_— with orwithout bevacizumab for PD-L1-expressing tumors
Metastatic VB Cancer that extends beyond the pelvis into oLl L
distant organs Abbreviation: PD-L1, programmed death ligand-1.

JCO Oncology Practice,2022 (18):6 B Koren
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LACC
TREATMENT PHASES : CCRT —Carboplatin?

No phase Illl randomized studies have compared carboplatin to cisplatin during
CCRT.

The use of carboplatin is supported by small phase | and Il studies and pre-clinical
evidence of synergism of this drug with RT

A meta-analysis of 12 studies and 1698 patients suggested poorer complete
response (OR 0.53) and a trend toward inferior survival (3-year OS = OR 0.70) with

weekly carboplatin

Carboplatin (AUC 2) an alternative in patients unfit for cisplatin

Nam EJ, Lee M, Yim GW, et al. Comparison of carboplatin- and cisplatin-based concurrent chemoradiotherapy in locally advanced cervical cancer patients with morbidity risks.

Oncologist. 2013;18 (7):843—-849.
Xue R, Cai X, Xu H, et al. The efficacy of concurrent weekly carbo- platin with radiotherapy in the treatment of cervical cancer: a meta-analysis. Gynecol Oncol. 2018;150(3):412—419.

1) O O™
o) /5/  Korean Society of Gynecologic Oncology
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LACC
Randomized Trials in LACC

INTERVENTION OUTCOME
Adjuvant RT vs CDDP-based RT Superiority of Adjuvant ChemoRT
CDDP-based vs HU-based RT Superiority of ChemoRT
GOG 120 CDDP-based vs HU-based RT Superiority of ChemoRT
GOG 123 CDDP-based RT vs RT alone Supermnty of ChemoRT
RTOG 9001 CDDP+5FU-based RT vs RT alone ity of ChemoRT
GOG 191 ChemoRT + Erythropoietin TERMINATED EARLY
GOG 219 ChemoRT 4+ Tirapazimine TERMINATED EARLY
ChemoRT + Axalimogene Filolisbac TERMINATED EARLY
OUTBACK emoR 1 + consolidation Chemok
CALLA ChemoRT + anti-PD-L1 Durvalumab NEGATIVE (PFS)
NRG-GYND6 Nemno s rlanine \
RN (0N VNE Il ChemoRT + anti-PD-1 Pembrolizmab PFS SIgmﬁcantly improved
Induction ChemoRx followed by ChemoRT i i

RTOG 90-01: Morris M, et al. N Engl J Med 1999;340:1137-43. OUTBACK: Mileshkin, LR, et al. Lancet Oncol 2023;24:468-82.

GOG 120: Rose PG, et al. N Engl J Med 1999;340:1144-53. CALLA: Monk BJ, et al. IGCS 2022, LBEA#1, NCT03830866.
GOG 123: Keys HM, et al. N Engl J Med 1999;340:1154-61. NRG-GY006: Leath CA, et al. ASCO 2023, Abstract #5502, NCT02466971.
GOG 85: Whitney CW, et al. J Clin Oncol 1999;17:1339-48. KEYNOTE-A18: Lorusso D, et al. ESMO 2023, LBA#38, NCT04221945.

GOG 109: Peters Ill WA, et al. J Clin Oncol 2000;18:1606-13. INTERLACE: McCormack M, et al. ESMO 2023, LBA#8, NCT01566240.

-

FEN CIJELTE
) Gynecol Oncol. 2024 Jan;35(1) (@) HET LSS

/) Korean Society ofGymcologi Oncology
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LACC TREATMENT PHASES : CCRT followed by adjuvant Ctx

LORVIDHAYA ET AL. [80] DUENAS-GONZALEZ ET AL. [81,82] TANG ET AL. [84] TANGJITGAMOL ET AL. [85]
Years of enrollment 1988-1994 2002-2004 1998-2007 2015-2017
Number of patients 926 515 880 259
Stage (FIGO) lIB to IVA lIB to IVA 1B to IVA 1B to IVA
Other criteria Stage IIB: only central tumor > Patients with positive PAo LN Patients with positive PAo LN Patients with PAo
3 c¢m and/or half of the (1> cm) from imaging must be from imaging received enlargement from
parametrium involved negative in biopsy extended-field RT imaging are excluded
Histology SCC-ADC SCC-ADC-ADSC and poorly ADC-ADSC SCC-ADC-ADSC

differentiated
CCRT arm = cisplatin cisplatin cisplatin

ACT arm = cisplatin + gemcitabine

cisplatin + gemcitabine (2 cycles) cisplatin + paclitaxel (2 cycles) +§ carboplatin + paclitaxel (3
1 cycle before CCRT cycles)

CCRT phase mitomycine C + oral 5-FU

ACT phase oral 5-FU (3 cycles)

Median follow-up 39 months 46.9 months 60 months 27.4 months
Survival outcomes DFS at 5 years = better only in PFS and OS = DFS = in favor of ACT arm 3-year PFS = NS
CCRT arm in favor of ACT arm 3-year OS = NS
0S = NS
Local relapse Significantly higher in non-CCRT NS in favor of ACT arm NS
arms
Distant relapse NS lower in ACT arm in favor of ACT arm lower in ACT arm
Toxicity increased in CCRT arm grade 3-4 more frequent in ACT arm leukopenia and grade 3-4 neutropenia

thrombocytopenia significantly  higher in ACT arm
higher in ACT arm

ACT = adjuvant chemotherapy; ADSC = adenosquamous carcinoma; ADC = adenocarcinoma; CCRT = concomitant chemoradiotherapy; DFS = disease-free survival;
FIGO = International Federation of Gynecology and Obstetrics; 5-FU = 5-fluoro-uracil; LN = lymph node; NACT = neo-adjuvant chemotherapy; NS = not significant;
OS = overall survival; PAo = para-aortic; PFS = progression-free survival; RT = radiotherapy; SCC = squamous cell carcinoma

. Duefias-Gonzalez A, Zarba JJ, Patel F, et al. Phase Ill, open-label, randomized study comparing concurrent gemcitabine plus cispla- tin and radiation followed by adjuvant gemcitabine and cisplatin versus concurrent cisplatin and radiation in patients with stage 11B to IVA carcinoma of the cervix. J Clin Oncol. 2011;29(13):1678-1685. Duefas-Gonzélez A, Orlando M,

hou Y, et al. Efficacy in high burden locally advanced cervical cancer with concurrent gemcita- bine and cisplatin chemoradiotherapy plus adjuvant gemcitabine and cisplatin: prognostic and predictive factors and the impact of disease stage on outcomes from a prospective randomized phase Ill trial. Gynecol Oncol. 2012;126(3):334-340,
jitgamol S, Katanyoo K, Laopaiboon M, et al. Adjuvant che- motherapy after concurrent chemoradiation for locally advanced cervical cancer. Cochrane Database Syst Rev. 2014 Dec 3;2014(12): CD010401. SstEHO|=0F —
gomol, ataryoo s Laop , o v ! 2 ) CHgt oIz Orsts|
/)  Korean Society of Gynecologic Oncology

T
ng.Y, Yang J, et al. Chemoradiation and adjuvant che- motherapy in advanced cervical adenocarcinoma. Gynecol Oncol. 2012;125(2):297-302.
ichitkul'E, Tovanabutra C, et al. A randomized controlled trial comparing concurrent chemoradia- tion versus concurrent chemoradiation followed by adjuvant che- motherapy in locally advanced cervical cancer patients: ACTLACC trial. J Gynecol Oncol. 2019;30(4):e82.
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LACC TREATMENTPHASES : CCRT followed by adjuvant Chemotherapy

OUTBACK: International, randomized phase Il trial (median follow-up: 5 yr): compared efficacy and safety
of standard cisplatin-based CRT followed by adjuvant carboplatin/paclitaxel vs CRT alone in women with LACC

Stratified by pelvic or common iliac node involvement;
requirement for extended-field RT; FIGO 2008 stage (IB/IIA vs 1IB
vs llIB/IVA); age (< vs 260 yrs); hospital/site
Adjuvant CT (ACT)

Carboplatin AUCS5 +

Patients with cervical cancer
suitable for CRT with curative intent; Concurrent CRT*
FIGO 2008 stage IB1 + LN, IB2, II-IVA;

squamous cell carcinoma,

adenocarcinoma, or
\ Concurrent CRT*

adenosquamous carcinoma; no ol :
(n =465; n =463 in survival *40-45 Gy of external beam XRT in 20-25 fractions including nodal

nodal disease > L3/L4; ECOG PS 0-2
(N = 926) boost + brachytherapy with cisplatin 40 mg/m?2 weekly during XRT.

