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Blockade of PD-1/PD-L1 and CTLA-4 Signaling in Tumor Immunotherapy

Priming phase Effector phase [
- -
CTLA4 (cytotoxic T \ = »7# a
lymphocyte antigen 4) inhibits Dendritic cell .' } > | !|.f$'“" |
T cell activation ’ .

PD L1 (on tumor) binds to PD
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Ipilimumab™ _ CTLA4 & e Avelumab®
Tremelimumab ‘. B i Durvalumab*
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*FDA-approv
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Adapted from Ribas A. N Engl J Med. 2012,366(26).2517-2519.
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Background Open issues

Rational

_ ) ) PACIFIC: Phase lll Trial of Durvalumab Post-CRT Maintenance
Immunotherapy improves Overall Survival in for Locally-advanced, Unresectable NSCLC
:
Several dlseases * NSCLC Stage 3 Unresectable > Primary:
« Prior >2 cycles of platinum-based Tx 10 mg/kg IVQ2W | PFS, 0S
with concurrent radiation 211 |upto 12 months | Secondary:
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Rational selection Open issues

Background

The Cervical Cancer Burden: Facts and Figures

NEW CASES OF CERVICAL CANCER | | DEATHS CAUSED BY CERVICAL CANCER | 2020 Global Statistics
per 100000 women® A T per 100000 women® ° 600,000 new cases
&,
Estimated incidence by country Estimated mortality by country 300 ) OOO deaths
EU-27, female, all ages, 2020 EU-27, female, all ages, 2020
¥
;;,.—".ﬂﬂf
) k: Fe
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57-110 2:1:< 51
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11.0-163 o 51-80 b (per 100000 women-years)
163-217 J 80-110 e
P & X — -0to <33-
M 217 -270 L B 110-139 ° B 17:7t0 <22:0
W 270-323 H 139- 169 —oesdager
> [8.0to<11.2
| * i ] | * i [056t0<8.0 Ml Nodata
\ European standard population, 2013 \_ European standard population, 2013 = 6° B Not applicable

EU-27 2020 &
30,447 new cases
13,437 deaths

Age-standardised mortality
(per 100000 women-years
I >20-8
B 14-3t0<20-8

° Wl 105t0<143
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Sung H et al. CA Cancer J Clin. 2021;71(3):209-249. D<o 5 Not pplicable e *
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Proportions and Incidence of Locally Advanced Cervical Cancer (LACC)

pe Proportion of locally advanced stages among all cervical cancer cases
LACC %
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Monk BJ et al. Int J Gynecol Cancer. 2022;32(12):1531-1539.
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Evolution of Radiotherapy standard of care

MRI guided adaptive brachytherapy
Y e, ¢ QNS

(éA BT)

Magnetic resonance imaging-based
Image-guided Intensity-modulated EBRT
Image-guided adaptive brachytherapy
On-line Adaptive RT

Unprecedented local Improving pelvic control and
control rates of >90% survival rates by about 10%
across all stages without increasing toxicity

Schmid MP JCO 2023
Potter R Clin Transl Radiat Oncol 2018
Potter R Lancet Oncol 2021
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lE_STFLou ... Donal Hollywood Award: EMBRACE Collaborative Group: EMBRACE Il - a multice...

Plenary Hall

Richard Potter, Kari Tanderup, Maximilian Schmid, Stefan Ecker, Petra Kroon, Jacob C. Lindegaard, | | | ‘ | I I ‘
Kjersti Bruheim, Barbara Segedin, Alina Sturdza, Henrike Westerveld, Supriya Chopra, Fleur Huang, Margit Valgma,

Laura Velema, A.C. de Leeuw, Max Peters, Marianne Sanggaard-Assenholt, Nicole Eder- Nesvacil, Johannes Knoth,

Monica Serban, Sofia Spampinato, Kathrin Kirchheiner, Remi Nout, Ina Jurgenliemk-Schulz, Christian Kirisits

EMBRACE Collaborative Group

EMBRACE I

A multicenter prospective interventional cohort study on
IGRT-IMRT + cisplatin + MR-IGABT in locally advanced
cervical cancer: overall results Pyt
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Actuarial estimates (%)

Results: Disease control -

overall cohort

(based on data from 11/2024)

