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Learning Objectives
Review the current state of cervical cancer
Recognize the traditional treatments for cervical cancer

Review paradigm changing clinical trials
Explore future directions of treatment in cervical cancer
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Cervical Cancer Observation — 1960

Management of the Patient with the

Positive Vaginal Cell Examination

Harr

In spite of the fact that cervical cancer
is almost 100 per cent curable if found in
an early stage, 15,000 women die of the
Buge each year. Thls is especmll ;
grettable Deems gClive and
accurate test that ls avallable in the form
of the “Pap smear” for detecting cervical
cancer in an extremely early stage. In
order to stimulate wider use of the test,
the American Cancer Society is sponsor-
ing a nation-wide cytology program which
is designed to encourage women to have
this test performed by a private physician
in his own office.

MNMaena ~Af tha Anmnar Adatantinn Aantars 1.

H. Dale, M.D. and Gerald S. Wilson, M.D.

p&ted cancer, the doctor is contacted di-

During a four and one-half year period
beginning in May of 1950, 15,832 women
had routine vaginal cell examinations at
the Yates Clinic’; 160 had positive reports
(Table 1). Biopsies were obtained in 140
of these women with positive cell exam-
inations and 123 proved to have carci-
noma by histological examination, an ac-
curacy of 87.8 per cent. It deserves to be
pointed out here that positive smears
should dlwa)s be confirmed by biopsy be-
fore therapy is initiated. Some cytologists,

hAawwawvar ara Af tha Amiaiaa elaie alao oo
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Cervical Cancer: The Present
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Cervical Cancer Worldwide — 2022
« Worldwide projected incidence: 660,000 (4th)

» Worldwide projected deaths: 350,000 (4th)
» Leading cause of death in 37 countries!!

I No data [ Not appiicabie

Theboundaﬁesand es shown and the designal uonsusodo mapoonollmotymeoxptesslmo'any opinion whatsoever Data source: Globocan 2022 World Health
on the part of the World He ith Otvarizahon coneerr-ng Iegal stalus of any ooumry territory. city or area or of its authorll-es Map production: IARC Organizat‘.on
or concerning the G dashed lines on maps represent approximate border World Health Organization

for which there may not yet be ful-gmmun © WHO 2022. All rights reserved
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Cervical Cancer Statistics — 2025

Male Female

Prostate 313,780 30% Breast 316,950 32%

Lung & bronchus 110,680 11% Lung & bronchus 115,970 12%
§ Colon &rectum 82,460 8% Colon &rectum 71,810 %
] Urinary bladder 65,080 6% Uterine corpus 69,120 7%
g Melanoma of the skin 60,550 6% Melanoma of the skin 44,410 4%
b= Kidney & renal pelvis 52,410 5% Non-Hodgkin lymphoma 35,210 4%
B Non-Hodgkin lymphoma 45,140 4% Pancreas 32,490 3%
g Oral cavity & pharynx 42,500 4% Thyroid 31,350 3%
E Leukemia 38,720 4% Kidney & renal pelvis 28,570 3%

Pancreas 34,950 3% Leukemia 28,170 3%

All sites 1,053,250 All sites 988,660

Male Female

Lung & bronchus 64,190 20% Lung & bronchus 60,540 21%

Prostate 35,770 11% Breast 42,170 14%
" Colon &rectum 28,900 9% Pancreas 24,930 8%
% Pancreas 27,050 8% Colon & rectum 24,000 8%
2 Liver & intrahepatic bile duct 19,250 6% Uterine corpus 13,860 5%
° Leukemia 13,500 4% Ovary 12,730 4%
® Esophagus 12,940 4% Liver & intrahepatic bile duct 10,840 4%
.g Urinary bladder 12,640 4% Leukemia 10,040 3%
& Non-Hodgkin lymphoma 11,060 3% Non-Hodgkin lymphoma 8,330 3%

Brain & other nervous system 10,170 3% Brain & other nervous system 8,160 3%

All sites 323,900 All sites 294,220

Not in the top 10 for
Incidence nor deathin
the United States
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Symptoms

« Abnormal bleeding or spotting (90%)
» Post coital, change in menstrual characteristics

« Development of heavier menstrual cycles

» Bleeding between periods

* Vaginal discharge-NOS

* Pelvic pain

« Back pain
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Patient Assessment

« Tissue is the issue — A biopsy is needed
« Pap testing designed for screening asymptomatic individuals
« Pathology review Decipion

] arcinoams s .¢I|I_3.l confired 1o the corvix (exenshon o the uterime COFpis sherald hnlnu;.m1nl|
- 1A Irvasive cagcinuema rhar cam e ﬂllJ.FIH el -<|.-||:- with micros apy. with maximEm |1|,'|sd|1 of lavasion <5 mm
* I m a g I n g 1Al Seeormal invasion <3 mm in depth
A2 Seromal invasion =3 mm and <% mm in depth
. . 1B Ienvasive carclnoms confined 1o che urerine cervix, with measured drcpnl Imvashon =5 mm
* Trl ag e to a pp ro prl a te tre at m e nt 1B1* Tunsor measuees <2 em in greavcs dimension
152" Tunmsor measures =2 cm amd <4 cm in greatest dimension
163" Tunsos measuees =4 cm In grearest dimension
n Carcinoma invades beyond the ureras, but has not excended onco the bewer chied of the vagina or w the pelvic wall
A Limited 1o the upper owoethirds of the vagina without paramerrial involvernen:
1Al Tuwnwor measures <4 cm in greacest dimension
[LA2 Themss mcasiees =4 om in Ereancid dimension
115 With paramerrial Involvement but pot up o the pelvic wall
m Carcinoms invehes the lower thied of the vagina andlor extends 1o the pelvic wall andfor causes hydronephross
of poafsne ri||r|i:||_l| l.idnl,-_r anelfor pnvalves PC!I.'iI, anslfap FIJ.rJ.-.IHrliL |:; ||||:1| endes
1A Tevolves the lower thied of the vagina, with no cxrensdon go the |k|\.m, wall
1B Extension 1o the pelvic wall andior hydsomephensis or nenfuncioning kidmey from mimag
e Irvalvement of pelvic andlor par-somic lymph nodes, irespeaive of rumor size and excens’
1een ™ Pelvic lymph node metastasis only
ez Fara-acic lymph node metasiasi
v Carcinoma has extended beyand the trae pelvis or has involved (hiopsy-proven) the mucosa of the bladder or rectum
VA sprwd o adjacemt p:l'vil. SIS
VB .‘i!'llr.u.‘l oo el israng AR
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Factors that increase the risk of Cervical Cancer

High-risk Human Papilloma Virus (HPV)
Smoking

Early age at sexual debut
RR 1.6 Ages 18-21 vs. >21
 RR 2.24 age < 18 vs. >21

Immunosuppression
Multiple sexual partners
High-risk sexual partners
History of STls

First birth < age 20
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Prevention is the key!

* Primary and secondary HPV vaccination
« Pap and HPV testing options
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Traditional Pathology
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Cervical Cancer Treatment
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NCCN recommendations — Treatment Overview

WORKUP CLINICAL STAGE Primary Treatment
(Fertility Sparing) (CERV-2)
Stage IA1
Primary Treatment
(Non-Fertility Sparing) (CERV-3)
. mitg)ry and physical Squamous Primary Treatment
cell cancer, (Fertility Sparing) (CERV-2)
» Complete blood count adenocarcinoma, :::g: o
(CBC) (including platelets) or Stage i o R
* Cervical biopsy, _ adenosquamous 9 Jlmaéyrt-rfa rgen i
pathologic review? carcinoma (Non-Fertility Sparing)
« Cone biopsy as indicated® (CERV-3) and (CERV-4)
« Liver function test (LFT)/ Primary Treatment
renal function studies Stage lIA1
* Imaging® (CERV-4)
* Smoking cessation and % "
, Primary Treatment

counseling intervention, |Stage 1B3
if indicated (See NCCN Stage 11A2 (CERV-4) and (CERV-6)

Guidelines for Smoking

Cessation) Stage IIB
« Consider HIV testingd ‘Stage 1 > Primary Treatment (CERV-6)
» Consider examination Stage IVA

under anesthesia (EUA)
cystoscopy/proctoscopy® Stage IVB
(= stage 1B3)

* Consider options for
fertility sparing or

\/

Treatment (CERV-13)

Incidental finding of invasive cancer
at simple (extrafascial) hysterectomy_’ Treatment (CERV-)

referral to reproductive sg:.laru::cl:ocrine

endocrinology and 5 » Primary Workup (CERV-14)
: o i carcinoma of the "

infertility (REI) specialist cervix (NECC)
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Cervical Cancer Treatment Approaches

« Stage | Microscopic (Stage IA1 without risk factors)
Excisional surgical approaches

« Stage | Microscopic with risk factors / Macroscopic (Stage 1A1-1B2)
Fertility preservation
* Nonradical surgery
Radical surgery

» Locally Advanced Cervical Cancer (LACC) (Stage IB3-IVA)

* Chemoradiation with or without immunotherapy

« Primary Metastatic (Stage IVB) / Persistent / Recurrent
Chemotherapy + Bevacizumab + Pembrolizumab (Atezolizumab)
Systemic therapies-NOS
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What is the best treatment option for early-stage
Cervical Cancer?

1.

-

Radiation

Type IlIl Open Radical Hysterectomy

Minimally invasive Radical Hysterectomy

Conization and/or simple hysterectomy with nodal assessment
It depends
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LACC Trial

M i ni ma I I y i nvaS i Ve VS . O pen Ra d ica I Table 1. Baseline Characteristics of the Patients.*™
hysterectomy RTINS ... 8

Characteristic (N=312) (N=319)

Age — yr 46.0+10.6 46.1+11.0

Non-inferiority trial Body-mass indext

Histologic subtype — no. (26)

. Squa s-cell carci : 210 (67.3) 214 (67.1)
Inclusion DI wase @
Adenosquam s carcinoms 6 (1.9) 9 (2.8)
i Stage IA1 (+LVSI), IA2, IB1 No: repo‘r‘:eclous e - 16 (5.1) 9 (2.8)
. St fdisease — no. (%)
* SCC, Ade noca rCInoma’ ASC ag:\: Iyr::::oevasczcltzr invasion 5 (1.6) 5 (1.6)
1A2 20 (6.4) 21 (6.6)

N — 631 randomized 1B1 287 (92.0) 293 (91.8)

ECOG performance-status score

no. (26)%
o 289 (92.6) 292 (91.5)
1 23 (7.4) 27 (8.5)
Median length of hospital stay (range) 5 (0-69)§ 3 (0-72)
— days
Treatment received — no. (26)
Open surgery 274 (87.8) 2 (0.6)
Minimally invasive surgery 8 (2.6) 289 (90.6)
Patient withdrew before surgery 19 (6.1) 12 (3.8)
Surgery was aborted 11 (3.5) 16 (5.0)
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LACC Trial
Projected 90% DFS (Open) @ 4.5 g o

. . . . 0 Population Disease-free Survival Rate at 4.5 Yr (95% CI) Difference (95% Cl) Noninferiority
years w/ non-inferiority margin of 7.2% Moy open
percent percentage points
. Intention-to-treat population 86.0 (79.7-904) 965 (92.7-98.4) —_—— 087
ReS u | tS . Per-protocol population 87.1 (81.0-91.3) 97.6 (94.1-99.0) 50 —0;0— 6 lvo 0428

i 45yr DFS 860% V 965% (MIS VS A -10.6% ope;:::evy M::T;:;m:“
Open)

° . 0 o 1.00+ R L i WAL w1 n.?‘:e::ri:y
3 yr OS: 93.8% vs 99% (MIS vs B O
Open) b o
- HR 6.0, 95% CI 1.77 to 20.30

0.754 surgery

Proportion of Patients Disease-free

0.50

Table 2. Adjuvant Therapy.
0.25+

Minimally Hazard ratio for disease recurrence or death from cervical cancer,
Open Surgery Invasive Surgery 3.74 (95% CI, 1.63-8,58)
Adjuvant Therapy (N=312) (N=~319) P Value P=0.002
no. (%6) 0.00 T T T T T T T T 3
0 05 1.0 L5 20 25 30 35 40 45 5.0

Chemotherapy or radiotherapy 86 (27.6) 92 (28.8) 0.72 Years since Randomization

=1 Cycle of chemotherapy 66 (21.2) 72 (22.6) 0.67 No. at Risk

=1 Dose of radiotherapy 73 (23.4) 81 (25.4) 0.56 Open surgery 312 280 236 187 163 144 134 123 104 90 7

Minimally invasive surgery 19 ™2 244 192 167 155 142 121 102 80 5
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LACC Trial — OS & DSS

A Overall Survival

1.00+ -—tmumumnu_o‘ﬂim
) %5%1‘
= Minimally
ﬁ 0.754 invasive
€ surgery
2
=
& 050
°
c
(-
T
8 0254  Hazard ratio for death from any cause,
g 6.00 (95% Cl, 1.77-20.30)
000 I 1 I I 1 I 1 1 I I
0 05 10 15 20 25 3.0 35 40 45 5.0
Years since Randomization
No. at Risk
Open surgery 312 282 237 190 164 146 136 125 104 90 7

Minimally invasive 319 297 249 198 174 163 150 133 113 87 5

surgery

B Disease-Specific Survival

25

— — n
(=] w o
1 1 1

from Cervical Cancer (%)
w
1

Cumulative Incidence of Death

Hazard ratio for death from cervical cancer,
6.56 (95% Cl, 1.48-29.00)

Minimally
invasive
surgery

Open surgery
—

0
0

No. at Risk

Open surgery

T T T T T T T T T
05 10 15 20 25 3.0 35 40 45 5.0

Years since Randomization

312 282 237 190 164 146 136 125 104 90 7

Minimally invasive 319 297 249 198 174 163 150 133 113 87 S

surgery
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ConCERV Trial

Evaluate the feasibility of _
conservative surgery in women with
early stage, low risk cervical cancer.