(n =461; n = 456 in survival Paclitaxel 155 mg/m2 Q3W

analyses) x 4 cycles
(n=361)

analyses).

=  Primary endpoint: OS

— Study protocol amended in 2016 to increase sample size from N = 780 to 900 due to nonadherence with adjuvant CT
and lower event rate than anticipated (80% power and 2-sided a = 0.05 to detect 8% absolute improvement in OS at
5yr [72% to 80%])

HEy sy
K Oflo Mo ynecologic Oncology

Secondary endpoints: PFS, patterns of disease recurrence, radiation protocol compliance, PRO§gS
0,2021. Abstr LBA3. NCT01414608.
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LACC

TREATMENT PHASES : CCRT followed by adjuvant Chemotherapy

OUTBACK: International, randomized phase Il trial (median follow-up: 5 yr): compared efficacy and safety
of standard cisplatin-based CRT followed by adjuvant carboplatin/paclitaxel vs CRT alone in women with LACC

0s PFS
100 - 100 ~
o 804 T 801
= c 3
m b=
< 60 £< 60
o <5
S =
o 404 o w 404
3 CRT Alone  CRT +ACT e fh‘; CRT Alone  CRT+ACT
o
& 204 5yr0s,% 71 72 & 2 204 5-yr PFS, % 61 63
o LR (95% Cl)  0.90(0.70-1.17; P = .8) a o LR (95% Cl)  0.86 (0.69-1.07; P = .6)
1 1 1 1 1 1 1 1 1 1
0 12 24 36 48 60 0 12 24 36 48 60
Patients at Risk, n Mos From Randomization Patients at Risk, n Mos From Randomization
463 403 347 307 245 149 463 351 302 366 215 134
456 417 343 306 244 164 456 335 275 255 210 137
. 'I;JIC:’SSiQ."Lf ig?{llt im é%Veng!ri"F'yr rates for OS or « Treatment effects consistent across subgroups e
wit vs alone xcept for those aged < vs 260 yr, where younger p
Sensitivity analyses found no significant difference atients had greater OS and PFS benefit with CRT
s in OS or PFS in CRT + ACT arm for those who did + ACT (interaction P=.01 and .03, respectively)

vs did not complete CRT
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“LACC

INTERLACE: Arandomized phase lll trial of induction chemotherapy followed by chemoradiation

TREATMENT PHASES : Induction Chemotherapy followed by CCRT

compared with chemoradiation alone in locally advanced cervical cancer. (SGO 2024: Lederman et al.)

INTERLACE Progression-Free Survival (median FU 64m)

INTERLACE Trial Design

Key eligibility criteria

* Newly diagnosed histologically
confirmed FIGO (2008) stages IB1
node+,IB2, Il, llIB, IVA squamous,
adeno, adenosquamous cervical
cancer

*No nodes above aortic bifurcation
on imaging

* Adequate renal, liver & bone
marrow function

*Fit for chemotherapy & radical RT

*No prior pelvic RT

RT = Radiotherapy

3D-Conformal = 3D conformal radiotherapy
IMRT = Intensity modulated raciotherapy
EBRT = External beam radiotherapy

BT = Brachytherapy

IGABT = Image-guided adaptive
brachytherapy

RT QA = Radiotherapy quality assurance

rreermrren s 0077055

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (B0mg/m?)
given weekly for 6 weeks

Standard CRT (n=250)

Chemotherapy: cisplatin (40mg/m?) weekly for 5 weeks
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & BT to give a
minimum total EQD2 dose of 78Gy o point A, 3D IGABT recommended
Overall treatment time s50days
All centres underwent RT QA

Follow-up
3-monthly for 2 years then 6-monthly for § years

Stratified by

+ Site

+ Stage

+» Nodal status

+» 3D-Conformal v
IMRT EBRT

+2DVv3DBT

*» Tumour size

+ SCC v other

Primary endpoints

+PFS
+0S

Secondary endpoints

« Adverse events

+ Pattern of relapse

+QOL

* Time to
subsequent
treatment

2025.02.20 HAZEHMAIE L2 0] sQlst 5{7f X1} et

100 A

Induction Chemo

)
o
T
c
2 +CRT 148 PFS events
4 HR 0.65;95% CI:0.46 -0.91
o P=0,013
CRT aloi
g 50 ne
a
-] Induction  CRT
«© Chemo+ CRT alone
2 25+ (h=260)  (n=250)
©
R syrpes|  T5% 2%
(A N S S W SyrPES|  TI%  eav%
0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)
Number at nsk
CRTalne 250 204 157 140 110 88 63 36 16 5 1
Induction C_"g;'lg 2560 220 178 152 132 106 72 40 19 8 1
INTERLACE Overall Survival (median FU 64m)
100+
75+ Induction Chemo
+CRT 109 deaths
o CRT alone H:! ?.01;05% CI: 0.40-0.91
© 50+
X Induction CRT
Chemo + CRT alone
25 (n=250) (n=250)
3yros 88% 80%
B Syr 0s 80% 72%
T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120
Time since randomisation (months)
Number al rik

CRTalene 250 228 181 154 124 99 67 39 16 5
Induction Cheme 250 236 195 168 146 1M1 75 42 19 8

1
1

I\)icCormack M et al. Lancet. 2024.
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LACC TREATMENT PHASES : Induction Chemotherapy followed by CCRT

INTERLACE: Arandomized phase lll trial of induction chemotherapy followed by chemoradiation
compared with chemoradiation alone in locally advanced cervical cancer. (SGO 2024: Lederman et al.)

> Induction chemotherapy with weekly paclitaxel and carboplatin within 7 days of chemoradiotherapy
(CRT) for locally advanced cervical cancer (LACC) vs standard CRT.

> Newly diagnosed FIGO 2008 stage IBl node+, IB2, Il llIB, IVAsquamous, adeno,
adenosquamous carcinoma.

> No nodes above aortic bifurcation on imaging.

> Timing is strict— induction chemo x 6 weeks, then 1 week to CRT, completed in =50 days.

> Enrolled 500 patients (UK, Mexico, Italy, India, Brazil), 70% were stage |IB, most (95%). completed
treatment within 56 days.

> Adverse events in induction arm: more neutropenia (19 v $%) and fatigue (11 v 6%).
> Distant relapse in induction arm 12% vs. 20%.

> |nduction arm:

* PFS improved 9% (HR 0.65, 95% CI 0.46, 0.91), p=0.013
* OSimproved 8% (HR 0.61, 95% CI1 0.40, 0.91), p=0.04

Nduction chemotherapy should be considered standard in LACC and is feasible across diverse 15t3|

ic Oncology

~u

healthcare settings
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LACC

TREATMENT PHASES : Induction Chemotherapy followed by CCRT

INTERLACE: Arandomized phase lll trial of induction chemotherapy followed by chemoradiation
compared with chemoradiation alone in locally advanced cervical cancer. (SGO 2024: Lederman et al.)

Ca of Cx lla2(carcinosarcoma)

s/p CTx(#1-6) c Neotax + carbo:2025.6.26-8.4
s/p CCRT(#1-4) c CDDP & ICR 2025.8.12-12.19(3X R E{ 80%, 5X} 7 E{ general weaknessZ refuse)
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LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study

D Lorusso KNA18 ESMO 2023
‘| BARCELONA Mongr B3s
) Mongress ; 2024

023

Pembrolizumab Plus Chemoradiotherapy for Pembrolizumab Plus Chemoradiotherapy for High-Risk

High-Risk Locally Advanced Cervical Cancer Locally Advanced Cervical Cancer: Overall Survival
Results from the Randomized, Double-Blind, Phase 3

The Randomized, Double-Blind, Phase 3 3
ENGOT-cx11/GOG-3047/KEYNOTE-A18 StUdy ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study | N@n;
Domenica Lorusso,' Yang Xiang,2 Kosei Hasegawa,? Giovanni Scambia,* Manuel Leiva,’ .