100%
w = EemEamsassssensnem
90% + ' i e o = S —— -~ 0 B s 400 o o 144 b
””rr"l'tl'i"'ﬂvvvr‘.tt,;L;A;;;
80% 1
70%
S --Pelvic Nodal-Centrol
3y: 95% 5y: 94%
50% +
s -—Local Control
* 3y: 93% 5y: 92%
30% 1 . k
- Pelvic and Para-aortic Nodal Control
. 0 . 0,
S 3y: 91% 5y: 90%
10% - - Distant ond Para-aortic
3y: 88 ’
y Median follow-up 39 months
0%
0 12 24 36 48 60
Time (months)
At Risk (Events)
Peivic Nodal Control | 1358 (0) 1187 (35) 1056 (57) 864 (64) 557 (65) 272 (66)
Local Control | 1358 (0) 1187 (53) 1056 (82) 864 (90) 557 (91) 272 (94)
Pelvic and Para-aortic Nodal Contro! | 1358 (0) 1187 (58) 1056 (95) 864 (109) 557 (117) 272 (119)
Distant Control beyond Para-aortic | 1358 (0) 1187 (80) 1056 (125) 864 (154) 557 (173) 272(177)

Control arm in

the next
studies!!!
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EMBRACE | EMBRACE II
V43 2.4 1.51 (-900 cm?) = local control
EBRT in PAN in N1 35% 50% (+15%) = morbidity
nodal control with t
PAN RT
Brachytherapy
BT IC/IS 43% 74% (+31%) ¢
CTV-HR D90 90Gy 92Gy (+2Gy) = main local
control
= morbidity
(although > Gy)
D2cc Rectum 62Gy 58Gy (-4Gy) l
D2cc bowel 63Gy 58Gy (-5Gy)
PIBS -15Gy vaginal morbidity l

1. Are all centers across Europe, or across ltaly,
able to provide “EMBRACE style”
radiotherapy?

2. What drug can enhance the effect of
modern radiotherapy”?

3. Or maybe those who claim that systemic
therapies can compensate for inadequate
radiotherapy aren’t entirely wrong.
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LACC: Evolution of treatment

Relative Risk Estimate of Survival from
Five Chemoradiation Clinical Trials
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COGaes GOGMM GOGMXN GOGMN2Y  SWOG RTOG
Cisplatin  Cis/SFUM Wy o
(COG 100
Risk of Death Decreased by 30-50%

S-year PFS 47-65%
Syear 0S5 52-73%

Risk of death decreased

\by 30-50% /

Meta-analysis:
OS HR:0,81; 6% 5yOS
DFS HR: 0,78; 8% 5yDFS

2008-2015

NACT + surgery vs CRT
Gupta (N=633)

NACT + surgery vs CRT
EORTC-55994 (N=626)

CRT + adjuvant CT

OUTBACK trial (N=919)

2018-2020

CRT + Anti-PDLI
CALLA (N=770)

CRT + Anti-PDLI
ATEZOLACC
(EIEL)

2023-2025
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After 25 years: Evolving Standard of Care

1.Cervical Cancer is a Virally Driven Cancer:

* Almost all cases are driven by HPV infection. The virus has evolved many ways of evading the immune system

2. Immune-Privilege State: PD-L1 expression and Tumour Infiltrating Lymphocytes(TILs)
« PD-L1is not expressed in normal cervical tissue, but is overexpressed in SCC(19% to 88%) and Adenocarcinoma(14%)

«  The tumour microenvironment(the composition of) has an impact on survival rates:
o Patients w negative LN have higher numbers of intraepithelial CD8+ cells than positive LN patients

3. Cervical Cancers Have an Increased Tumor Mutational Burden (TMB) Rate
« The rate of TMB in cervical cancers is about 5-6 mutations per megabase (behind melanoma, lung, bladder, oesophageal and
colorectal cancers)
* Increased TMB lead to the presence of more neoantigens that then stimulate the immune system.

Smola, S, et al. Ther Adv Vaccines. 2017;5(3):69-82.Dyer et al JINCCN; Volume 17 Number 1 January 2019
S.J. Otter et al. / Clinical Oncology 31 (2019) 834e843; J. Otter et al. / Clinical Oncology 31 (2019) 834e843; Piersma SJ et al; Cancer Res 2007; 67: (1). January 1, 2007Alexandrov LB et al Nature
2013;500:415e421; S.J. Otter et al. Clinical Oncology 31 (2019) 834e843



Combo Patients .

Recurrent / 1% Line Metastatic Setting

[ KN 826 } [ EMPOWER J [ BEAT-CC J

pembrolizumab cemiplimab atezolizumab
" . N
ICls in recurrent or metastatic cervix
cancer
N S

) 4

Locally Advanced Cervix Cancer

CALLA [ ATEZOLACC KEYNOTE-A18
4 = i - — : ; —~ )
DURVALUMAB| | ATEZOLIZUMAB PEMBROLIZUMAB
(IMFINZI) | | (TECENTRIQ) | | (KEYTRUDA)

Failure of Failure of PFS & Improvement in
PFS & OS OS PFS & OS




CALLA Study Design

15 countries, 120 sites

Durvalumab 1500 mg Primary Endpoint:
Eligible population q4w x 24 doses Progression-Free Survival®?