April 2010-March 2019

Single-arm Design
+ Patients with a cone

Fertility preservation option — PLND
Simple Hyst with LND

* ’Inadvertent” simple h¥)st with diagnosis of
cancer --> 2" surgery PLND

Inclusion

. %tage IA2-1B1 SCC or Adenocarcinoma (gr 1 or

¢ <2cm tumor size, <10mm DOI

* No LVSI

* Negative conization margins

* Negative imaging for metastasis

Evaluable participants
(n=100])

]

Conization followed by
LM assessment only
{fertility preservation)

(n=44)

| |
Conization followed by "Inadvertent” simple
simple hysterectomy and hysterectomy followed
LN assessment by LN dissection

{n=40) (n=16)

Positive LN
(n=2)*

Recurrent disease
(n=1/42, 2.4%)

Pasitive LN Positive LN
(n=3)* [n=0])

Residual disease in
l— hysterectomy specimen e

(n=1)*

Recurrent disease
(n=2/16, 12.5%)

Recurrent disease
(n=0/36, 0.0%)
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ConCERV Trial

Table 1 Study accrual by partcipating site Table 2 Patient demographic and pathology information

Institution City Country Number of evaluable participants Age at surgery (years):

MO Anderson Cancer Center Heuston USA 36 (36%) Mean 39

Institule de Gancerologia Medalin Colombia 14 (14%) Median 38
Instituto Nacional de Enfermedades Neoplisicas Lima Part 13 (13%;) Range 23-67
Barretos Cancer Hospital Barretos Brazil B (B%) Stage (FIGO 2009), N (%)

Hespital Haliano Bugnos Aires Argentina 6 (6%) 1A2 33 (33%)
Instituto Bresileire de Controle do Gancer S8o Paulo Brazil 6 [69%) IB1 67 (67%)
Hospital Erasto Gaeriner Curitiba Brazil 5 (59%) Histology, N (%)

Institute Macional de Cancenologia Maxico City Miien 4 (4%) -

Lyndon B, Johnsan HospitalHarris Health Houston USA 3 (3%) Saamons el carcrone Bon)
Chutalongkorm Univarsity Bangkok Thailand 1(1%) Adenocarcinoma 52 (52%)
Royal Women's Hospital Melbourne Australia 1(1%) Surgical approach, N (%)

Nabraska Mathadist Health System Omaha UsA 1(1%) Laparoscopic 83 (83%)
Instituto de Ginecologla de Rosario Rosario Argentina 1(1%) Robotic 13 (13%)
Fondazione Policlinico Universitania A Gemelll IRCCS Rorme Italy 1(19%) Open 4 (4%)

Lymph node assessment, N (%)

Results: Median f/lu 36.3mo Bwiivade et ks

Sentinel lymph node biopsy+full lymph
node dissection

Disease recurrence of 3.5% sobelmphrcoeEoB Ao A%
(95% CI, 0.9 — 9.0%) at 2yrs
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How about SHAPE?

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Simple versus Radical Hysterectomy in
Women with Low-Risk Cervical Cancer

Marie Plante, M.D., Janice S. Kwon, M.D., Sarah Ferguson, M.D.,
Vanessa Samouélian, M.D., Gwenael Ferron, M.D., Amandine Maulard, M.D.,
Cor de Kroon, M.D., Willemien Van Driel, M.D., John Tidy, M.D.,

Karin Williamson, M.D., Sven Mahner, M.D., Stefan Kommoss, M.D.,
Frederic Goffin, M.D., Karl Tamussino, M.D., Brynhildur Eyjélfsdéttir, M.D.,
Jae-Weon Kim, M.D., Noreen Gleeson, M.D., Lori Brotto, Ph.D., Dongsheng Tu, Ph.D.,
and Lois E. Shepherd, M.D., for the CX.5 SHAPE investigators*

23 Division of Gynecologic Oncology LIB MEDICINE
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Hysterectomy Comparison

Types of Hysterectomy

Radical Hysterectomy Simple Hysterectomy
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How about SHAPE?

Multicenter, randomized, noninferiority trial (margin 4%) comparing radical

hysterectomy with simple hysterectomy including LN assessment in low-risk
cervical cancer

Trial Schema

Low-risk cervical
cancer as defined by: R Arm 1
*«  Sguamous cell, A _(—l
adenocarcinoma, . Control
adenosquamous D Radical
carcinoma * -
Stage 1A2 and IB1 o) Hysterectomy Pelvic
< 10 mm stromal M —_> recurrence
invasion on | t t3
LEEP/cone Arm 2 ratea years
< 50% stromal Stratification: Z —
T — 1.  Cooperative Group E (Experimental)
- - r 2. Sentinel node mapping (Yes vs Na) .
':';; dimensionof |13 gage (1a2 vs IB1) Simple
=0 mm 4 Histological type (Squamous vs 1 *
Grade 1-3 or not adenocarcinoma/adenosquamous) - HVStere‘:tomv
assessable 5.  Grade (1-2 vs 3 vs not assessable) 1

25 Division of Gynecologic Oncology LHB MEDICINE
Plante M et al. N Engl J Med 2024



SHAPE Outcomes

* Primary Outcome: Pelvic recurrence at 3 years

« Secondary time to event outcomes:
» Pelvic recurrence-free survival
» Extra-pelvic recurrence-free survival
» Recurrence-free survival
» Overall survival

« Additional secondary outcomes
» SLN detection
« Parametrial involvement
* Margins
 PLN involvement

26 Division of Gynecologic Oncology LHB MEDICINE
Plante M et al. N Engl J Med 2024



SHAPE Surgical & Tumor Results

Table 1. Characteristics of the Patients at Baseline.®
Simple Radical
Hysterectomy Hysterectomy
Characteristic [N =350} (N =350)
Race or ethnic group — no. (%) T
White 264 (75.4) 261 (74.6)
Asian 22 (6.3) 19 (5.4) . . :
o 209 s e Table 2. Secondary Surgical Outcomes among Patients Who Underwent Surgery as Randomly Assigned.
Arnerican Indian or Alaska Native 2 (0.6) 1(2.3)
Mot reported 46 (13.1) 50 (14.3) Siwle Radical
Unknown 1307 14 (40) Hysterectomy Hysterectomy Difference
Age Outcom W - ¢
Median (range) — yr 42 (26-77) 45 (24-80) . (N 33" (N 337’ ‘95% G)
Distribution — no. (36)
=50yr 271 (77.4) 246 (70.3)
=50 yr 79 (22.6) 104 (29.7)
ECOG performance status — no. (36) ]
o 336 (96.0) 335 (95.7)
1 14 (4.0) 1337 ’
3 0 1(03) specimen
Data missing o 1(0.3)
Median bady-mass index (range}§ 25.0 (16.4-51.3) 248 (16.1-57.6) Positive nodes on final pathology specimen 11(33) 14(42) 09(-3.7t02.0)
e ! s (a2 NP Residua disease in hysterectomy specimen 154 45.8) 159 (472) -13(-831062)
Adenocarcinama 114 (32.8) 131 (37.4) . 5
Adenosquamous carcinams 15650 s a Lesions >2 cm on final pathology specimen 14(42) 14(42) 00(-3.0t03.0)
IR=nCd B R AR ol O6) Parametrial involvement 0 6(18) -18(-3.2t0-04)
220 (AL 4} (b Parametrial involvement and lesions >2 cm on final 0 2(06)
e g pathology specimen
2 129 (36.9) 123 (35.1)
3 49 (14.0) 49 (14.0) * The 95% confidence intervals (Cls) were not adjusted for multiplicity and should not be used in place of hypothesis testing,
Not assessable 96 (27.4) 91 (26.0)
Diagnestic procedure — no, (%)
LEEP or conization with or without cervical biopsy 294 (84.0) 267 (76.3)
Cervical biopsy only 52 (14.9) 77 (22.0)
Missing 4(L1) &(L7)
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SHAPE Adverse Events

. . . .
Intraoperative surgical complications
Simple Radical
. . Butcome (N=318) (N=1344) P Value
« 7.1% (Simple) vs. 6.4% (Radical)
Intraoperative injury
Any intraoperative injury 24 (7.1) 22 (6.4) 0.77
All Treated Patients Post Surgery Bladder 3 (039) 5 (26) 014
Ureter 3 (0.9) 5 (1.5} 0.73
Intraoperative complications Simple Radical P-value Merve 5 {1.5) 2 (0.6} 028
Hysterectomy Hysterectomy Bowel 2 (0.6} 2 (0.6) 1.00
N=338 (%) N=344 (%) Vein 4 (1.2) 1(0.3) 021
Intraoperative Injury \ 24(7.1) | 22 (6.4) | 077 Other 7 @0 3 {09 022
«Bladder 3 9 014 Surgery-related adverse event =4 wh after surgery}
Any adverse event 144 (42.6) 174 {50.6) 0.04
*Ureter 3 S 0.73 Abdominal pain 33 (9.8) 42 (12.2) 0.33
*Nerve 5 2 0.28 Constipation 16 (4.7) 22 (6.4) .40
*Bowel 2 2 1.00 Fatigue 19 (5.6) 23 (6.7) 0.63
*Vein 4 1 0.21 Paresthesia 14 (4.1} 22 (6.4) (]
*Other 7 3 0.22 Urinary incontinence % (2.4) 19 (5.5) 0.05
= 3 - ” ¥ Urinary retention 2 (0.6} 32 (11.0) <0.001
Pelvic pain 19 (5.6) 9 (2.6) 0.05
U H I t H d R t t 1 Surgery-related adverse evet >4 wk after surgery}
rl n a ry n CO n I n e n Ce a n e e n IO n Any adverse event 181 (53.6) 208 (60.5) 0.08
. . . Abdaminal pain 36 (10.7) 47 (1370 024
remained significant both <4 weeks
Fatigue 19 (5.6) 28 (8.1) 023
Paresthesia 17 (5.0) 22 (6.4) a.51
post op to 4 weeks + post op Patpbe ey e o
Urinary incontinence 16 (4.7) 3% (110 0.003
Urinary retention 2 (0.6} 34 (9.9) <0.001
Dryspareunia 21 (6.2) 19 (5.5) 075
Pelvic pain 23 (6.8) 17 {4.9) 0.33
Lymphedema 35 (10.4) 36 (10.5) 1.00
Hat flashes 14 (4.1} 20 (5.8) 038
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SHAPE Recurrence

No. at Risk
Simple 350 328 311 273
Radical 350 329 315 286

4 5 6 7

Years

204 133 6l 31
208 132 66 31

8

14
16

57 Median :
follow-up: ' Simple hysterect
o i imple hysterectom
-'3 g 49 45yr : T e 4
ﬁ % : Radical hysterectomy
3 !
5 & :
8o-¢ :
g 2 2 ' 3-Yr pelvic recurrence:
-4 * Simple hysterectomy, 2.52%
g = 14 ! Radical hysterectomy, 2.17%
a = : Difference, 0.35 percentage points
: (90% Cl, -1.62 to 2.32)
0 T T T T T T T T T 1
0 1 2 3

10

Figure 1. Kaplan-Meier Curves for Pelvic Recurrence.