Domenica Lorusso,' Yang Xiang,? Kosei Hasegawa,® Giovanni Scambia *
Manuel Leiva,? Pier Ramos-Elias ¢ Alejandro Acevedo,” Julia Vizkelefi? Pier Ramos-Elias ® Alejandro Acevedo,” Marketa Bednarikova,® Andrea Gomes,®
Andrea Gomes Ferando Contreras Meja, Ari Reiss, " All Ayhan,” Fernando Contreras Mejia, ©° Ari Reiss, " Flora Zagouri, 2 Jung-Yun Lee, ' Valeriya §aevets,14
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Sarper Toker,® Sandro Pignata,” Linda R. Duska™® on behalf of the
Gynaecology Oncology Unit, Fondazione Policlinico Universitario A Gemelli IRCCS, Rome and Humanitas San Pio X,
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LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al. )

Cisplatin 40 mg/m2 QW for
Key Eligibility Criteria 5 cycles® + EBRT followed by

- FIGO 2014 stage IB2-11B (node- brachytherapy
positive disease) or FIGO 2014 staqg
e llI-IVA (either node-positive or nod
e-negative disease)

_

Pembrolizumab 400 mg Q6W
for 15 cycles
Pembrolizumab 200 mg Q3W
for 5 cycles

« RECIST v1.1 measurable or non-
measurable disease Cisplatin 40 mg/m2 QW for
5 cyclest + EBRT followed by

» Treatment naive brachytherapy
+

Placebo Q6W
for 15 cycles

-

Stratification Factors Placebo Q3W

» Planned EBRT type (IMRT or VMAT vs for 5 cycles
non-IMRT or non-VMAT) — —
End Points¢

 Stage at screening (stage 1B2-1I1B vs IlI-IVA) . : _ . : . . : :
- Planned total radiotherapy dose (<70 Gy vs er]léngr%/. PFS (per RECIST v1.1) by investigator or histopathologic confirmation

e Key secondary: 24-month PFS, ORR, patient-reported outcomes, and safety

>70 Gy [EQD2])?

Median (range) follow-up time from randomization to
data cutoff date (Jan 9, 2023) was 17.9 (0.9-31.0) mo
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7 LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al.)

1A1 1A2 Final Analysis
[09-Jan-2023] [08-Jan-2024] [07-Jan-2025]
Enroliment complete, ~34 mo after first participant in; ~50 mo after first participant in;
~237 PFS events ~182 deaths ~240 deaths
Median (range) follow-up®: Median (range) follow-up®: Median (range) follow-up®:
First Last 17.9 (0.9-31.0) mo T 209 (1 2‘31—4?10} ":13 Final 3159 {2‘:?38—55{]{:“0 .
articipant articipant _ o assess whether adding ina analysis; no hypothesis
rlzlm:lonﬂzed r':lndol'r? izad T:eﬁf:rﬁi:g:;hggg;g pembrolizumab to CCRT testing for PFS and OS
[09-Jun-2020]  [15-Dec-2022] significantly improves PFS and OS significantly improves OS
Endpoints Multiplicity
» Primary: PFS (per RECIST version 1.1) by investigator Initiaf:iided Prespecified analysis plan allows alpha
i 1 I . from successiul hypothesis to be
or histopathologic confirmation and OS o = 0.025 o e A T s
. - - - i — Because PFS was significant at 1A1
Secondary: 24-mo PFS, 36-mo OS, ORR, patient e At O was Sumbeant ot A3 the nal
reported HRQoL, and safety

" . analysis is descriptive only and no
Initial 1-sided hypothesis testing was performed
a=0

HRQoL, health-related quality of life.
2D efined as the time from randomization to the data cutoff date.
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V4
LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al. )

sonse myseyned per RETIET .1 by Irsessbpetor reslesy o histopathologic comrirmmetion. m.l all pandomized sarfdpanity. 1. Lone=n et el Fresenies s EERACH 0] Dele: cutof dmbe- assery 3 J008

iacs z0zanousiin IR

Primary Endpoint: Progression-Free Survival?
1A2 Asia Subgroup 142 Overall Population!
HR 081 (95% CI1, 0_40—0.93) HR 0.62 (35% CI, 0.556—0.24)
0 - 24-mo rate [35% CI) 004 Z24-mo rate (35% CI)
TE. 3% (70.736—84.1%) 70.6% (65 3% T4 5%)
0 B4 2% [55.6%T16%) 90 S8 6% [54.0°6—62 9%}
£ T e
§ e
3 =
B [T
= &=
£ s S
[ = cC
5 &8+ S 40+ :
: Pt wi Medlan, mo = Pt wy Madian, mao
£ Evant {35% CI)} E 304 Ewent [35% CI1)
& # pembro - CCRT  24.2% NR (NR-MR) & 201 Pembro- CCRT  25.3% MR (MR-NR)
14 Placsbo + CCRT  35.6% HNR (NR-MR) 104 Placebo - CCRT  38.5% MR [32.0-NR}
o . . . . . . ; . . — o : - . . . . . E . - . . .
& - iy 15 A8 ba | T T 3 N 2E 3 & g 1z 15 18 1 2 T aa a3 TE 1
Mo Bf risk Tiems, mnc: Mo ot risk Time, mo
153 142 131 124 s Ll F 104 0 e ki ] L [} s | &18 4r4 430 Lol A8 N7 LED 217 179 HE L] £ L]
184 WE M1 e e 83 81 56 & 24 2 08 @ 531 513 452 395 366 2325 283 241 178 148 TE & 2 O
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7
LACC

TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al. )

Updated Progression-Free Survival in Protocol-Specified Subgroups

1A1 No. of Events/ IA2 No. of Events/
Subgroup No. of Patients HR (95% CI) Subgroup No. of Patients HR (95% CI)
Owerall 269/1060 0.70 (0.55-0.89) Owerall 365/1080 0.68 (0.56-0.84)
Age Age
=65 years 236/927 0.72 (0.56-0.94) <B5 years 318/927 0.69 (0.55-0.86)
=65 years 33/M133 0.57 (0.27-1.17) =65 years 47133 0.64 (0.35-1.16)
Race Race
White 143/518 0.83 (0.59-1.15) White 202/518 0.74 (0.56-0.98)
All others 125/538 0.60 (0.42-0.86) All others 161/539 0.65 (0.47-0.88)
ECOG PS score ECOG FPS score
0 197/777 0.79 (0.59-1.04) 0 266/778 0.72 (0.57-0.92)
1 T2/283 0.53 (0.33-0.85) 1 99282 0.59 (0.40-0.88)
Planned EBRT Flanned EBRT
IMRTMNRMAT 2377939 0.68 (0.52-0.87) IMRTAMAT 325/939 0.66 (0.53-0.82)
non-IMRT/-WIMAT 32121 0.92 (0.46-1.85) nen-IMRT VAT 40/121 .90 (0.49-1.68)
FIGO 2014 stage FIGO 2014 stage
[ IB2 to 1IB 1137462 091 (0.63-1 _31]J [ IB2 to lIB 161/459 0.85 {0_62—1.16:J
Il to VA 156/598 0.58 (0.42-0.80) o WA 204/601 0.57 (0.43-0.76)
Planned total RT dose Flanned total RT dose
=70 Gy 25/93 062 (0.28-1.38) =70 Gy 32/93 .67 (0.33-1.35)
=70 Gy 244/967 0.71 (0.55-0.91) =70 Gy 333/967 0.68 (0.55-0.85)
0I2§ 0.5 2.ID 5l0 DI2_§ 0.5 2.IU _é_IIU
- Favors Favors - - Favors Favors "
Response assessed per RECIST w1.1 Pembro Arm Placebo Arm Pembro Arm Placebo Arm
by investigator review or histopathologic Data cutoff date: January 3, 2023 Data cutoff date: January 8, 2024

confirmation
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LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study

B. Post hoc subgroup analysis of OS at final analysis No. of Events/No. of Pts HR (95% C)

Overall 2471060 —i— 0.73(0.57-0.94)

Stage 1B2-11B 95/459 i 0.92 (0.62-1.38)

Target lesions >5 cm® 691270 & 0.94 (0.58-1.50)

Stage IIIHVA 152/601 —a— 0.64 (0.46-0.88)

Pelvic or para-aortic LN 122/425 —— 0.60 (0.42-0.87)

Pelvic only 81/318 B 0.56 (0.36-0.88)

Para-aortic + pelvic 41107 B 0.74 (0.40-1.39)

No pelvic or para-aortic LN 30176 & 0.71(0.34-1.48)

01 1 10
ESMO2025 < >

Pembro Better ~ Placebo Better
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LACC TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study

Summary of AEs at Final Analysis ESM02025

Pembro arm Placebo arm
(n = 528) (n = 530)
All-cause AEs 528 (100.0) 526 (99.2)
Grade =3 418 (79.2) 373 (70.4)
Serious 175 (33.1) 153 (28.9)
Led to death 6 (1.1) 7 (1.3)
Led to discontinuation
Any treatment 112 (21.2) 79 (14.9)
All treatment 1(0.2) 2(0.49)
Treatment-related AEs2 512 (97.0) 513 (96.8)
Grade =3 367 (69.5) 326 (61.5)
Serious 104 (19.7) 72 (13.6)
Led to death 2 (0.4 2 (0.49)c
Led to discontinuation
Any treatment 100 (18.9) 69 (13.0)
All treatment 0 1(0.2)
Immune-mediated AEs¢ 210 (39.8) 93 (17.5)
D;ta are nt_(%z- . Grade =3 27 (5.1) 7 (1.3)
2Per investigator assessmen =
®lmmune-mediated gastritis and large intestine Serious 21 (4.0) 6 (1.1)
perforation. Led to death 1 (0.2)= 0
°Bone marrow failure and neutropenic colitis. TaditETek ti ti
SEvents were based on a list of preferred terms intended BAEOUNSCOIUINIRION
to capture the known risks of pembrolizumab and Any treatment 16 (3.0) 4 (0.8)
considered regardless of attribution to treatment by the All treatment 0 0

investigator.
=lmmune-mediated gastritis.
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TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al. )

Treatment-Related Adverse Events, Incidence 220% in Either Arm

70 -

&0 558

Anemia

Incidence, %

Nausea

Dt cutol date. January B, 2024

I ™™

Nomenlca Lomsse

Grade
1.2 35

Pembira Am .
Placebo Arm .

18 35

bk
II | D
Diarrhea 'l."h'BC1r Neullophll Vomiting Leukopema Plalelet Neuuape:ua pruﬂwlmdlsm
Coum count
decreased  decreased :Iecreased

Content of this presectation is copynght and responsiblity of the author, Pemission is requined for re-use

Immune-Mediated Adverse Events, Incidence 23 Patients in Either Arm

25 -

20 -

Incidence, %
-
o
:

—y
=]
.

6.8

Hypothyroidism Hyperthyroidism Gastritis

4.2

28

3.8

Colitis

23

Grade
12 35
pembroAm [l
Placebo Arm .
- 0.9 "2 0.9 0.8
04 RA— & 06 g, 08 o,
I
Thyroiditis ~ Pneumonitis ~ Severe  Adrenal Nephritis  Pancreatitis
skin insufficiency
reactions

Events were based on a list of preferred terms intended to capture the known risks of pembrolizumab and considered regardless of attribution to treatment by the investigator. Data cutoff date: January 8, 2024

EERESYD ™™

Domenica Lorusso

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
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“ LACC
TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18 : Pembrolizumab plus chemoradiotherapy for High-Risk Locally Advanced Cervical Cancer,
Randomized, Double-Blind, Phase 3 ENGOT-cx11/GOG-3047/KEYNOTE-A18 Study(SG02024, Duska et al.)

Treatment-Related AEs: Incidence 220% in Either Arm?
of the I1A2 Asia Subgroup

IA2 Asia Subgroup 11'“::
#?g TWATOS  Botgas  aeg pembro « CCRT [ [

- 60 Flacebo « CCRT [ |
= 54
Al ;336
3 E 0.5 205 a7 E
Egg 23.4 1Tz 2llyp, 204226 o 24T

12T
4.8

Anamia - Madisea DMarrheza Platelel count  Somiling  Decreased Hypothproddism AT BLT Myl o @ Condst pation Lympheooyte
deornased anpeliie Inoreased Inoroasoed A coung ;
o

_1A2 Overall Population’

5.5 50.8

323
20306 25.E

1.2
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5T
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“LACC
TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18

irAEs From Immune Checkpoint Inhibitors
Can Affect Any Organ System'

4

Dermatologic Gastrointestinal Endocrine Pulmonary
Rash, pruritus Diarrhea, nausea, Hypothyroidism Pneumonitis

vomiting

Immune-Related Adverse Events
Can Occur at Any Time

Variable Timing of irAEs’

Colitis Preumanitis

-]

£

2

E Endocrinopathy

-
Liver temicit .
——\ MNephritis

T T '
[} 4 [} ] .} 13 W o ?in

Duration of Treatment, wh

et al. Nat Rev Clin Oncol.2019

Patient Communication
|s Essential

* Discuss potential onset,
duration, and symptoms
of IrAES

+ Patients may be more
likely to adhere fo treatment
when thay have a full
picture of IrAEs
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LACC

TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18

» After an additional 12 months of median follow-up, pembrolizumab plus CCRT followed by pembrolizumab
continued to show clinically meaningful improvements in PFS and OS vs CCRT in participants with newly
diagnosed, high-risk LACC

* In post hoc analyses

- Pembrolizumab plus CCRT improved PFS and OS vs CCRT in participants with FIGO 2014 stage
III-IVA LACC, regardless of pelvic/para-aortic LN involvement

- PFS benefit was also seen with pembrolizumab plus CCRT in participants with stage IB2-I1I1B disease
with target lesions >5 cm

» The safety profile of pembrolizumab plus CCRT was manageable and consistent with the known profiles of
the individual therapies, with no new safety signals after longer follow-up

 These data are consistent with the prior interim analyses results and provide further support for
pembrolizumab plus CCRT as the new standard of care for this population

n—

;‘ 2] AN B B T ? S AT
W Korean Society of Gynecologic Oncology
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TREATMENT PHASES : CCRT ¢ Immunotherapy

Keynote A18

2024'4 48 159 7|E
->100/100 H A& QI 21

FDA Approves Merck's KEYTRUDA® (pembrolizumab)
Plus Chemoradiotherapy as Treatment for Patients
With FIGO 2014 Stage llI-IVA Cervical Cancer

AGO 2014 lIHVAZ| X} Z & QF 5HX}o|
X2 2A SeteiAdQHalo| HE gt

11212024

KEYTRUDA is the first and only anti-PD-1 therapy approved in combination with
chemoradiotherapy for these patients

. T R il The carcinoma has extended onto the pelvic sidewall. On rectal
Approval marks third FDA-approved indication for KEYTRUDA in cervical cancer and 39th S naton thers 18 Ao e er-fregeslpa 5 FetEer e
12th Januar indication for KEYTRUDA in the US tumorand pelvic sidewall. The tumor involves the lower third
y ;
of the vagina.