Hazard
Ratio
{95% C1)

154 (0.69-3 45)
112 (0.47-2.67)

3.82 (0.79-18.4)

1.09 (0.35-3.14)

Table 3. Sites of Disease Recurence and Causes of Death.*
Event Intention-to-Treat Analysic
Simple Radical
Hysterectemy Hysterectomy
[N=350) N =350
number (percent)
Disease recurrence | 15 (4.3) 10(2.9)
Pelvic recurrence 11 3.1) 10(29)
Vaginal vault 9(28) 8(23)
Parametrium 1{03) o
Lower paraaortic and commen 1{0.3) o
liac lymph nodes
Central pelvis 0 1(03)
Pelvic sidewall ] 1({0.3)
Extrapelvic recurrence Ti{zoy 2 (006)
Abdomen 2(08) o
Paraaortic lymph nodes 2 (0.8) 2 (06)
Supraclavicular lymph nodes 1(0.3) 0
Interaortecaval and obturator 1{0.3) o
lymph nodes and vaginal vault
Vaginal introitus 1{0.3) o
Death 7(2.0) 7(20)
Cervical cancer 4(L1) 1(03)
Other primary cancer 1(0.3) 3(09)
Other medical condition 2 (0.8) 3(09)

Simple

Hysterectomy Hysterectomy
(N=317)

Radical

{MN=312)

number (percent)

12 (3.8)

10(3.2)

9(2.8)

1403)
0

L]

0
44L3)

0
1403)
140.3)
1403)

1{0.3)
340.9)
2(0.6)
0
140.3)

10(3.3)
1033
8 (26
0
0

1(0.3)
1(03)
2(08)

2 (0.8)
0
0

1]
4(13)
1103
2 [0.6)
1003

Per-Protocol Analysis

Hazard
Ratio
(95% CI)

118 (0.51-2.77)
101 (0.42-2.44)

203 (0.37-11.2)

0.71 [0.16-3.21)

* Hazard ratios are from stratified proportional-hazards medels for secondary time-to-event outcomes (tests for superiority). The 95% Cls
were not adjusted for multiplicity and should not be used in place of hypothesis testing. The intention-te-treat analysis included all patients
who underwent randomization; the per-protocol analysis included all patients who met the eligibility criveria at the time of randomization,
underwent randomization, underwent surgery, and had postsurgical findings that did not meet criteria for exclusion an the basis of disease

severity.

T Patients may have both pelvic and extrapelvic recurrences.
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SHAPE Conclusions

« Simple hysterectomy was non-inferior to radical hysterectomy with respect to
pelvic recurrence at 3 years in patients with low-risk cervical cancer

e The 3.6% overall recurrence in SHAPE was consistent with ConCerv of 3.5%.

» This suggests that patients with LVSI and grade 3 disease with + margins on cone
or LEEP could be offered conservative surgery, although small numbers in this

study.

Stage I1A2=IB1 cervical carcinoma

(All conservative surgery criteria met):

* Cone biopsy! (preferred)

+ Mo LVSI (preferred)

+ Megative cone margins {preferred)

+ Sguamous cell (any grade) or usual type T i _

_» Type A hysterectomy . Surgical Findings

::::mﬁpﬂiﬁ: E';:ﬁ:;mn: 2) (profarred), or + 5LN mapping or pelvic lymphadenectomys (CERV-E)

+ Tumor size 52 cm

+ Depth of invasion <10 mm on cone.J i no conization,
MRI® must show <50% cervical stromal invasion

+ Negative imaging for metastatic disease
(MRI recommended)
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SHAPE Limitations

« Median follow up 4.5 years

« Surgical approach e.g. open or MIS was at surgeon discretion after
randomization

* Not generalizable to patients that not meeting this stringent criteria
« Black women underrepresented
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SHAPE vs. ConCERV

ConCerv trial SHAPE trial (2024)3 ConCerv trial SHAPE trial (2024)%
(2021)" (2021)’

Study design Prospective trial Randomized non- Study design Prospective trial Randomized non-
inferiority trial inferiority trial
Surgical CKC with or without ~ Simple vs radical Surgical CKC with or without  Simple vs radical
intervention simple hyst hyst intervention simple hyst hyst
Primary outcome Immediate failure Pelvic recurrence at Primary outcome Immediate failure Pelvic recurrence at
(residual cancerin 3y (residual cancerin 3y
hysterectomy hysterectomy
specimen) specimen)
*Lymph node assessment required in all tri *Lymph node assessment required in all tri
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Stage | Fertility Preservation

CLINICAL STAGE® PRIMARY TREATMENT (FERTILITY SPARING)™

Stage IA1

no lymphovascular
space invasion
(LvsI)

Stage IA2-1B1 (based
on cone biopsy and all
conservative surgery
criteria must be met):

Cone biopsy! with negative marginsk
—_—

(if positive margins, repeat cone biopsy or perform trachelectomy)

(preferably a non-fragmented specimen with at least 1-mm negative margins¥)

Surveillance

(CERV-11)

_ Surveillance

*No LVSI i

* Negative cone margins Cone biopsy! with negative marginsk

* Squamous cell (any = |E
grade) or usual type pelvic lymphadenectomy?
adenocarcinoma (grade 1 or sentinel lymph node [SLN] mapping
or 2 only)

¢ Tumor size £2 cm

* Depth of invasion €10 mm

* Negative imaging for
metastatic disease Radical trachelectomy

+ pelvic lymphadenectomy9

(consider SLN mapping)9

Stage IA1-1A2 or i

with LVSI Cone biopsy! with negative margins¥
(preferably a non-fragmented specimen with at least 1-mm negative
margins®)

(if positive margins, repeat cone biopsy or perform trachelectomy)
+ pelvic lymphadenectomy
(consider SLN mapping)9

Stage I1B1f

not meeting Radical trachelectomy
conservative + pelvic lymphadenectomy9
surgery + para-aortic lymphadenectomy
criteria (consider SLN mapping)?'
Select 1B2f9

(CERV-11)

Surgical Findings
(CERV-5)

Surgical Findings
(CERV-5)
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CLINICAL STAGE® BIOPSY RESULTS

Negative margins
and medically
inoperable

Negative margins
and medically
operable

Positive margins
for dysplasia

or carcinoma
and medically
inoperable

Stage IA1 Cone
biopsy!

nolvsl —

Positive margins
for dysplasia

ghnedically

Stage IA2-IB1 cervical carcinoma

(Based on cone biopsy and all

conservative surgery criteria must be

met):

*No LVSI

* Negative cone margins

* Squamous cell (any grade) or usual
type adenocarcinoma (grade 1 or 2
only)

* Tumor size <2 cm

* Depth of invasion <10 mm

Negative imaging for metastatic diseasg

or carcinoma _—

Stage | Non-Fertility Preservation

PRIMARY TREATMENT (NON-FERTILITY SPARING)

— Observe

— Extrafascial hysterectomy9

—— Brachytherapy" t pelvic EBRT"

Surveillance

(CERV-11)

Consider repeat cone biopsy! to better evaluate
depth of invasion to rule out stage 1A2/IB1 disease
or

Extrafascial (if margin positive for dysplasia) or
modified radical hysterectomy

+ pelvic lymphadenectomy if margins positive

for carcinoma? (category 2B for node dissection)
(consider SLN mapping)?

Extrafascial hysterectomy

B ——_—

+ pelvic lymphadenectomy9
(or SLN mapping)

Modified radical hysterectomy

+ pelvic lymphadenectomy9

Stage IAT=

Footnotes on CERV-3A

(consider SLN mapping)?

or
Pelvic EBRT™™° + brachytherapy™

Surgical Findings
(CERV-5)

Surgical Findings

(CERV-5)

Surgical Findings

(CERV-5)

Surveillance

(CERV-11)
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Stage | Radical Treatments

CLINICAL STAGES®

Stage IB1_ (category 1)

not mEEtll‘_lg * para-aortic lymphadenectomy (category 2B)
conservative . | (consider SLN mapping)9!

surgery criteria or

Stage IB2 Pelvic EBRT™N

Stage IIA1 + brachytherapy”

t concurrent platinum-containing chemotherapyP

Pelvic EBRT"

+ concurrent platinum-containing chemotherapyP
+ brachytherapy"

(category 1)

or

Stage IB3 and Stage l1A2 Radical hysterectomy

Radical hysterectomy + pelvic lymphadenectomy9

PRIMARY TREATMENT (NON-FERTILITY SPARING)

—— Surgical Findings (CERV-5)

— > Surveillance (CERV-11)

—— > Surveillance (CERV-11)

(also see CERV-6 for additional + pelvic lymphadenectomy9
recommendations for non-primary * para-aortic lymphadenectomy (category 2B)
surgery patients) or

Pelvic EBRT"

+ concurrent platinum-containing chemotherapyP
+ brachytherapy"

+ selective completion hysterectomy9

(category 3)

» Surgical Findings (CERV-5)

——  Surveillance (CERV-11)
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LACC Nodal Assessment Options

CLINICAL STAGE ADDITIONAL WORKUP

Pelvic EBRT"
Negative + concurrent platinum-containing chemotherapyP
adenopathy + brachytherapy”

(category 1)

Radiologic
imaging only®

Positive Imaging results
adenopathy (CERV-7)

Stage IB3, Stage 1IA2
(See CERV-4 for alternative
recommendations for these patients)

Stage IIB, Ill, IVA Pelvic EBRT"

. + concurrent platinum-containing chemotherapyP

Negative ‘ + brachythera‘::y" 9 w
(category 1)

Surgical staging
(category 2B)
with
para-aortic * pelvic
lymphadenectomy9

Node Status
(CERV-8)

Positive
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LACC Management — Impact of Nodal Information

IMAGING RESULTS

Pelvic EBRT"
+ concurrent platinum-containing chemotherapy?
+ brachytherapy”

(category 1)

+ para-aortic lymph node EBRT"

Pelvic node
positive;
Para-aortic lymph
node negative

elvic EBRT"
+ concurrent platinum-

— [ containing chemotherapyP| —
+ brachytherapy”

(category 1)

or Para-aortic

negative

Surveillance

(CERV-11)

Surgical staging of
para-aortic nodes"

Para-aortic

positive — |Extended-field EBRT"

+ concurrent

Positive
I

adenopathy by
CT, MRI, and/or
FDG-PETI/CT
(FIGO 2018
Stage IlICr)°©

Pelvic node
positive;

platinum-containing
chemotherapyP

Para-aortic lymph
node positive

Distant metastasest
with biopsy
confirmation as
clinically indicated

Systemic therapy®
* individualized

+ brachytherapy”

radiation therapy (RT)™V
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Impactful Clinical Trials — LACC & Metastatic
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But first a case....

« 35 y/o G4P4 presents with a chief complaint of “two years of irregular
bleeding” with normal ED examination and negative STI testing

* No healthcare in 6 years since birth of last child
« PMH - Hypertension

« PSH-BTL

« SH -+ Tobacco

 FH — No known malignancies

» Diagnosis — T2B lesion
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Locally Advanced Cervical Cancer Treatment Options

A.

Mmoo

Al

Radiation with concurrent cisplatin — Post 1999 Standard

Radiation with concurrent cisplatin and immunotherapy — Future Standard?
Radiation with concurrent immunotherapy — What happened to CDDP?
Radiation with concurrent cisplatin and gemcitabine — Probably not

Neoadjuvant chemotherapy with platinum/taxane followed by surgery — EORTC-
55954

Neoadjuvant chemotherapy with platinum/taxane followed by chemoradiation —
EORTC-55954 /| GCIG Interlace

40
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GCIG INTERLACE - NACT + ChemoRT vs. ChemoRT

Randomised (n=500)

Induction chemotherapy (n=250)

Carboplatin (AUC2) & paclitaxel (80mg/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) &
brachytherapy to give a minimum total EQD2 dose of 78Gy to
point A,3D brachytherapy recommended
Overall treatment time </=50days
All centres underwent RTQA

Follow-up

3-monthly for 2 years then 6-
monthly for 5 years

Stratified by

Design

« Site

» Stage

* Nodal status

* 3DVIMRT
EBRT

« 2DVv3DBT

* Tumour size

* SCC v other

* Open-label RCT

IB1 node+, I1B2, I, llIB, IVA (NO + PA
nodes)

Superiority for NACT with OS HR

Primary endpoints

0.65-0.70

PFS
0s

70-84% power

Secondary
endpoints

Hierarchical testing type | error of 5%
(PFS - 0OS)

Adverse events
Pattern of
relapse

QoL

Time to
subsequent
treatment
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GCIG INTERLACE - NACT + ChemoRT vs. ChemoRT

Adherence to Cisplatin

CRT alone Induction Chemo + CRT
(N=250) (N=250}

FIGO stage (2008) No. of patients (%)

B1 2(<) 2() CRT alone IC+ CRT

B2 20) 19(8) (n=250) (n=250)

1A 14(6) 17(7)

176 (70) 178 (71) No. of patients (%)

1B 30(12) 26(10) Completed 5 cycles 197 (79) 169 (68)

VA 52) 8(3) Completed at least 4 cycles 224 (90) 212 (85)
Cell type Main reasons for <5 cycles:

Non-squamous 45(18) 44(18) .
| Squamous 205(82) 206 (82) | A_dverse:; eve!\ts leading to 33 (13) 68 (27)

discontinuation:

Nodal status
| Negative 142 (57) 146 (58) l Haematological 4 34

Positive 108 (43) 104 (42) Non-haematological 25 20

: Both 4 14

hong_;esltumour diameter, cm 49(18428) 48(13135)

edian (range)

Other 20 (8) 13 (5)

e e, s, (IOTESS

42 Division of Gynecologic Oncology

B MEDICINE

McCormack M, Gallardo D, Eminowicz G, Diez P, et al. ESMO 2023



GCIG INTERLACE - PFS

A
100 —— Chemoradiotherapy alone
— Induction chemotherapy with chemoradiotherapy

804
g
=
S 604
2
g
= B
=
o
g 407
=)
e
[-

20

Hazard ratio 0-65 (95% Cl 0-46-0-91)
p=0.013
0 T T T T T T T T 1
0 12 24 36 48 84 96 108 120 132

Number at risk
(number censored)

Chemoradiotherapy alone 250 (0) 207(12) 159(31) 142(43) 116(60)
Induction chemotherapywith  250(0)  225(4) 180(22) 154(37) 136(51)

chemoradiotherapy

45(122) 21(147) 6(160) 3(1
53(132) 25(159) 9(175)  3(1

(162)  0(165)
(181)  0(184)
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GCIG INTERLACE - OS

£ 60
©
: S
2
T
g 404
S
204
Hazard ratio 0-60 (95% Cl 0-40-0-91)
p=0-015
0 T T  § T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120 132

Number at risk

(number censored)
Chemoradiotherapy alone 250 (0)
Induction chemotherapy with 250 (0)

chemoradiotherapy

Time since randomisation (months)

230(13) 186(33) 157(49) 132(66) 105(86) 75(112) 48(138) 24(163) 6(179) 3(181) 0(184)
240(5)  196(31) 169(48) 150(65) 118(90) 83(122) 55(148) 26(176) 9(193)  4(199) 0(202)
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GCIG INTERLACE - Conclusions

 NACT followed by ChemoRT in predominantly Stage Il node negative patients
improved PFS by 9% and OS by 8% at 5 years
« PFS HR 0.65 (95% CI, 0.46-0.91), p=0.013
« OS: HR 0.60 (95% CI, 0.40-0.91), p=0.015

« Adherence to chemoradiation was good
* Most radiation was not IMRT
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Back to the Case....

g 29

L J
1t ¢
, %
‘ = 0,00
‘Q _"'iﬂ
e ;
"’
»
e

12067199

Persistent Cervical
Disease

46 Division of Gynecologic Oncology

B MEDICINE



Posttreatment PET/CT in Cervical Cancer

Table 1. Baseline Characteristics

: Figure 2. Cause-Specific and Progression-Free Survival Rates for Patients
No. (%) of Patients®

I 1
'"'(‘ga':?‘ggg’ "t ProSp?nCtz'vgz?‘)hm Cause-Specific Sunvival Progression-Free Sunvival

Age, median (IQR), y 49 (41-57) 51 (42-60) 1.0 L I None 1.0+ O
Clinical stage | I B

Ib1 17 (11) 13 (14) 5 054 5 084 I

b2 35 (23) 14 (15) £ 5 ; o Nom

la 49 22 8 06 R o5l |

llb 52 (34) 42 (48) E ! DE.) LT C

lla 2 (1) 1(1) so04d | T Parsistent 7 044 }

lilb 40 (26) 18 (20) ; 2 [ Parsistent

Va 2(1) 2(9) 5 0o g 024
PET lymph node status ) 0 L L

None 48 (32) 48 (52) 0 1 0 New

Pelvic 81 (53) 30 (33) ‘ ‘ ‘ ‘ : ‘ ‘ ‘

Pe\vin.:: and para-aortic 23 (1 5) 14 (1 5) 0 20 40 60 O 20 40 60
Tumg(,g UZ?;?)'SSV 141 (93) 8188) Time After Therapy, mo Time After Therapy, mo

Adenocarcinoma 4(3) 78) No. at risk No. at risk

Adenosquamous 6 (4) 1(1) Nona 65 48 13 Nona 65 4 11

Clear cell 1(1) 3@ Persistent 15 11 3 Persistent 15 4 1
Abbreviations: IQR, interquartile range; PET, positron emission tomography. New 12 1 0 New 12 0 0

2Unless otherwise indicated.
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Cervical biopsy is positive for recurrent cervical
cancer — Next steps?

Carboplatin/paclitaxel/pembrolizumab
Carboplatin/paclitaxel/pembrolizumab/bevacizumab
Carboplatin/paclitaxel/atezolizumab
Carboplatin/paclitaxel/atezolizumab/bevacizumab
Topotecan/paclitaxel/bevacizumab

Single agent pembrolizumab

Tisotumab vedotin

Trastuzumab deruxtecan (T-DXd)

Other single agent chemotherapy

-~ I omMmoow e
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Modern “Pathologic” Assessment

H&E Image for Reference only

PD-L1 22C3 FDA PD-L1 EXPRESSION

Reference Ranges
o, (KEYTRUDA®) for
‘{%&T@, Cervical: PD-L1 PD-L1 Expression |CPS >/=1
"\ EXPRESSION ——
: : CPS <1
Combined Positive Expression

" Score: 13
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Recurrent Cervical Cancer Management

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation®?

Recurrent or Metastatic Disease

First-line Therapy?-9d

Second-line or Subsequent Therapyi

Preferred

Redgimens

= Cisplatin

= Carboplatin
if patient
is cisplatin
intolerant

Other
Recommended
Regimens®

(if cisplatin and
carboplatin are

unavailable)
= Capecitabine/

mitomycin
- Gemcitabine
- Paclitaxel34

Preferred Regimens
* PD-L1—positive tumors
» Pembrolizumab + cisplatin/paclitaxel
+ bevacizumab (category 1)¢f9.h.5
» Pembrolizumab + carboplatin/paclitaxel
+ bevacizumab (category 1)e:f9.h.5
- Cisplatin/paclitaxel/bevacizumab®-h-6
(category 1)
- Calrboplatim'p::\o::litaxel.v‘bevacizumalb‘*-h

Other Recommended Regimens

- Cisplatin/paclitaxel (category 1)7.8

- Carboplatin/paclitaxel®:1
(category 1 for patients who have received prior
cisplatin therapy)

- Topotecan/paclitaxel/bevacizumab¢-h.6.11
(category 1)

- Topotecan/paclitaxel

- Cisplatin/topotecan

« Cisplatin®

« Carboplatin12:13

Preferred Regimens i

« Pembrolizumab for TMB-H tumorsfi or PD-L1—positive?
or MSI-H/dMMR tumorsf-14

* Tisotumab vedotin-tftv

- Cemiplimab®16

Other Recommended Regimens
- Bevacizumab®

- Paclitaxel13:17

= Albumin-bound paclitaxel
= Docetaxel

* Fluorouracil

*» Gemcitabine

* Pemetrexed

- Topotecan

= Vinorelbine

« Irinotecan

Useful in Certain Circumstances
= PD-L1—positive tumors
» Nivolumabf9:
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki'?
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
» Larotrectinib
» Entrectinib
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NCCN recommendations — Levels of Evidence

NCCN Categories of Evidence and Consensus
Category 1 Based upon high-level evidence, there is uniform NCCN consensus that the intervention is appropriate.
Category 2A Based upon lower-level evidence, there is uniform NCCN consensus that the intervention is appropriate.
Category 2B Based upon lower-level evidence, there is NCCN consensus that the intervention is appropriate.
Category 3 Based upon any level of evidence, there is major NCCN disagreement that the intervention is appropriate.
All recommendations are category 2A unless otherwise indicated.
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KEYNOTE-826 — Paclitaxel, Platinum, Pembrolizumab +
Bevaciumab

.
Table 1. hic and Disease Ch istics of the Patients at Baseline (Intention-to-Treat Population).” D eS I g n

Pembrolizumab Group Placebo Group
Characteristic (N=308)} (N=309)
Age -
o () S o e Double blind RCT
=65 yr — no. (%) 48 (15.6) 52 (16.8)
Race — no. (36)1
White 170 (55.2) 190 (61.5) o

Placebo-controlled 1:1
ECOG performance-status score — no. (%)§
_ i e Chemo + Pembro/Placebo for up to
: o B 35 cycles

m 5(1.6) 8(2.6)
A 4013) 8 (2.6) .
* Multiple hypoth tested
e i A uitpie otheses 1esle
V8 94 (30.5) 96 (31.1) 0
Disease status at trial entry — no. (%) ° 90 / f II
Metastatic| 58 (18.8) 64 (20.7) 0+ power Or a
Persistent of recurrent with distant metastases 199 (64.6) 179 (57.9)
Persistent or recurrent without distant metastases 51(16.6) 66 (21.4) o .
e e e o » PD-L1 stratification
Adenocarcinoma 56 (18.2) 84 (27.2)
Adenosquamus carcinoma 15 (49) 14(4.5)
Squamous-cell carcinoma 235 (76.3) 211 (68.3) ° A I 15 th
oS e et 911 ccrua months!
a 35 (11.4) 34 (11.0)

1to <10 115 (37.3) 116 (37.5)
=10 158 (51.3) 159 (51.5) = 11 201 8 - 2 2020

Previous therapy — no. (%)

Chemoradiotherapy and surgery 49 (15.9) 56 (18.1)
Radiotherapy and surgery 22 (7.1) 23 (7.4)
Chemoradiotherapy only 125 (40.6) 118 (38.2)
Radiotherapy only 31 (10.1) 24 (7.8)
Surgery only 23 (7.5) 24 (7.8)
None 58 (18.8) 64 (20.7)
Bevacizumab use during the trial — no. (%)
Yes 196 (63.6) 193 (62.5)
No 112 (36.4) 116 (37.5)
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KEYNOTE-826 - PFS (PD-L1 =1, ITT)

A Patients with a PD-L1 Combined Positive Score of =1
Hazard ratio for disease progression or death,
9 1004 0.62 (95% Cl, 0.50-0.77)
S g P<0.001
3w
§ 70
60
$ 50
& Pembrolizumab
£ 401
w304
o
Eﬂ 20
& 10 Placebo
0 T T T T T T T T |
0 3 6 9 12 15 8 21 4 7
Months
No. at Risk
Pembrolizumab 273 238 208 143 112 101 66 34 10 0
Placebo 275 229 170 103 81 63 38 13 1 0

B Intention-to-Treat Population

[a—

[ =)

(=]
|

Progression-free Survival (26)
[ R = LY =]
TTTTT

Hazard ratio for disease progression or death,
0.65 (95% Cl, 0.53-0.79)
P<0.001

Pembrolizumab

Placebo

40-
304
20
10
0 T T
0 3 6
No. at Risk
Pembrolizumab 308 263 229
Placebo 309 259 195

| 1
9 2 15 18 21 4 7

Months

15 123 110 70 35 10 O
m &% 71 39 13 1 0
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KEYNOTE-826 — PFS (PD-L1 > 10)

C Patients with a PD-L1 Combined Positive Score of =10 D Subgroup Analysis in Intention-to-Treat Population
100 Hazard ;atio for disease progression or death, No. of Events/ Hazard Ratio for Disease Progression
3 T 0.58 (95% CI, 0.44-0.77) Subgroup No. of Patients or Death (95% Cl)
L3 90| P<0.001
s 80 Overall 406/617 ] 0.65 (0.53—0.79)
VE, 70+ Age
,, 60+ <65 yr 345/517 . 0.63 (0.50-0.78)
(g .
£ 50 Pembrolizumab =65 yr 61/100 — 0.77 (0.42-1.42)
.S 40 - Race
n 4
a ;g White 239/360 = 0.70 (0.53-0.91)
I 1 Non-White 139/221 —— 0.64 (0.45-0.90)
s 10 Placebo
o ‘ , , ‘ , , ‘ | , ECOG performance-status score
0 3 6 [} 12 15 18 21 24 27 0 197/348 —a— 0.65 (0.48-0.87)
1 207/267 = 0.69 (0.52—0.93)
Months PD-L1 combined positive score
No. at Risk <1 51/69 -~ = 0.94 (0.52-1.70)
Pembrolizumab 158 138 124 20 62 58 35 21 7 [} 1to <10 152231 — - 0.68 (0.40—0.94)
Placebo 159 131 a5 60 47 35 19 3 ] 0 ~10 203/317 - 0.58 (0.44—0.77)
Concomitant bevacizumab
Yes 234/389 —.— 0.61 (0.47-0.79)
No 172/228 —— 0.74 (0.54-1.01)
Metastatic disease at diagnosis
Yes 137/190 0.92 (0.64—1.30)
No 260,427 - 0.58 (0.45-0.75)
T T T T 1
0.25 Q0.5 1.0 2.0 4.0
B — S
Pembrolizumab Placebo
Better Better
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KEYNOTE-826 — Immature OS (PD-L1 > 1, ITT)

A Patients with a PD-L1 Combined Positive Score of 21 B Intention-to-Treat Population
Hazard ratio for death, Hazard ratio for death,
100+ 0.64 (95% CI, 0.50-0.81) 100+ 067 (95% CI, 0.54-0.84)
90+ P<0.001 90+ P<0.001
g W g 80
5 701 . 5 701
E 60 Pembrolizumab % 60 Pembrolizumab
g 50 g 50
3 404 3 404
g 30+ v 304
0 204 Placebo 6 204 Placebo
10 10
0 I l I l l I l I l ] 0 l I I l I l I l I |
0 3 6 9 12 15 BB 21 ¥ 7 N 0 3 6 9 12 I5 18 21 ¥4 277
Months Months
No. at Risk No. at Risk
Pembrolizumab 73 60 250 229 204 181 132 8 34 6 0 Pembrolizumab 308 201 277 254 228 201 145 & 36 6 0
Placebo 275 1 235 206 168 140 100 55 25 4 0 Placebo 309 295 268 234 191 1e0 116 60 28 4 0
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Is this Better?