2 0 2 4 RAHWAY, N.|.={BUSINESS WIRE)= Merck (NYSE: MRK), known as MSD outside of the United States and Canada, A Involvement of the lower vagina but no extension onto pelvic

today announced the U.S, Food and Drug Administration (FOA) has approved KEYTRUDA, Merck's anti-PD-1 therapy, sidewall

in combination with chemoradiotherapy (CRT) for the treatment of patients with FIGO (International Federation of 1B Extension onto the pelvic sidewall, or hydronephrosis/

Gynecology and Obstetrics) 2014 Stage ILNVA cervical cancer, The approval is based on data from the Phase 3 nonfunctioning kidney

KEYNOTE-A18 trial, in which KEYTRUDA plus CRT demonstrated an improvement in progression-free survval (PFS), v The carcinoma has extended beyond the true pelvis or has
reducing the risk of disease progression ar death by 41% (HR=059 [95% CI, 0.43-0.82]) compared to placebo plus clinically involved the mucosa of the bladder and/or rectum.
CRTn patlents with FIGO 2014 Stage II-NA disease. Median PFS was not reached in elther group. This approval IVA Spread to adjacent pelvic organs

Marks (e (ird ndication for KEVTRUDA I cervical cancer and the 39th Indication for KEVTRUDA N the U IVB Spread to distant organs

itive score; PD-L1 = programmed death ligand 1.

ChHEOIZ o5t 3|
Korean Society of Gynecologic Oncology
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LACC- Updated NCCN guidelines

KEYNOTE-A18

INTERLACE

mNartonal

W(e{ei'l Cancer
Metwork®

Comprehensive NCCN Guidelines Version 2.2026
Cervical Cancer

NCCM Guidelines Index

Table of Contents
Discussion

SYSTEMIC THERAPY FOR CERVICAL CANCER?®b.¢

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation?

Recurrent or Metastatic Disease

First-Line Therapy®!

Second-Line or Subsequent Therapy"™

Preferred

- Cisplatin + Pembrolizumab®-k.1
» Category 1: FIGO 2014 stage lIIA, IIIB, and VA
» Category 2B: select FIGO 2018 stage llI-IVA

« Carboplatin + Pembrolizumab® k1 if cisplatin
intolerant
» Category 1: FIGO 2014 stage llIA, IlIB, and VA
» Category 2B: select FIGO 2018 stage llI-IVA

= Cisplatin

* Carboplatin if cisplatin intolerant

Other Recommended

« If single-agent Cisplatin and Carboplatin are
unavailable
» Capecitabined/Mitomycin?
» Gemcitabine
» Paclitaxel®->

* Induction chemotherapy (followed by
chemoradiation)
» Carboplatin/Paclitaxel™8

P rred
* PD-L1—positive tumors
» Cisplatin/Paclitaxel + Pambrﬂli(zymab
+ Bevacizumab (category 1)
» Carboplatin/Paclitaxel + Pembrolizumab
+ Bevacizumab (category 1)H-k7
+ Cisplatin/Paclitaxel + Bevacizumab'®
(category 1)
- Carboplatin/Paclitaxel + Bevacizumab'
» Cisplatin/Paclitaxel + Atezolizumab
+ Bevacizumab (category 1)M.9
» Carboplatin/Paclitaxel + Atezolizumab
+ Bevacizumab (category 1}”-9

Other Recommended

+ Cisplatin/Paclitaxel {cate%?ry ‘Iflm"11

- Carboplatin/Paclitaxel 2.
(category 1 for patients who have received
prior Cisplatin therapy)

- Paclitaxel/Topotecan + Bevacizumabf8.14
(category 1)

- F‘a~:‘:litaan-ce||.I'Ta:»;:u:mahc.anr'l14

- Cisplatin/Topotecan 4

- Cisplatin1®

- Carbaplatin1 5,16

Preferr

- TMB-H tumors:" Pembrolizumabk

« PD-L1—positive: Pembrolizumabl*

» MSI-H/dMMR tumors: Pembrolizumab®: 17
- Tisotumab vedotin-tftv (category 1)18.19

Other Recommended
+ Bevacizumab

« Paclitaxel 1620

* Albumin-bound Paclitaxel
* Docetaxel

+ Fluorouracil?

+ Gemcitabine

* Pemetrexed

+ Topotecan

» Vinorelbine

+ Irinotecan

- l(':.«arr'ni|:n|irn:aI::21

+ |pilimumab + Nivoluma

p22.23,24

= PD-L1—positive tumors
» Nivolumabl-©-
» Pembrolizumab + )
Tisotumab vedotin-titvl-<-P.25
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxkizZ6
* HER2-mutant
» Neratinib??
= RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
¥ Larotrectinib
» Entrectinib
» Repotrectinibd-28

) ishRolSerats|

NCCN Clinical Practice Guidelines in Oncology: Cervical Cancer.

w Korean Society of Gynecologic Oncology
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Metastatic Cervical Cancer

Keynote 826: Arandomized phase lll trial of induction chemotherapy followed by chemoradiation
compared with chemoradiation alone in locally advanced cervical cancer. (SGO 2024: Lederman et al.)
Kosei Hasegawa, MD, PhD

IGCS 2025 Saitama Medical University

Annual Global Meeting International Medical Center

CAPE TOWN November 7, 2025

CAPE TOWN November 5 -7

Pembrolizumab Plus Chemotherapy With or Without Bevacizumab in
Participants With Persistent, Recurrent, or Metastatic Cervical

Kosei Hasegawa,' Nicoletta Colombo,? Krishnansu S. Tewari,® Coraline Dubot,* M. Valeria Caceres,” Domenica Lorusso,® Ronnie Shapira-
Frommer,” Pamela Salman,® Eduardo Yafez,? Mahmut Gumus,'? Mivael Olivera Hurtado de Mendoza,'' Vanessa Samouélian,'? Vincent
Castonguay,'?® Alexander Arkhipov,'* Cumhur Tekin,'> Kan Li,’> Sarper Toker,'> Bradley ). Monk'®
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

Overall Survival at 5 Years

PD-L1 CPS =1

All-Comers
100+ 100+
90 - 90 -
80+ 80+
T0+ T0+
= =
w 60 ® 60
= =
c c
@ 50+ @ 50+
3 B
o 40- o 40-
(=} (=}
30+ 304
20+ 20 -
10+ 10+
L L o e o L S o e e ¥
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Mo. at risk Time, mo No. at risk Time, mo
Pembro 273 261 251 231 206 189 168157 145133130125 120 111 104 96 92 82 59 33 11 1 0 Pembro 308 292 278 256 230 210 187 173 159 151139 1234 128 118 111 103 98 88 62 36 13 1 0
Placebo 275 261 235207 173 149 129 116 107 93 79 69 5T 45 40 33 26 21 14 4 1 o Placebo 309 295 268 235 196 170 149129 118 103 93 86 76 64 50 44 37 27 22 15 4 1 o
Pembro Arm= Placebo Arm® Pembro Arm@ Placebo Arm?
Mo. of events (%) 174 (63.7) 211 (76.7) Mo. of events (%) 199 (64.6) 241 (78.0)
Median (9526 Cl), mo 28.6 (22.1-38.0) 16.5(14.5-19.9) Median (9524 CI), mo 26.4 (21.3-32.5) 16.8(14.6-19.4)
HR (9524 CI) 0.62 (0.50-0.76) HR (952 CI) 0.64 (0.53-0.78)

The treatment regimen in each arm included chemo * bew.
Jata cutoff date: June 4, 2024,
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

Overall Survival in Subgroups at 5 Years

PD-L1 CPS 21 All-Comers
No. of Events/MNo. of Participants HR (95% CI) No. of Events/No. of Participants HR (95% CI)
Overall 385/548 - 0.62 (0.50-0.76) Overall 440/617 —-— 0.64 (0.53-0.78)
Age Age
=65 y 370/817T - 0.82 (0.50-0.76)
<65 vy 324/461 - 0.61 (0.49-0.76) ~65y 704100 0.81 (0.47—1.39)
=65y 61/87 U 0.72 (0.41-1.28) Race
Race White 262/360 — 0.63 (0.49-0.81)
. Others 153/221 R 0.65 (0.47—-0.91
White 234/325 — - 0.57 (0.43—0.74) ¢ !
ECOG PS
Others 127/189 — - 0.69 (0.48—0.99) o 2171348 0.81 {0:46-0,80)
ECOG PS 1 221/267 - 0.69 (0.52-0.91)
o 187/308 o om 0.60 (0.44—0.80) PD-L1 CPS
1 106/238 — - 0.66 (0.49-0.89) <1 55/69 — = 0.82 (0.47—1.42)
1—<10 168/231 — 0.69 (0.50-0.94)
Bevacizumab use =10 2171317 ——— Q.57 (0.43-0.75)
Yes 216/346 —-— 0.62 (0.47-0.81) Bevacizumab use
No 169/202 ——- 0.62 (0.45-0.86) Yes 249/389 — - 0.62 (0.48-0.80)
Metastatic at initial diagnosis No 191/228 0.68 (0.5 o1
Metastatic at initial diagnosis
Yes 127/174 — 0.85 (0.59-1.22)
Yes 1421890 e 0.85 (0.60—1.19)
No 258/374 ——-— 0.52 (0.40-0.67) Mo 298/427 - 0.55 (0.43—0.69)
0.1 1 10 0.1 1 10
Pembro® Better Placebo® Better Pembro® Better Placebo® Better