H&E Image for Reference only

3 PD-L1 22C3 FDA PD-L1 EXPRESSION = ——
(KEYTRUDA®) for
Cervical: PD-L1 PD-L1 Expression CPS >/=1
EXPRESSION No PD-L1 —
Combined Positive Expression
Score: 100 0 50 100

B MEDICINE
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KEYNOTE-826 — Immature OS (PD-L1 > 10)

C  Patients with a PD-L1 Combined Positive Score of =10 D Subgroup Analysis in Intention-to-Treat Population
Hazard ratio for death, No. of Events/
100 0.61 (95% Cl, 0.44-0.84) Subgroup No. of Patients Hazard Ratio for Death (95% CI)
90 P=0.001
g 80 Overall 312/617 —— 0.67 (0.54-0.84)
Y Pembrolizumab hee

s 60 o zuma <65yr 265/517 - 0.64 (0.50-0.82)
a 901 =65 yr 47/100 — w 0.88 (0.47-1.64)

T‘i’ ;g: Race
6 20 Placeh White 189/360 —— 0.68 (0.50-0.91)
104 acebo Non-White 107/221 — B 0.70 (0.47-1.04)

0 , , , , , , , , , | ECOG performance-status score
o 3 6 9 12 15 18 21 24 27 30 0 141/348 —= 0.68 (0.49-0.96)
1 169/267 —— 0.68 (0.50-0.94)
Months PD-L1 combined positive score
No. at Risk <1 40/69 — 1.00 (0.53-1.89)
Pembrolizumab 158 149 144 132 118 106 76 46 21 3 0 1to <10 118/231 —_—— 0.67 (0.46-0.97)
Placebo 159 151 135 116 95 81 56 31 15 1 0 -10 154/317 . 0.61 (0.44-0.84)
Concomitant bevacizumab
Yes 166/389 —— 0.63 (0.47-0.87)
No 146/228 = 0.74 (0.53-1.04)
Metastatic disease at diagnosis
Yes 104/190 — 0.84 (0.56-1.26)
No 208/427 —n— 0.61 (0.46-0.80)
O.IZS 0‘.5 1.0 2‘.0 4{0
Pembrolizumab Placebo
Better Better

LB MEDICINE
Colombo N, Dubot C, Lorusso D et al. N Engl J Med 2021
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KEYNOTE-826 — Conclusions

* Improved PFS in experimental arm
« PD-L1 1+: 10.4 vs. 8.2 months (HR 0.62, 95% CI 0.50 — 0.77, p<0.001)
* ITT: 10.4 vs. 8.2 months (HR 0.65, 95% CI1 0.53 — 0.79, p<0.001)
« PD-L1 10+: 10.4 vs. 8.1 months (HR 0.58, 95% CI1 0.44 — 0.77, p<0.001)

 Improved OS in experimental arm @ 24 months
« PD-L1 1+: 53% vs. 41.7% (HR 0.64, 95% CI 0.50 — 0.81, p< 0.001)
« ITT: 50.4% vs. 40.4% (HR 0.67, 95% 0.54 — 0.84, p<0.001)
 PD-L1 10+: 54.4 vs. 44.6% (HR 0.61, 95% CI 0.44-0.84, p<0.001)

 Over 20% of patients in experimental arm with a CR!
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KEYNOTE-826 — OS (PD-L1 > 1, ITT)

A B

0S: PD-L1 CPS =1 Population

0S: All-Comer Population

No. of Events/ Median OS, HR No. of Events/ Median OS, HR
Treatment Group No. of Patients (%)  Months (95% Cl) (95% CI) Treatment Group No. of Patients (%)  Months (95% CI) (95% Cl)
Pembro + chemo + bev 153/273 (56.0) 28.6 Pembro + chemo + bev 178/308 (57.8) 26.4
(22.1 10 38.0) 0.60 (21.3t0 32.5) 0.63
Placebo + chemo + bev 201/275 (73.1) 16.5 (0.49t0 0.74) Placebo + chemo + bev 228/309 (73.8) 16.8 (0.52 t0 0.77)
(14.5 to 20.0) (14.6 to 19.4)
100 1 12-month rate I 24-month rate 100 1 12-month rate 1 24-month rate
90 3 75.5% 53.5% 90 A § 74.9% ) 52.1%
50 4 3 63.2% : 39.4% 50 J 1 63.7% : 38.7%
70 : 70 :
::"“—-g- 60 : 1 :::Ci 60 : 1
Py 50 -‘----------.:--- o o 50—----------:- - e
o 40 1 o 40 1
1 1 1 1
30 H ¥ 1 30 1 1
1 1 1 1
20 1 | 20 H '
1 1 1 1
10 1 h 10 H I
L 1 1 L
1 1 1 1 1 1 T 1 1 T 1 1 1 1 1 1 1 T 1 1 1 1 1 1 1 1 1 1 1 1 1 T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (months) Time (months)
No. at risk: No. at risk:
273 261 251 231 206 189 168 157 146 136 128 116 90 52 22 0 308 292 278 266 230 210 187 173 160 150 138 126 95 55 22 2 O
275 261 235 207 173 149 129 117 107 91 81 68 45 24 3 0 O 309 295 268 235 196 170 149 130 118 101 87 72 48 26 3 0 0
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KEYNOTE-826 — OS (PD-L1 > 10)

C 0S: PD-L1 CPS 210 Population D 0S: Protocol-Specified Subgroups, All-Comer Population
No. of Events/ Median OS, R No. of Events/
Treatment Group No. of Patients (%)  Months (95% Cl) (95% CI) Subgroup No. of Patients I HR (95% Cl)
Pembro + chemo + bev 85/158 (53.8) 29.6 Qverall 406/617 —— 0.63 (0.52-0.77)
(20.6 to NR) o 440t.580 . Age, years |
Placebo + chemo + bev 114/159 (71.7) a 013(;424 » . 00. <65 345/517 —_ 0.60 (0.49-0.75)
_ _ >65 61/100 —.-|— 0.84 (0.48-1.46)
100 5 1 12-month rate ! 24-month rate Race
90 17500 !5 4% White 238/360 —=— | 0.63 (0.49-0.83)
80 1 61.6% | 42.5% All others 144/221 —a— 0.62 (0.44-0.87)
: ECOG performance status score |
= ' 0 192/348 —-— 0.62 (0.46-0.83)
i A s, - — 1 212/267 +| 0.68 (0.51-0.91)
‘8 | PD-L1 combined positive score
! <1 52/69 —ml— 087050152
: 1to <10 155/231 —— 0.63 (0.45-0.86)
: 210 199/317 —— | 0.58 (0.44-0.78)
T T } T Concomitant bevacizumab
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 Yes 229/389 — | 0.61 (0.47-0.80)
. No 177/228 —— 0.67 (0.49-0.91
Time (months) L '
No. at risk Metastatic disease at diagnosis |
0. at risk:
168 150 145 134 120 112 98 91 8 80 76 67 51 31 15 1 0 sz R .| EESIDISCEA)
159 151 135 116 97 87 76 70 66 53 48 39 23 10 0 0 O No 2711427 - 0.54{0.43-0.70)
T T T T T
0.25 0.5 1.0 2.0 4.0
< >
< >
Favors Favors
Pembro + Placebo +
Chemo + Bev Chemo = Bev
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KEYNOTE-826 — OS

« Confirmed improved OS after median follow-up of 39.1 months (range 32.1-46.5
months)

« PD-L1 1+: 28.6 vs. 16.5 months (HR 0.60, 95% CI 0.49 — 0.74)
* ITT: 26.4 vs. 16.8 months (HR 0.63, 95% CI1 0.52 — 0.77)
 PD-L1 10+: 29.6 vs. 17.4 months (HR 0.58, 95% CI| 0.44 — 0.78)
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KEYNOTE-826 — DOR

A.DOR: PD-L1 CPS 21 Population B. DOR: All-Comer Population
100 Median (range) 100 Median (range)
%04 19.2 (1.3+ 0 40.94) 90 180(13‘\042)9’)
£ w0 10.4 (15+ to 40.7+) £ ol 10.4 (15+ 10 40.7+)
@ @
2 704 2 704
g 60 g 60
T 50+ T 50
o 404 2 40
£ 3 £ 304
5 204 g 20+
3 o
10| 10
0 T T T T T T T T T T T T T T T 1 c T T T T T T T J T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Time, months No. at risk Time, months
187 182 149 109 98 92 88 85 8 79 66 40 20 6 0 0 0 204 199 163 119 106 100 96 92 88 8 72 4 21 6 0 0 O
140 134 107 71 67 49 45 39 36 32 26 6 7 1 0 0 0 169 152 121 79 64 53 46 40 37 33 26 17 7 1 0 0 O

C. DOR: PD-L1 CPS 210 Population Pembro + Chemo + Bev

1001 Median (range) Placebo + Chemo + Bev
% 28.3 (1.3+ o 40.9+)

bl 101 (21+1038.34)

70
60_
50
40—
304
2
10-|

Remaining in Response (%)

0
0

T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
No. at risk Time, months
110 107 8 63 60 57 54 53 5 49 42 24 13 5 0 0 0
80 77 60 40 32 27 26 21 20 18 13 6 2 0 0 0 O
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KEYNOTE-826 — Impact of Bevacizumab

Summary of Bevacizumab Use

617 patients randomly allocated

from November 20,2018, to January 31,2020

Bevacizumab Yes
63%

389 (63%) 228(37%)
received bevacizumab did not receive bevacizumab

Pembro + chemo Placebo + chemo Pembro + chemo Placebo + chemo
+ 196 allocated * 193 allocated * 112 allocated * 116 allocated
* 196 treated * 193 treated * 111 treated * 116 treated
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KEYNOTE-826 — Impact of Bevacizumab

PFS by Bevacizumab Use, PD-L1 CPS =1 Population

nIN Events HR(95% Cl)
Pembro arm 100/175 57.1%
Placebo arm 132171 77.2% ST
100+ i12-mo ' 24-mo
904 153.9% 1 43.2%
144.4% 1 25.5%
80 ? ;
704
60+
°\°_ ' Median (95% Cl)
(7, Y11 EE—. i VR, SRS —— 15.3 mo (10.5-29.1)
w ‘ : 10.3 mo (8.4-12.3)
40
304
204
104
C L} ] L} ll L] T T i L} 1 T T 1 1 1
0 3 6 9 121518212427 303336394245
No. at risk Time, months
175 161 145 108 86 82 77 73 69 67 64 54 35 20 4 0
171 150 124 86 69 53 45 42 38 36 32 26 16 6 2 0
64 Division of Gynecologic Oncology

With Bevacizumab (N=346)

Without Bevacizumab (N=202)

nIN Events HR(95% Cl)
Pembro arm 71198 72.4%
Placebo arm 881104 8agy Oo1(044-085)
100 12-mo {24-mo
al 130.6% 122.7%
90 114.5% 16.6%
80+ : :
70+
°\°. = : ! Median (95% CI)
[T B e e 7.0 mo (6.2-9.1)
o : : 6.0 mo (4.3-6.3)
404
30+
20+
104
c 1 1 Ll I. 1 I Ll i 1 1 Ll Ll Ll 1 1
0 3 6 9 121518212427 303336394245
No. at risk Time, months

98 77 63
104 79 46

36 27 22 20 19 19 19 19 16 11 5 2 [
W e N8 2 5 4 3 2 2 1 0 0
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KEYNOTE-826 — Impact of Bevacizumab