The treatment regimen in each arm included chemo * bew.
ata cutoff date: June 4, 2024,
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

Progression-Free Survival at 5 Years

PD-L1 CPS =21 All-Comers
1004 100+
90 90 -
80+ 80
B B
- T0A = 704
= =z
c c
& 607 & 604
2 g
& 504 L 501
= =
i1 =]
@ 40 @ 404 26.2% -
g £ o
g 30 g 30- . 9.0%:
o o ALl miim
20 20-
4104 1l L 111§ |-§ 10 ul;
(B . . . T T . T B T — T . . T E——_—— D S R B
0 3 6 9 12 15 418 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
No. at risk Time, mo No. at risk Time, mo
Pembro 273 238 208144113104 97 92 88 B6 83 79 75 72 71 69 68 60 39 23 9 0 0 Pembro 308 263 229156 124 113 105 99 95 92 89 85 81 78 76 74 73 65 41 25 10 0o o
Placebo 275229 170103 81 64 55 49 43 40 35 32 27 25 24 23 20 17 14 8 1 1 0 Placebo 309 259 195113 89 72 57 50 44 41 36 33 28 26 25 23 20 17 14 i 0
Pembro Arm= Placebo Arm= Pembro Arm? Placebo Arm=
Mo. of events (%4) 181 (66.3) 224 (81.5) Mo. of events (%) 206 (66.9) 253 (81.9)
Median (95% CI), mo 10.5(9.7-12.3) 8.2(6.3-8.5) Median (95% Cl1), mo 10.4(9.1-12.2) 8.2(6.4-8.4)
HR {9524 CI1) 0.58 (0.48-0.71) HR (9524 CI) 0.61 {0.51-0.74)

=The treatment regimen in each arm included chemo * bev.

Pyt otk FE At e e A 3T A
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

Post Hoc Analysis of Overall Survival at 5 Years in Participants
With Persistent/Recurrent Disease

PD-L1 CPS =21

All-Comers
1004 1004
90 90 -
80 80
70+ 70
= =
T 60 T 601
£ :
& 504 @ 504
ol =
S 40 g 40
S S
304 304
20- 20—
104 10
[v] T T T T T T T T T T T T T T T T T T T T T ] o T T T T T T T T T T T T T T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66
Mo. at risk Time, mo No. at risk Time, mo

Pembro 247 207 199 190 166 153 135128 121 115 11'.'1I 108 103 BB &9 31 T8 70 51 29 11 1 1] Pembro 250 236 224213 188 172 153 143 134 128119 116 111 103 96 88 84 76
Placebo 216 202 178 154 127 110 89 28 23 18 11 3 1 0 Placebo 245 231 206177 1 128 116 1 40 35 31

1
T 47 T3 68 659 48

=)
[=]
o
-
@
N

54 32 13 1 ]
23 18 11 3 1 0

Pembro Arm? Placebo Arm?

Pembro Arm= Placebo Arm=
Mo. of events (24) 131 (60.4) 168 (77.8) MNo. of events (%) 154 (61.6) 194 (79.2)
Median (95% CI), mo 32.9(23.5-44.5) 15.9(12.8-19.2) Median (8524 Cl), mo 28.2 (22.1-40.5) 16.5(13.2-19.4)
HR (95%: CI) 0.57(0.45-0.72) HR (9524 CI) 0.59(0.48-0.74)

=The treatment regimen in each arm included chemo * bev.
Myt o 1 F Aate hime A 20074
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo +

bev as

first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

Treatment Exposure and Adverse Event Summary,
As-Treated Population

)

Treatment-Related AEs Occurring in 220% of Participants in Either Arm

o o —_— After 5 Years of Follow-Up
Final analysis’ 5 years of follow-up Grade
60 1-2  3-5
Pembro Placebo Pembro Placebo £ 50 4 - Pembro Arm % -
Arm Arm Arm Arm g 40 - =
(n =307) (n = 309) (n =307) (n =309) $ 20 E Placebo Arm -
L} |
Duration of therapy, 10.0 7.7 10.0 7.7 g 20 4 B
median (range), mo (0.03-43.7) (0.03-43.9) (0.03-61.9) (0.03-63.2) 10
Treatment-related AEs 0
n (%) ? 298 (97.1) 300 (97.1) 297 (96.7) 300 (97.1) Alopecm Anemia Mausea Diarrhea PN Fatigue PSN Neutro- Vomiting
penia
Grade =3 212 (69.1) 201 (65.0) 213 (69.4) 202 (65.4) _ _ _ o
J - - - s o Immune-Mediated AEs and Infusion Reactions2 Occurring in >1% of
Led to death?® 2(0.7) 4(1.3) 2(0.7) 4(1.3) Participants in Either Arm After 5 Years of Follow-Up
. B . 25 4
Ledtod t t
ed to discontinuation 102 (33.2) 77 (24.9) 103 (33.5) 78 (25.2) 9.2 Pembro Arm [l
of any study treatment 20 :
= Placebo Arm -
Immune-mediated AEs @ 15 - 13.4
and infusion reactions.® 128 (41.7) 84 (27.2) 134 (43.6) 92 (29.8) % - 2.3
n (%0) B 10 - : 8.1
5.2
Grade =3 43 (14.0) 16 (5.2) 45 (14.7) 16 (5.2) £ 5 5.2 4.6 3.9 3642
: 13
Led to death?® 2 (0.7)¢ 0 2 (0.7)9 0 0 -’
o & S &P 4 S &
Led to discontinuation Qx"& & o° <\ 4? 6\ Gt @ = i B> > & o
30 (9.8) 11 (3.6) 31 (10.1) 11 (3.8) B S X S2&0 O s &S oS & IS
of any study treatment SRS R ) © 3 Ve o Lo
O ¥ Y O o \‘S‘%‘\ ,\@’a‘ 1\.‘(\‘;‘\ Cs@ {) A Q{\Qr QQS\ q’ \st\\
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)

AZRAAAG7HL FaL 420252725

A2025-735, 20551 9 gk cackgele] AHE8v1E 2 e #E ANAR
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Metastatic Cervical Cancer

Keynote 826: The randomized, double-blind, phase 3 assessed the addition of pembro vs placebo to chemo * bev as
first-line treatment in participants with persistent, recurrent, or metastatic cervical cancer. (IGCS 2025)
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Metastatic Cervical Cancer — 15t line (Atezolizumab + bev + T/C or T/P)

Phase 3 BEATcc: A randomized phase 3 trial of first line atezolizumab combined with bevacizumab and a
platinum doublet for metastatic (stage IVB), persistent or recurrent cervical cancer (SGO 2024, Oaknin et al)

* Open-label, multicenter, randomized, phase 3 trial in an all-comer population
Atezolizumab 1200 mg +

.