OS by Bevacizumab Use, PD-L1 CPS =1 Population

With Bevacizumab (N=346) Without Bevacizumab (N=202)
nIN Events HR(95% Cl) nN Events HR(95% Cl)
Pembro arm 851175 48.6% Pembro arm 68/98 69.4%
Placebo arm 113171 66.1% IS Placebo arm 88/104 84.6% Al
100+ 112-mo 1 24-mo 100+ 112-mo | 24-mo
179.4% 162.3% 168.4% 137.8%
90+ 171.3% 198.0% 90 1 49.8% 125.3%
80 ' 80 ' '
704 704
e ' ' 5 .6- pe .5 mo (14.9-22.
- E— A S i 230mo (164263 @ SO 1.9 mo (9.7-14.8)
40 i : 40
304 : : 304
20 § § 20
10 § i 104
0 Ll T T i T | | i T T | ] T T T 1 0 T T T Il T 1 T Il T T Ll L] 1 T T 1
0 3 6 912151821242730333639424548 0 3 6 912151821242730333639424548
No. at risk Time, months No. at risk Time, months
175 170 167 153 139 131 121 116 109 101 96 86 69 39 17 1 0 98 91 84 78 67 58 47 41 37 35 32 30 21 13 5 1 0
171 164 153 138 122 108 95 89 82 69 63 5 39 22 3 0 0 104 97 82 69 51 41 34 28 25 22 18 12 6 2 0 0 0

65 Division of Gynecologic Oncology LIB MEDICINE
Lorusso D, Colombo N, Tewari KS, Dubot C et al. ESGO 2023



Immunotherapy Future — Impact of A18

ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

4 Cisplatin 40 mg/m2 QW for
Key Eligibility Criteria 5 QXCJ§§; + EBtF;’T followed by T b 400 ma B
- FIGO 2014 stage IB2-IIB e DIy SESRnmas - = 1l

2 f for 15 cycles
(node-positive disease) or Pembrolizumab 200 mg Q3W
FIGO 2014 stage IlI-IVA for 5 cycles
(either node-positive or :
node-negative disease) Cisplatin 40 mg/m2 QW for
« RECIST 1.1 measurable or 5 cycles? + EBRT followed by

-~

non-measurable disease brachytherapy Placebo Q6W
+ for 15 cycles

* Treatment naive Placebo Q3W
for 5 cycles
Stratification Factors

* Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

« Stage at screening (stage IB2-11B vs IlI-IVA)

* Planned total radiotherapy dose (<70 Gy vs
270 Gy [EQ2D])
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A18 Patient Characteristics

Pembrolizumab- Placebo-
chemoradiotherapy chemoradiotherapy

IB2to lIB

lllto IVA

(n=529) (n=531)
Age
Median age, years 49 (40-57) 50 (41-59)
Participants aged =65 years 56 (11%) 77 (15%)
Race
White 254 (48%) 264 (50%)
Asian 155 (29%) 148 (28%)
Multiple 78 (15%) 86 (16%)
American Indian or Alaska 24 (5%) 22 (4%)
Native
Black or African American 14 (3%) 8 (2%)
Native Hawaiian or Other 2 (<1%) 1(<1%)
Pacific Islander
Missing 2 (<1%) 2 (<1%)
ECOG-PS score*
0 380 (72%) 397 (75%)

FIGO 2014 stage at screening

235 (44%) 227 (43%)
294 (56%) 304 (57%)

Lymph node involvementf

Positive pelvic only 326 (62%)
Positive para-aortic only 14 (3%)
Positive pelvic and 105 (20%)
para-aortic

No positive pelvic or 84 (16%)
para-aortic

Histology

Non-squamous# 96 (18%)
Squamous 433 (82%)

Planned type of external beam radiotherapy

IMRT or VMAT 469 (89%)
Non-IMRT and non-VMAT 60 (11%)
Planned total radiotherapy dose

<70 Gy 47 (9%)
>70 Gy 482 (91%)
PD-L1 combined positive score

<1 22 (4%)
>1 502 (95%)
Missing 5 (<1%)

324 (61%)
10 (2%)
104 (20%)

93 (18%)

80 (15%)
451 (85%)

470 (89%)
61 (11%)

46 (9%)
485 (91%)

28 (5%)
498 (94%)
5 (<1%)
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2014 vs. 2018 FIGO Cervical Cancer Staging

Stage 0

Stage 1

Stage 1
1IA1

1IA2
Stage IB
1B1
1B2
Stage II
A
1B
Stage IT1

1A
I11B
Stage TV

IVA
IVB

FIGO Committee on Gynecologic Oncology Int J Gynaecol Obstet 2014; Bhatla N et al. Cancer of the cervix uteri Int J Gynaecol Obstet 2018

Carcinoma in situ, CIN

Invasive carcinoma confined to the cervix

Diagnosed only by microscopy

Micro-invasive carcinoma with stromal invasion <3 mm
depth, <7 mm width

Micro-invasive carcinoma <5 mm depth, <7 mm width

Clinically visible or microscopic lesion >IA2

Clinical lesion <4 cm

Clinical lesion >4 cm

Extension beyond cervix but not to sidewall

Involvement of upper two-thirds of vagina

Parametrial involvement

Extension to pelvic wall and/or lower third of vagina;
hydronephrosis

Involvement of lower third of vagina

Pelvic sidewall involvement; hydronephrosis

Extension beyond true pelvis or involving bladder or
rectum

Involvement of bladder or rectal mucosa

Spread outside true pelvis or metastasis to distant
organs

Seape Deiesiption
| Carclnoma :nlmllf confired 1o the cervi (eension e the n:rrlnmupm should hnlnn!;.mhl.l
1A Trvastve carclaoma thae can ||r:|u!;||||\rc| oaly with mi oY, with mazimim |||:|:d|| ol {avaston <5 mm
1Al Stromal insasion <3 mm in depeh
1A Stromal invasion 23 mm and <5 mm in depth
IB Ivastve carclnoma confined 1o the werne cervlx, with messured drc!‘»nl |vashen =5 mm
181 Tumor mcasires <2 ¢m in greated dimension
[B2* Tumor measures =2 cm and <4 cm in greatest dimension
1i53 Tuumsog measires =4 cm In greare dimension
] Carcinoma Invades beyond the wterus, but hus not estended onto the bower third of the wagina or to the pﬂl\"w wall
1A Limiced to the upper rwoethisds of the vagina without paamerrial invelvemens
lIA1 Tumsor measures <4 cm in greatest dimension
1[A2 Thios mcaiees 24 ¢ n it dimeision
11§ With paramereial |nvolvement bur mot up to the pelvic wall
il Carclrioma nvelves the lower thid of the vagina andfor extends ra e pelvic wall andlor causes hydmmephrosis
iaf |1|:\||I'|||:||Ihlni:ml.idnn‘ aillof il |_|qlri|, anslfar Eu.ra-.m[liL |\||||:]| ol
]||.r’| Trveibie Ihr liwes I1|:h|.:n‘lhr l'J.;il\]. siath fio CETENn 0 the |!r|'lu wall
1B Extenshon v the pelvic wall andior hydsonepheis or manfuncrioning kideey fram wumor
. il i L L s e o 51 il ¢ !
i Iwalvement of pelvic and/or pam-samic lymph nodes, imespective of mmar size and exvent
lmer Pelvic lymph node metastasis only
Wl [ara-aortic lymph node metastasis
lc2 )
v Carcinonia has extersdod bepord the srue pevis or has involved (hapsy-proven] the mucos of the Midder of rectum
VA Specad vo adjacent pelvic organs
/| .. P B i\”.l” [1Hix]a1Y
IVR Spread v d e
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A18 Therapeutic Parameters

Summary of Treatment Exposure

Pembro Arm

Placebo Arm

(N = 528) (N =530)
Total number of cycles, median (range)
Pembro or placebo 11 (1-20) 11 (1-20)
Cisplatin® 5(1-7) 5(1-7)
Radiation therapy, median (range)?

Overall treatment time (days) 52 (12-139) 52 (2-166)
Within 50 days®, n (%) 184 (35.5%) 194 (37.2%)
Within 56 days, n (%) 386 (74.5%) 390 (74.7%)

Cervix total dose (Gy), median (range)?

Total cervix physical dose 76 (14-94) 76 (3-125)

Total cervix EQD2 dose 87 (14-118) 87 (3-207)
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A18 Adverse Events — Similar in both Arms

Pembrolizumab- Placebo-chemoradiotherapy
chemoradiotherapy (n=528)  (n=530)
Any grade Grade =3 Any grade Grade 23
Any adverse event* 525 (99%) 394 (75%) 526 (99%) 364 (69%)
Treatment-related adverse eventt 507 (96%) 354 (67%) 509 (96%) 321(61%)
Anaemia 313 (59%) 99 (19%) 292 (55%) 84 (16%)
Nausea 302 (57%) 7 (1%) 315 (59%) 9(2%)
Diarrhoea 266 (50%) 22 (4%) 271 (51%) 23 (4%)
White blood cell count decreased 172 (33%) 102 (19%) 181 (34%) 111 (21%)
Neutrophil count decreased 153 (29%) 77 (15%) 148 (28%) 78 (15%)
Vomiting 132 (25%) 3 (<1%) 150 (28%) 7 (1%)
Leukopenia 125 (24%) 67 (13%) 92 (17%) 57 (11%)
Platelet count decreased 116 (22%) 25 (5%) 108 (20%) 13 (2%)
Neutropenia 113 (21%) 56 (11%) 92 (17%) 51(10%)
Immune-mediated adverse event# 167 (32%) 21 (4%) 54 (10%) 5 (<1%)
Hypothyroidism 102 (19%) 3(<1%) 24 (5%) 0
Hyperthyroidism 60 (11%) 2 (<1%) 11 (2%) 0
Colitis 14 (3%) 4 (<1%) 9 (2%) 4 (<1%)
Thyroiditis 11 (2%) 1(<1%) 1(<1%) 0
Dataare n (%). *Listed are adverse events that occurred durina the treatment period or within 30 davs after the
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A18 PFS Interim Analysis (IA) 1
« HR:0.70 (95% CI 0.55-0.89), p=0.0020

A
* 24-month PFS:
- Pembro: 68% (95% CI 62-73)
» Placebo: 57 (95% CI 51-63) g
§ 60
g
p:
2 40
s
g
a
20
—— Pembrolizumab-chemoradiotherapy
— Placebo-chemoradiotherapy
0 T 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
Number at risk Time (mapthe)
Pembrolizumab- 529 462 400 331 282 222 171 100 26 3 0
chemoradiotherapy

Placebo- 531 463 379 306 263 208 149 88 20 0 0
chemoradiotherapy
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A18 OS IA1 (Immature at Publication)

« HR:0.73 (95% CI 0.49-1.03)
« 103 of 240 expected deaths 100+

(42.9%) W
804
* 24-month PFS:
®
- Pembro: 87% (95%, Cl 92-81)
2
* Placebo: 81% (95%, Cl 75-86) 5 ol
>
(&)
204
—— Pembrolizumab-chemoradiotherapy
—— Placebo-chemoradiotherapy
0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Number at risk Time {months)
Pembrolizumab- 529 496 456 405 351 294 223 151 67 10 1 0
chemoradiotherapy
Placebo- 531 498 449 402 339 278 214 139 62 12 0 0

chemoradiotherapy
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A18 IA1 Conclusions / Observations

A18 patients (N=1060)
« 529 Stage I/l (50%) — Improved
outcomes but 95% CI crosses 1

- Although multiple subgroups have 95%
Cl that cross 1 — Age > 65, White,
ECOG = 0, Non-IMRT, and < 70 Gy
Radiation Dose

« 531 Stage Ill/IV (50%) — More
pronounced benefit

Events/patients HR (95% CI)
Age (years)
<65 236/927 —E— 072 (0:56-0-94)
265 33/13 ——&—— 0-57 (0-27-1-17)
Race
White 143/518 — 0-83(0:59-115)
All others 125/538 —a— 0-60 (0-42-0-86)
ECOG-PS
0 197/777 —i— 079 (0-59-1-04)
1 72/283 —a— 0-53 (0-33-0-85)
Planned type of EBRT
IMRT/VMAT 237/939 —a— 068 (0-52-0-87)
Non-IMRT/-VMAT 32/121 0-92 (0-46-1-85)
FIGO 2014 stage at screening
IB2to lIB 113/462 0-91(0-63-1-31)
Il to IVA 156/598 0-58 (0-42-0-80)
Planned total radiotherapy dose
<70 Gy* 25/93 —_—— 0-62 (0-28-1:38)
270 Gy 244/967 —_— 071 (0:55-0-91)
Overall 269/1060 — 0-70 (0-55-0-89)

T T T

0-25 0-50 1.00 2:00 442)0
Favours pembrolizumab-  Favours placebo-
chemoradiotherapy chemoradiotherapy
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Impact of A18