Metastatic, persistent, or recurrent cervical cancer
not amenable to curative therapy

GOG/ECOG PS =1

No prior systemic anticancer therapy for R/M CC
In patients with pelvic disease, no bladder or rectal
mucosa involvement

Available archival or fresh tumor sample for
PD-L1 expression

Stratification factors

Prior concurrent chemoradiation (yes vs no)

&

N =410

Histology (squamous cell carcinoma vs adenocarcinoma®

including adenosquamous carcinoma)
Chemotherapy backbone (cisplatin vs carboplatin)

bevacizumab 15 mg/kg +

paclitaxel + cis/carboplatin?
all IV Q3w

Continued until disease
progression/unacceptable toxicity

Patients with CR after 26 cycles could stop
chemotherapy and continue biological
therapy alone

Crossover from standard arm at progression
not permitted

Bevacizumab 15 mg/kg +
paclitaxel + cis/carboplatin®

all IV Q3W

Dual primary
endpoints

Investigator-assessed
PFS (RECIST 1.1)

0S

Key secondary
endpoints

ORR (RECIST v1.1)
DOR (RECIST v1.1)
TFST

PFS2

Safety
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“ Metastatic Cervical Cancer — 15t line (Atezolizumab + bev + T/C or T/P)

Phase 3 BEATcc: Arandomized phase 3 trial of first line atezolizumab combined with bevacizumab and a
platinum doublet for metastatic (stage IVB), persistent or recurrent cervical cancer (SGO 2024, Oaknin et al)

1.0 +
X 094 PFS Atezo + Bev +CT _ Bev + CT
n 038 1 Events, n (%) 138 (67) 166 (81)
2
= 071 Stratified HR (95% CI)  0.62 (0.49-0.78); P < .0001
2 064 Median, mo (95% CI) 137 (123-166) 104 (9.7-11.7)
a 05 -
© 04 : S SNt
o 03 - 3 : 26 Atezo + bev Statistically significant 38%
m 0'2 A H e -- LA ™r L 2 - 2 5 g .
vl : 12 reduction in risk of
1 4 - H 1y, Bev + CT S
= 9 0 ; : ; : : : - : " progression or death
0 6 12 18 24 30 36 42 48 54
No. at Risk Time, mo
Alezo * Bev + CT 208 174 114 79 58 37 13 S 2 1
Bev + CT 204 159 80 47 3 13 5 1 1 0
. (‘,;g os Atezo + Bev+CT _ Bev+CT
S 08 Events, n (%) 105 (51) 129 (63)
2 07 Stratified HR (95% CI)  0.68 (0.52-0.88); P = 00467
= 06 51  Median, mo (95% CI) 32.1(253-36.8) 22.8(20.3-28.0)
® 05 Statistically significant 32%
g 04 ., Atezo+ bev reduction in risk of death
» 02 - (interim analysis®)
O 01 Bev + CT
o4 . : " + v : v v .
0 6 12 18 24 30 36 42 48 54
No. at Risk Time, mo
Aozo * Bov+ CT 200 194 167 140 103 o4 27 9 3 1
Bev « CT 204 182 152 119 83 S0 2 6 4 0

of P=.0238.
1. Oaknin A et al. Lancet. 2024,403:31-43,

» Data cut-off: July 17, 2023 (median follow-up: 32.9 months; 95% CI, 31.2-34.6 months). ® Interim OS was statistically significant, crossing the boundary
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Metastatic Cervical Cancer - 1%t line (Atezolizumab + bev + T/C or T/P)

Phase 3 BEATcc: Arandomized phase 3 trial of first line atezolizumab combined with bevacizumab and a
platinum doublet for metastatic (stage IVB), persistent or recurrent cervical cancer (SGO 2024, Oaknin et al)

100 -
ORR: 84
%01 (95% Cl, 79-89) 1.0 4 Atezo + Bev +CT Bev +CT
. DOR _ 4
80 | ORR: 72 09 - (n = 173) (n = 147)
(95% Cl, 66-78) - Events, n (%) 109 (63) 120 (82)
70 ; - HR (95% CI) 0.60 (0.46-0.78)
° -
60 - = o7 Median, mo (95% Cl)  13.6 (10.6-21.3) 8.6 (8.0-10.6)
=
° =
. = 08
€ 50 3 54%
05 - '
o 40 - g 64 5 40%
) &’ : Atezo + Bev+ CT
30 1 & 03 5 g 29%
1] <
20 - Q o2 i ;
H 1
10 1 0.1 4 ; : I""| Bev+CT
- 5 ; :
o p LJ . L L L Ll L L
0 6 12 18 24 30 36 42 48 54
Atezo + Bev+CT Bev+ CT Ti
No. at Risk me’ mo
Atezo + bev+CT 173 141 o1 76 83 28 10 -4 2
Bev+CT 147 107 50 39 20 7 5 1 1

a Data cut-off: July 17, 2023 (median follow-up: 32.9 months; 95% CI, 31.2-34.6 months).
1. Oaknin A et al. Lancet. 2024,403:31-43.
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Metastatic Cervical Cancer — 15 line (Atezolizumab + bev + T/C or T/P)

Evolution of Treatment of Stage 4B,
Persistent, Recurrent Cervical Cancer (1L)

The Past

« GOG 204 (cisplatin + paclitaxel)

« JCOG 0505 (noninferiority of
carboplatin and 3 hour paclitaxel)

« GOG 240 (addition of
bevacizumab)

» Every patient in the first-line setting should, if they are
checkpoint-naive, be offered immune therapy

The Present

+ KEYNOTE-826 (addition of
pembrolizumab)

« BEATcc (addition of atezolizumab)
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Metastatic Cervical Cancer o AA

InnovaTV 205/GOG-3024/ENGOT-cx8 Study * &
:Phase 2 of this open-label multicenter study (NCT03786081) included dose-expansion

@ B

Dose Expansion
Arm D |n=33_|
1L TV + carbo f TV 2.0 mg/kg IV {Q3W) + carbo AUC 5 IV (Q3W)
Key Eligibility Criteria Patients with no prior systemic /
: therapy n=33
- Recurrent/metastatic Arm E — ) TV 2.0 mgikg IV (Q3W) + pembro 200 mg IV (Q3W)
cervical cancer > LI S et ) ) '
* Measurable disease Patients with'd
er RECIST v1.1 o e Arm F n=35 ; . ; ) \
P progression on or after 1-2 2L/3L TV + pembro [P TV 2.0 mg/kg IV (Q3W) + pembro 200 mg IV (Q3W)
prior systemic therapies

& >
1LTV + Carbo (n = 33) 1L TV + Pembro (n = 32) 2/3L TV + Pembro (n = 34)

@ 100 4 0, Best confirmed overall response 100 4 Best confirmed overall response )
% 75 4 O R R 54. 5 /0 = i:rr::“:: S O R R 40 . 6% =] Comptlete response 10 ORR 35- 3% B.es:::fnn;:;::er::::;:: e
s 0 y Stable disz:::e 75:) B Partial response Partial response
g |(CR16% PR25%)  mamum. (CR 16%, PR 25%) R "1 (CR12%, PR 24%)  =oui
— = (o) 50 + Progressive disease 50 M Progressive disease
E% . DCR 93.8A) DCR 81.3% DCR 73.5% W Not evaluable
E 5= 25
.E’ SE 0 0
S E  -254
s [T [ e S |
IS -50
E =
5 %—mggiifm .| MDOR 14.1m

-100 4 M -Jm ImPFS 5.3m 004 MPFS 5.6m

Patients (No.) ) )
Patients (No.) Patients (No.)