FDA approves pembrolizumab with
chemoradiotherapy for FIGO 2014 Stage llI-IVA
cervical cancer

‘ f Share

X Pos

t

in Linkedin

% Email

&= Print |

On January 12, 2024, the Food and Drug Administration approved pembrolizumab
(Keytruda, Merck) with chemoradiotherapy (CRT) for patients with FIGO 2014 Stage III-

IVA cervical cancer.
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A18 PFS IA2

» Investigator HR: 0.68 (95% CI, 0.56-
0.84)

* No formal statistical testing of PFS
at IA2

* No median PFS reached in either arm
« BICRPFS HR 0.67 (95% CI, 0.53-0.85)

« 24-month PFS rate

« Pembro: 76.1% (95% CI, 71.9-
79.7)

« Placebo: 66.9 (95% CI, 62.2-71.1)

A
g
3
=
2
Y
b
c
£ 30 Hazardratio 0-68 (95%C1 0-56-0-84)
n
£ 20 — Pembrolizumab-chemoradiotherapy group
2 109 — Placebo-chemoradiotherapy group
0 T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Normber at risk Time since randomisation (months)
(number censored)

Pembrolizumab-chemoradiotherapy 529 515 474 430 402 353 317 280 217 179 8 63 2 O
goup (0) (8) (13) (20) (24) (58) (36) (112) (169) (204) (293) (306) (372) (374

Placebo-chemoradiotherapy 531 513 452 395 366 325 283 241 178 148 78 69 2 0
group (0) (11) (16) (22) (26) (48) (74) (98) (152) (179) (244) (252) (319) (321)
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“Dynamic” A18 Subgroups

B
B Events/patients Hazard ratio
Events/patients HR (95% Cl) (95%C1)
Age (years) Age, years
<65 236/927 —E— 072 (0-56-0-94) <65 318/927 —.— 0-69 (0-55-0-86)
265 33133 —— —— 057 (0-27-1-17) 265 471133 - 0-64 (0-35-1-16)
Race Race
White 143/518 —a— 0-83 (0-59-1-15) White 202/518 —— 0-74 (0-56-0-98)
All others 125/538 —a— 0-60 (0-42-0-86) All others 161/539 —a— 0-65 (0-47-0-88)
ECOG-PS Eastern Cooperative Oncology Group performance status score
0 197/777 —— 0-79 (0-59-1-04) 0 266/778 - 0-72 (0-57-0-92)
1 72/283 —— 053 (0-33-0-85) 1 99/282 —— 0-59 (0-40-0-88)
Planned type of EBRT Planned external beam radiation therapy
IMRT/VMAT 237/939 —0— 0-68 (0-52-0-87) IMRT/VMAT 325/939 —.— 0-66 (0-53-0-82)
Non-IMRT/-VMAT 32/121 ———m—— 0.92(046-1.85) non-IMRT/-VMAT 40/121 R E— 0-90 (0-49-1-68)
FIGO 2014 stage at screening FIGO 2014 stage
1B2to IIB 113/462 — 091 (0-63-1-31) IB2to 1B 161/459 — 0-85 (0-62-1-16)
lllto IVA 156/598 —a— 0-58 (0-42-0-80) Il to IVA 204/601 R — 0-57 (0-43-0.76)
Planned total radiotherapy dose Planned total radiotherapy dose
<70Gy* 25/93 @ ——a—— 062 (0-28-1:38) <70Gy” 32/93 —.— 0-67 (0-33-1-35)
>70 Gy 244/967 — 071 (0-55-0-91) 270Gy 333/967 —— 0-68 (0-55-0-85)
Overall 269/1060 —.— 0-70 (0-55-0-89) Overall 365/1060 - 0-68 (0-56-0-84)
T T T 1 U-IZS U-ISO 1-00 2-60 4-|00
0-25 0-50 1.00 2:00 4-00 +— —Pp
+— —>

Favours pembrolizumab-  Favours placebo-
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A18 IA2 Conclusions / Observations

* Improved OS!
« What else is there, really?

« 36 Month OS:
 Pembro: 82.6% (95% CI, 78.4-86.1)
» Placebo: 74.8% (95% CI, 70.1-78.8)
« OS HR 0.67 (95% CI, 0.50-0.90, p=0.0040)
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LACC Treatment Options

A.
B.

oo

Radiation with concurrent cisplatin — Post 1999 Standard

Radiation with concurrent cisplatin and immunotherapy — Present and Future
Standard

Radiation with concurrent immunotherapy — What happened to CDDP?
Radiation with concurrent cisplatin and gemcitabine — Probably not

Neoadjuvant chemotherapy with platinum/taxane followed by surgery — EORTC-
55954

Neoadjuvant chemotherapy with platinum/taxane followed by chemoradiation —
EORTC-55954 /| GCIG Interlace
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Immunotherapy Related Conclusions

Early recurrences are challenging to treat, as depicted in this case, although

incorporation of immunotherapy improves outcomes

Recurrent/Metastatic (PD-L1+) cervical cancers should receive immunotherapy

(KEYNOTE-826, BEATcc)

Results from A-18 will further impact treatment, as patients will not be CPI naive

at recurrence/progression
Ongoing identification of novel agents is needed
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innovaTV 301/ENGOT-cx12/GOG-3057

Key Eligibility Criteria

+ Recurent or metastatic cervical
cancer

+ Disease progression on or after
chemotherapy doublet £
bevacizumab and an
anti-PD-{L)1 agent, if eligile
and available

+ L prior lines

+ Measurable disease per
RECISTv1.1

+ ECOGPS (-1

Treatment Outcomes/Endpoints
Tisotumab vedotin . .
(N=253) Primary Endpoint
K .08
20mghkgIVQ3W | | Secondary Endpoints
.+ PRS
Randomization 1.1
N2 ' ngRt;
¢ Safe
Chemotherapy® . "
Statfed b (N=249) Tolrabity
+ ECOGPS(0vs 1) + QoL
+ Prior bevacizumeb ) T(.’pmec?n Exploratory Endpoint
(jesvs no) * Vinoreloing + Tumor TF expression
* PriorankP4L1 + Gemitabine in relation to efficacy
therapy (yes vs no) +|rinotecan

+ Geographic region

(US, Europe, Other)

+ Pemetrexed

endpoints

Design
* Open-label 1:1 RCT

» Tisotumab vedotin (ADC to Tissue
Factor) vs. Physician’s choice
chemotherapy (1-2 prior lines)

- Topo, Vino, Gem, Irino, Peme
» Superiority for TVin OS HR 0.70
* 90% power
* N=502 (489 treated)
* Median OS for PCC = 9 months
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innovaTV 301/ENGOT-cx12/GOG-3057 Patients & AEs

Characteristic
Median age (range) —yr
Baseline ECOG performance-status score — no. (%)
[
1
Geographic region — no. (%)
United States
Europe
Asia
Other

No. of previous lines of systemic therapy for recurrent or
metastatic disease — no. of patients (%)

1
2
Unknown

Previous systemic therapy or radiation for cervical cancer
—no. (%)

Previous receipt of bevacizumab — no. (%)

Previous receipt of anti-PD-1 or anti-PD-L1 agent— no.
(%)

Race or ethnic group— no. (%)§
White
Asian
American Indian or Alaska Native
Black
Other
Native Hawaiian or other Pacific Islander
Not reported
Unknown
Disease status at trial entry— no. (%)
Pelvic recurrent only
Extrapelvic metastatic
Histologic feature — no. (%)
Squamous-cell carcinoma
Adenocarcinoma
Adenosquamous carcinoma
Evaluable biopsy sample — no. (%)9

Positive membrane tissue factor expression —no./
total no. (%)

Tisotumab Vedotin
(N=253)

51 (26-80)

137 (54.2)
116 (45.8)

16 (6.3)
106 (41.9)
85 (33.6)
46 (18.2)

159 (62.8)
93 (36.8)
1(0.4)
253 (100)

164 (64.8)
71 (28.1)

122 (48.2)

90 (35.6)
7 (2.8)
4(16)
2(0.8)
1(0.4)
19(7.5)
8(3.2)

27 (10.7)
226 (89.3)

160 (63.2)
85 (33.6)
3(3.2)
210 (83.0)
194/210 (92.4)

Chemotherapy
(N=249)

50 (27-78)

136 (54.6)
113 (45.4)

14 (5.6)
104 (41.8)
88 (35.3)
43 (17.3)

149 (59.8)
100 (40.2)
0
249 (100)

157 (63.1)
67 (26.9)

122 (49.0)
90 (36.1)
7 (2.8)
6(2.4)
1(04)

0
17 (6.8)
6(2.4)

24 (9.6)
225 (90.4)

157 (63.1)
75 (30.1)
17 (6.8)
194 (77.9)
183/194 (94.3)

All Patients
(N=502)

50 (26-80)

273 (54.4)
229 (45.6)

30 (6.0)
210 (41.8)
173 (34.5)

89 (17.7)

308 (61.4)

193 (38.4)
1(02)

502 (100)

321 (63.9)
138 (27.5)

244 (48.6)
180 (35.9)
14 (2.8)
10 (2.0)

3 (0.6)
1(02)
36 (7.2)
14 (2.8)

51 (10.2)
451 (89.8)

317 (63.1)
160 (31.9)
25 (5.0)
404 (80.5)
377/404 (93.3)

Event

Any event

Nausea

Conjunctivitis

Peripheral sensory neuropathy
Epistaxis

Constipation

Alopecia

Decreased appetite

Anemia

Diarrhea

Vomiting

Pyrexia

Asthenia

Keratitis

Abdominal pain

Dry eye

Urinary tract infection

Fatigue

Pruritus

Vaginal hemorrhage
Increased alanine aminotransferase
Increased aspartate aminotransferase
Neutropenia

Peripheral edema

Tisotumab Vedotin Chemotherapy
(N=250) (N=239)

Any Grade Grade =3 Any Grade Grade =3

number of patients (percent)

246 (98.4) 130 (52.0) 237 (99.2) 149 (62.3)
83 (33.2) 1(0.4) 96 (40.2) 5(2.1)
78 (31.2) 0 1(0.4) 0
71 (28.4) 7(2.8) 6(2.5) 0
65 (26.0) 0 6(2.5) 0
62 (24.8) 3(1.2) 39 (16.3) 0
61 (24.4) 0 7(2.9) 0

9 (23.6) 2(0.8) 42 (17.6) 1(0.4)
58 (23.2) 21 (8.4) 125 (52.3) 66 (27.6)
54 (21.6) 4(1.6) 36 (15.1) 3(1.3)

44 (17.6) 4(1.6) 44 (18.4) 3(L3)
42 (16.8) 1 (0.4) 50 (20.9) 2 (0.8)
40 (16.0) 5 (2.0) 38 (15.9) 5(2.1)
39 (15.6) 5 (2.0) 0 0
34 (13.6) 10 (4.0) 23 (9.6) 4(L7)

3(13.2) 0 1(0.4) 0
33 (13.2) 11 (4.4) 38 (15.9) 17 (7.1)
32 (12.8) 9(3.6) 39 (16.3) 10 (4.2)

25 (10.0) 1(0.4) 7(2.9) 0
25 (10.0) 3(1.2) 13 (5.4) 1(0.4)
18 (7.2) 4(1.6) 26 (10.9) 5(2.1)
17 (6.8) 1(0.4) 27 (11.3) 3(L3)
17 (6.8) 9(3.6) 54 (22.6) 32 (13.4)

9(3.6) 0 30 (12.6) 5(2.1)
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innovaTV 301/ENGOT-cx12/GOG-3057 — PFS

A Progression-free Survival

1.0+
0.9
0.8
0.7 Median
2 06 No. of Events/ Progress!on-free
= Total No. Survival
_§ 0.5 of Patients (95% Cl)
a 0.4+ mo
0.3 Tisotumab Vedotin 198/253 4.2 (4.0-4.4)
0.2 Tisotumab vedotin Chemotherapy 194/249 2.9 (2.6-3.1)
014 Chemotherapy Hazard ratio for disease progression or death,
' 0.67 (95% Cl, 0.54-0.82)
0.0 T T T T T T T 1 P<0.001 by stratified log-rank test
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Tisotumab vedotin 253 148 62 25 5 2 1 0 0
Chemotherapy 249 96 34 11 4 1 1 0 0
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innovaTV 301/ENGOT-cx12/GOG-3057 — PFS Subgroups

B Subgroup Analysis
Tisotumab
Subgroup Vedotin Chemotherapy  Hazard Ratio for Disease Progression or Death (95% CI)
no. of events/total no. of patients

Intention-to-treat population 198/253 194/249 —e—i : 0.67 (0.54-0.82)
Geographic region i

United States 13/16 8/14 L 0.37 (0.12-1.10)

Europe 86,106 81/104 —— 0.71 (0.51-0.97)

Asia 69/85 73/88 —— ! 0.60 (0.43-0.85)

Other 30/46 32/43 .—._E_. 0.76 (0.44—1.30)
ECOG performance-status score at baseline !

0 1047137 106/136 ——i 0.70 (0.53-0.92)

1 94/116 88/113 —e— | 0.62 (0.46—0.84)
Previous bevacizumab administration i

Yes 130/164 122/157 — ! 0.59 (0.46-0.76)

No 68/89 72/92 boe 0.83 (0.59-1.16)
Previous anti—PD-1 or anti—PD-L1 therapy administration H

Yes 53771 50/67 — i 0.66 (0.44-0.99)

No 145,182 1447182 —e 0.67 (0.53-0.85)
Histologic features

Squamous-cell carcinoma 124/160 122/157 —e— 0.71 (0.55-0.93)

Adenocarcinoma and adenosquamous carcinoma 74/93 72/92 —— 0.63 (0.44-0.89)

No. of previous systemic regimens for recurrent
or metastatic disease

123/159 119/149 —e—
74/93 75/100 ——

0.68 (0.52-0.88)
0.66 (0.47—0.92)

0.10 1.0 1.5

Tisotumab Vedotin Better Chemotherapy Better
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innovaTV 301/ENGOT-cx12/GOG-3057 — OS

A Overall Survival
1.0+

0.91
0.8
0.71
0.6
0.5
0.4+
0.31
0.2+
0.11

Probability

Chemotherapy

Tisotumab vedotin

Median
No. of Events/ Overall
Total No. Survival
of Patients (95% ClI)
mo
Tisotumab Vedotin 123/253 11.5 (9.8-14.9)
Chemotherapy 140/249 9.5 (7.9-10.7)

Hazard ratio for death, 0.70 (95% Cl, 0.54-0.89)
P=0.004 by stratified log-rank test

0.0 :
0 3 6

No. at Risk
Tisotumab vedotin 253 234 191
Chemotherapy 249 212 150

109
87

12 15
Months
52 29
37 19

24 27
1 0
0 0
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innovaTV 301/ENGOT-cx12/GOG-3057 — OS Subgroups

B Subgroup Analysis
Tisotumab

Subgroup Vedotin  Chemotherapy Hazard Ratio for Death (95% CI)

no. of evenis/total no. of patients

Intention-to-treat population 123/253 140/249 — i 0.70 (0.54-0.89)
Geographic region i
United States 13/16 13/14 ; 0.47 (0.19-1.16)
Europe 52/106 51/104 — e 0.76 (0.51-1.12)
Asia 37/85 52/88 |—o—|i 0.63 (0.41-0.98)
Other 21/46 24/43 —_— 0.87 (0.46-1.66)
ECOG performance-status score at baseline !
0 57/137 65/136 »—o—i—c 0.74 (0.52-1.06)
1 66/116 75/113 — . 0.67 (0.43—0.94)
Previous bevacizurmab administration i
Yes 77/164 92/157 —e— | 0.57 (0.42-0.78)
No 46/89 4892 ._.:_. 1.00 (0.66—1.50)
Previous anti-PD-1 or anti—PD-L1 therapy administration i
Yes 42/71 42/67 —— 0.72 (0.46-1.14)
No 81/182 98/182 —— | 0.67 (0.50-0.90)
Histologic features i
Squamous-cell carcinoma 81/160 92/157 ——| 0.69 (0.50-0.94)
Adenocarcinoma and adenosquamous carcinoma 42/93 48/92 |—o—i—| 0.70 (0.45-1.10)
No. of previous systemic regimens for recurrent i
or metastatic disease !
1 74/159 73/149 ——i 0.83 (0.59-1.15)
2 4893 67/100 ——— 0.56 (0.383-0.82)
' "7 7 100 1502.00

Tisotumab Vedotin Better Chemotherapy Better

B MEDICINE
Vergote |, Gonzalez-Martin A, Fujiwara K, et al. N Engl J Med 2024
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innovaTV 301/ENGOT-cx12/GOG-3057 Conclusions

« TV was superior to physician’s choice chemotherapy in 2"d or 3 line cervical
cancer (median OS benefit of 2 months)
« PFS HR 0.67 (95% CI, 0.54-0.82), p<0.001
.+ 0S: HR 0.70 (95% Cl, 0.54-0.89), p=0.004

. Overall RR: 17.8 vs 5.2% (OR 4.0, 95% Cl 2.1 — 7.6, p<0.001)

* Nausea (33.2%), conjunctivitis (31.2%), peripheral sensory neuropathy
(28.4%) and epistaxis (26.0%) most common TV toxicities — no new safety
concerns

« Support site:

86 Division of Gynecologic Oncology LHB MEDICINE
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https://www.tivdak.com/resources-and-support/
https://www.tivdak.com/resources-and-support/
https://www.tivdak.com/resources-and-support/
https://www.tivdak.com/resources-and-support/
https://www.tivdak.com/resources-and-support/

FDA approves tisotumab vedotin-tftv for
recurrent or metastatic cervical cancer
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Future Directions in Cervical Cancer
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Potential Cervical Cancer Targets

€ Growth arrest and apoptosis — (fE[ji) — Pro-EMT signalling

a RTK/PI3K/MAPK signalling
TGFBR2 —
| TGFB |

EGFR ERBB2" ERBB3"
8%] 0% |

*P=0.0006 ‘P= IO.US l

I |

EP300
4/ ZER1/ZER2 |—[

PIK3R1 PIK3CA
— |\ =g | l
l p15/NK4E/p21CIP1 EMT
AKT1 MAPK1 —» Activating interaction ;
[1%6]0%] [8%]0%] Inactivating _Activating — Inhibiting interaction S AT,
b 23 altered d 8 altered cases
87 altered cases (60%) cases (74%) 59 altered cases (41%) (26%) EMT score
. —
EGFR = - iCluster EEEEIISEEESESEEEEEINE BN -3 -2 -1 0 1
TGFBR? Illh — 11
Egggi l-p- .!t.- CREBBP ——— = +~ _[[I_ S
EP3001 L] [ DL 1 ] NS
pikaca 111 s« IR == Poble | EP30 — e HA
PTEN + o1 W = #01 X
PIK3R1 1] [ 1
Prilin. : miR-200a | 100 -} —+ %
NFT1 w ' v 1 miR-200 [ Ay H]] 445
KRAS ' o ' - . i i i o
MAPK1 T o Genetic alteration || miR-down || Deep deletion
_ ) ) ) . I Missense mutation ¥ Truncating mutation
Genetic alteration | Amplification || Deep deletion iCluster
1 Missense mutation # Truncating mutation 1 Squamous (n = 144) M Keratin-low
| Agenocarcinoma (n=31) M Keratin-high
Adenosquamous (n = 3) M Adenocarcinoma

@ Alterations involved in TGFp-mediated growth arrest and apoptosis
® Alterations involved in TGFp pro-EMT
® Unaltered

B MEDICINE
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How can we Improve Outcomes?

« Novel Combinations
« NACT + CPI (CPI Naive)

* Novel Agents / Approaches
« CPI after CPI1?
« ADCs de jour

* Novel Targets
 Her2
« Trop2 (human trophoblastic cell-surface marker)
» Various HPYV related Antigens
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NRG GY037 Schema

Phase 3 RCT Arm 1: SOC
(NCT04158141)

| Cisplatin 40 mg/m2 QW for
S cycles + EBRT followed by brachytherapy
+

Newly diagnosed

histologically N=336/’

confirmed FIGO

(2018) Stage _.®
IIA(T3aN0), 1B . .
(T3bNO); Stage IIIC1 1:1 \ Arm 2: Induction

(T3aN1, T3bN1) 1lIC2 Induction chemotherapy with
(T3aN2, T3bN2); IVA carboplatin/paclitaxel g wk. + pembrolizuma
Squamous cell, 200mg q 3wks 2 cycles (6 wks.)
adenocarcinoma, Power: 90%
adenosquamous Alpha: (one
cervical cancer sided 5%)

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

RT to start ASAP: wk. 71

Stratification:
PALN + vs. —
Stage lll vs. IVA

NRG

ONCOLOGY™

Cisplatin 40 mg/m2 QW for
5 cycles + EBRT followed by brachytherapy:
+

Pembrolizumab 200 mg Q3W for 5 cycles
Pembrolizumab 400mg Q6W for
14 cycles
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What about targeting HER2?

100 4
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90%+ in SCC
80%+ in AC

Ongoing Ph2 trial w/
IMMU-132 at Yale
NCT05838421
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Management for CPI Naive

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation®?

Recurrent or Metastatic Disease

First-line Therapy?-9d

Second-line or Subsequent Theralpyi

Preferred

Redgimens

= Cisplatin

= Carboplatin
if patient
is cisplatin
intolerant

Other
Recommended
Regimens®

(if cisplatin and
carboplatin are

unavailable)
= Capecitabine/

mitomycin
- Gemcitabine
- Paclitaxel34

Preferred Regimens
* PD-L1—positive tumors
» Pembrolizumab + cisplatin/paclitaxel
+ bevacizumab (category 1)¢f9.h.5
» Pembrolizumab + carboplatin/paclitaxel
+ bevacizumab (category 1)e:f9.h.5
- Cisplatin/paclitaxel/bevacizumab®-h-6
(category 1)
- Calrboplatim'paclitaxel.v‘beva::izumalbe-h

Other Recommended Regimens

- Cisplatin/paclitaxel (category 1)7.8

- Carboplatin/paclitaxel®:1
(category 1 for patients who have received prior
cisplatin therapy)

- Topotecan/paclitaxel/bevacizumab¢-h.6.11
(category 1)

- Topotecan/paclitaxel

- Cisplatin/topotecan

« Cisplatin®

« Carboplatin12:13

Preferred Regimens i

« Pembrolizumab for TMB-H tumorsfi or PD-L1—positive?
or MSI-H/dMMR tumorsf-14

- Tisotumab vedotin-tftv’!

- Cemiplimab®16

Other Recommended Regimens
- Bevacizumab®

- Paclitaxel13:17

= Albumin-bound paclitaxel
= Docetaxel

* Fluorouracil

*» Gemcitabine

* Pemetrexed

- Topotecan

= Vinorelbine

« Irinotecan

Useful in Certain Circumstances
= PD-L1—positive tumors
» Nivolumabf9:
* HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki'?
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
» Larotrectinib
» Entrectinib
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Future Management for CPl Exposed

Squamous Cell Carcinoma, Adenocarcinoma, or Adenosquamous Carcinoma

Chemoradiation?

Recurrent or Metastatic Disease

First-line Therapyb'd

Second-line or Subsequent Therapy'i

Preferred

Regimens

« Cisplatin

« Carboplatin
if patient
is cisplatin
intolerant

Other
Recommended
Regimens®

(if cisplatin and
carboplatin are
unavailable)

» Capecitabine/
mitomycin?

« Gemcitabine?

« Paclitaxel®*

Preferred Regimens
: B-Li-pocitive-tumere .
S e.f,g,n,5
« Cisplatin/paclitaxel/bevacizumab®h-
(category 1)
« Carboplatin/paclitaxel/bevacizumab®h

»

Other Recommended Regimens

« Cisplatin/paclitaxel (cate(?ory 1)7:8

« Carboplatin/paclitaxel®
(category 1 for patients who have received prior
cisplatin therapy)

« Topotecan/paclitaxel/bevacizumab®-h-6.11
(category 1)

« Topotecan/paclitaxel’!

- Cisplatin/topotecan™

- Cisplatin®

« Carboplatin12.13

Preferred Regimens

o MSH/EMMR tumorstt®
+ Tisotumab veq::év::tin-tﬁ:v15

Other Recommended Regimens
+ Bevacizumab®

« Paclitaxel3:17

« Albumin-bound paclitaxel
« Docetaxel

* Fluorouracil

* Gemcitabine

* Pemetrexed

* Topotecan

¢ Vinorelbine

¢ Irinotecan

Useful in Certain Circumstances

« PB- L1 pesitivetumers
» Nivelumablo.18
¢« HER2-positive tumors (IHC 3+ or 2+)
» Fam-trastuzumab deruxtecan-nxki1?
* RET gene fusion-positive tumors
» Selpercatinib
* NTRK gene fusion-positive tumors
» Larotrectinib
» Entrectinib
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What have we learned?

* Immunotherapy is active when combined with chemotherapy in recurrent
cervical cancer

« NACT as well as immunotherapy improves outcome in LACC
 INTERLACE more applicable for T1/2 cancers?
 A18 more applicable for T3/4 cancers?

* Novel therapies including ADCs have activity in recurrent cervical cancer
« Additional research is needed to identify novel targets and agents
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Questions?
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Thank you!
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