Vergote |, et al. J Clin Oncol. 2023.
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Reccurent ,Metastatic Cervical Cancer
Updated NCCN guidelines

mnational P T T T T T . .
comprehensive NCCN Guidelines Version 2.2026 ' %
NCCN ﬁg:ﬁg:ka Cervical Cancer Discussion
SYSTEMIC THERAPY FOR CERVICAL CANCERab.c
Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma
Chemoradiationd Recurrent or Metastatic Disease
First-Line Therapyd: Second-Line or Subsequent Therapy"™
Preferred P rred Preferred
- Cisplatin + Pembrolizumabstk.1 KEYNOTE-826 |.PD-L1—positive tumors » TMB-H tumors:" Pembrolizumab¥
» Category 1: FIGO 2014 stage 1A, IIIB, and V& » Cisplatin/Paclitaxel + PembrFJLzymab * PD-L1—positive: Pembrolizumabl-k
» Category 2B: select FIGO 2018 stage llI-IVA + Bevacizumab (category 1)"-% + MSI-H/dMMR tumors: Pembrolizumab®: 17
- Carboplatin + Pembrolizumab® k1 if cisplatin » Carboplatin/Paclitaxel + Pembrolizumab - Tisotumab vedotin-tfty (category 1)18.19
intolerant + Bevacizumab (category 1)M:k7
» Category 1: FIGO 2014 stage llIA, 1lIB, and VA + Cisplatin/Paclitaxel + Bevacizumab'® Other Recommended
» Category 2B: select FIGO 2018 stage llI-IVA (category 1) = Bevacizumab
« Cisplatin - Carboplatin/Paclitaxel + Bevacizumab' - Paclitaxel 1520
* Carboplatin if cisplatin intolerant BEATcc |- Cisplatin/Paclitaxel + Atezolizumab * Albumin-bound Paclitaxel
+ Bevacizumab (category 1)M.9 - Docetaxel
= Carboplatin/Paclitaxel + Atezolizumab + Fluorouracil?
+ If single-agent Cisplatin and Carboplatin are + Bevacizumab (category 1]"-'-g * Gemcitabine
unavailable * Pemetrexed
> Capecitabinef/Mitomycin? Other Recommended - Topotecan
» Gemcitabine + Cisplatin/Paclitaxel {cate%ary ‘|:I1D'11 + Vinorelbine
» Paclitaxel*> = Carboplatin/Paclitaxel2: « Irinotecan
+ Induction chemotherapy (followed by (category 1 for patients who have received . Camiplimab21
chemoradiation) prior Cisplatin therapy) + |pilimumab + Nivolumab?2.23.24
» Carboplatin/Paclitaxel™8 - Paclitaxel/Topotecan + Bevacizumab'-8.14
(category 1)
- Paclitaxel/Topotecan* - PD-L1—positive tumors
- Cisplatin/Topotecan 14 » Nivolumabh©:
- Cisplatin? » Pembrolizumab + , I 20
- Carboplatin1 5,16 Tisotumab vedotin-tfty-<-P.25 nnovaTV 5
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki2s
» HER2-mutant
» Neratinib27
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
s Entrecinib O30l 5 o8t
» Repotrectinib3-28 R Doy ragpeclngeOncsont

NCCN Clinical Practice Guidelines in Oncology: Cervical Cancer.
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Efficacy and Safety of Sacituzumab Tirumotecan i W
(Sac-TMT) Monotherapy in Advanced/Metastatic — ’ﬁr
Cervical Cancer: Results From the Phase 1/2 Study e e g
2870-001/KL264-01 o i e

Cytotoxic payload
* Novel, belotecan-derived topoisomerase | inhibitor payload
+ Average DAR of 7.4 (range, 7-8)
* Membrane permeability elicits a bystander effect in nearby tumor cells

Kevy eliqibility criteria
- Aged =18 vy
- Histologically or cytologically confirmed

locally advanced or metastatic cervical
cancer Sac-TMT 4 mg/kg IV Q2W

until PD, unacceptable
toxicity, or participant
withdrawal

= Progressed on/after at least 1 prior line
of platinum-based therapy and received
anti—PD-(L)1 inhibitor therapy?

- Measureable lesion by CT or MRI

I - ECOGPS Oor1
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Summary
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Practice-Changing Clinical Trials in Cervical Cancer ...

>

2021

—
GOG 120 GOG 204 GOG 240 [ Keynote-826 GOG 3047/
Adding Cisplatin Adding Paclitaxel Adding Bevacizumab Adding Keynote-A18
to Radiation’ to Cisplatin to Chemotherapy Pembrolizumab | | Adding Pembrolizumab
in Metastatic / in Metastatic / to Chemotherapy to Concurrent

Percirrent CC? Recurrent/ Persistent CC? in Metastatic / Chen_wotherapy andPediation

~ 7\ s Recurrent / " in LACC3 J
Persistent CCS“’J

@ Radiation / CCRT @ Systemic Therapy / Targeted Therapy @& Immunoctherapy / ADC

1. Rose PG et al. N Engl J Med. 1999,;340-1140-1145, ? Tewari KS et al. J Clin Oncol. 2009,27-4649—-656.
2. Tewari KS et al. N Engl J Med. 2014:370;784:743,1 Colombo N et al. J Engl J Med. 2014:370:734—
\:\ 3. Monk BJ et al. J EnglJ Med. 2022:366;1656-1667. Monk BJ et al. J Clin Oncol, 2023:41:5055-41-2035-671.
7.Vergote | et al. N EnglJ Med. 2024:403;1341-50. 89. Tewari KS Monk BJ. N Engl-2022:395-3456-
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/NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)

for the Management of Cervical Cancer

Early stage
(FIGO Stage IA1, 1A2, IB1, IB2, 11A1)

Locally advanced

« Surgery (fertility sparing/nonsparing)
* RT + chemotherapy

+ CCRT

Adjuvant treatment based on
surgical findings:

* RT + chemotherapy

» CCRT <

(FIGO Stage IB3, llA2)

(FIGO Stage IB3, llA2, IIB, Ill, IVA)

Clinical stage at initial diagnosis?

Locally advanced

Metastatic

(FIGO Stage IVB or distant metastases)

If amenable to local treatment:

» Resection + EBRT or local ablative therapies
+ EBRT or EBRT + systemic therapy

+ Consider adjuvant systemic therapy

If not amenable to local treatment:

* Systemic therapy or BSC

* Systemic therapy + RT

Systemic Therapy for Recurrent/Metastatic Disease

1L Preferred.: 1L Other: 2L+ Preferred: 2L+ Other: 2L+ Useful in Certain

* Pembrolizumab + « Cisplatin (or  Pembrolizumab - Bevacizumab + Gemcitabine = Circumstances:
cisplatin {or carboplatin) + carboplatin) + paclitaxel for PD-L1+, TMB-H,or =« paclitaxel « Pemetrexed * Nivolumab (for PD-L1+ tumors)
aclitaxel + bevacizumab | . Togotecan+paclitaxel ISIH/AMMR tumors) - ajp min-bound  Topotecan + Selpercatinib (for RET gene
for PD-L1+ tumors) + bevacizumab «  Tisotumab vedotin-tftv paclitaxel T fusion+ tumors)

. Cé%lﬁltgt)'(gl(?_rb?\/rgggmg)b+ « Cisplatin + topotecan . Docetaxel . Ir;:gtr:calze « Larotrectinib or entrectinib
P « Cisplatin or carboplatin « Fluorouracil (for NTRK gene fusion+)

al

illustrations herein may not be reproduced in any form for any purpose without the express written permission of NCCN. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org. The NCCN Guidelines are a work in progress that
ay be refined as often as new significant data become available. NCCN makes no o
) : ) ! o o . . - . FoN = BT
nties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way. ( T Loo
) "! ) Korean Society of Gynecologic Oncology
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7 Prospective evolution of the clinical development of immunotherapies an
antibody-drug conjugates in cervical cancer

2" & later lines aCC 1 line aCC LACC
@ N oas B
: : e KEYNOTE-A18
o ene8 « ATEZOLACC
e AK104-303 e GOTIC-018
Immunotherapies < INTR@PID 046 d 218(%;'817
(including ICls * SHR-1701-111-309 e eVOLVE-Cervical
and TILs) ¢ C-145-04 cohort 3 e NACI
s ote - TIL-Cx
e eic
\ /o New trials evaluating \
- 10 + ADC to treat newly
J \ diagnosed LACC /
= e innovaTV 205 arm D * New trials evaluating
::;}bo:¥ egmg & ADCs to treat newly
ug = New trials evaluating diagnosed LACC (e.g.
1¢ line ADCs to treat = induction before RT,
relapsed/persistent neoadjuvant before RH,
disease after prior ICI concurrent with RT, or
in the LACC setting adjuvant after RH)

- ol N / | LB QIZOrSt 5|
J Gynecol Oncol. 2024 Mar;35(2) oy s O
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Thank you for your attention!

O O ™
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9 rean Society of Gynecologic Oncology