(Investigator-assessed)

 Women aged >18 years

Platinum + EBRT
+ brachytherapy Key Secondary Endpoints:

 Histologically confirmed cervical
adenocarcinoma, squamous carcinoma, or
adenosgquamous carcinoma

« High-risk LACC (FIGO 2009)
— Stages IB2 to 1IB, node positive (N>1)
— Stages llIA to IVA with any node (N=>0)
« WHO ECOG performance status of O or 1

e Qverall survival

Placebo Objective response rate

q4w x 24 doses

Duration of response

_ Incidence of local or distant
Platinum + EBRT progression / 2° malignancy

+ brachytherapy

Safety and tolerability
Stratification factors

« Disease stage

— FIGO Stage IB2-1IB and LN+ Chemoradiotherapy Regimen
— FIGO Stage 2lll and LN- Platinum agent Cisplatin 40 mg/m? or carboplatin AUC2 g1w x 5 weeks
— FIGO Stage 2lll and LN+ EBRT 45 Gy in 25 fractions at 1.8 Gy/fraction, 5 fractions per week

* Region of world

Brachytherapy High-dose rate: 27.5-30 Gy; Low/pulsed-dose rate: 35-40 Gy

Key Milestones

First patient in February 2019
Last patient in December 2020
Data cut off January 20, 2022

aAccording to RECIST 1.1 or histopathologic confirmation of local tumor progression using CT or MRI scans.
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Progression-Free and Overall Survival

PFS
Why did the strategy fail?
T 08 ; ; i W
E o Was the checkpoint inhibitor
g . administered concurrently I ,
with radiotherapy, potentially
¢ 041 559%  Hazard Ratio (95% limiting its immunogenic synergy?
z 62.1% 0.84 (0.65-1.08)
2 p-value = 0.174 . .
g %27 Durvalumab + CRT Maturity: 31% e \Was the choice of CheCprInt
Placebo + CRT Median follow-up: 18.3m v iInhibitor suboptimal for this
0 .
(l) CI’> é ElJ 1|2 1|5 1|8 2|1 214 2l7 3IO 3|3 tumor type Or Settlng?
Time from randomization (months)
AT M e ae e 2 e e w4 4 2 o * Low risk population reducing the

likelihood of observing a
meaningful benefit?
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Locally-advanced CC Management:
Chemoradiation + anti-PDL1: CALLA trial

Subgroup Analysis
Disease stage (FIGO 2009)
Stage IB2-1IB, LN+ 35/134 39/133 o 0-87 (0-55-1:38)
Stage =lll, LN- 28/108 26/107 i 1-11 (0-65-1-91
Stage =lIl, LN+ 49/143 0-71(0-49-1-03)

PD-L1 expression status

=1% 102/356 117/352 B 0-83 (0-64-1-09)
<5% 19/60 25/64 - 073 (0-40-1.32)
=5% 85/311 95/300 = 0-84 (0-63-1-13)
220% 45/191 63/178 B 0-62 (0-42-0-91)

Monk B. et al, Lancet Oncol 2023 Dec;24(12):1334-1348

Prof .Lorusso D, MD, PhD
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ATEZOLACC:
Randomized, open, phase II trial

Key Eligibility Criteria

EBRT 45 Gy IMRT / VMAT
Concurrent cisplatin 40 mg/m? QW

(FIGO 2009) stage IB1-1IA and N+ IGABT boost

or lIB-IVa
or IVb (metastases limited to para-
aortic area) *

EBRT 45 Gy IMRT
Concurrent cisplatin 40 mg/m? QW

IGABT boost Atezolizumab 1200 mg

IV /3 weeks
up to 20 cycles

Stratification factors

+ Atezolizumab 1200 mg IV every
three weeks

FIGO 2009 IB-1IB vs Illa-IVa vs Ivb
Pelvic nodal status (N+ vs N-)
Age (<50yvs250vy)
Histology: SCC vs other

- Je 26th European Congress on
=S “Qms Gynaecological Oncology
*based on PET/CT Congress FEBRUA
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Primary endpoint: 2-y PFS 2-y PFS (95%C)
64% [55%; 75%)

70% [61%; 80%]

Standard arm

Atezo arm

. CHT Alphe == LCHT = Asyolzumab

HR (95%Cl)

Log-rank p=0.22

0.77 [0.46; 1.29]

Frogression-free Survival Probabdity
{par RECIST

Tierws gancn Fandomazalion (years)
CRT Alons
"ﬂi ; Secondary endpoints 2-y OS (95%C)
copraid § 3 5 4

Standard arm 82% [74%; 90%]

Atezo arm 83% [76%; 91%)]

Overall survival

e CRT More == CHT + Alsgolinumab

Why did the strategy fail?

» Was the checkpoint inhibitor
administered concurrently
with radiotherapy, potentially
limiting its immunogenic synergy?

HR (95%Cl)

Log-rank p=0.95

1.01 [0.52; 1.96]

Cwarall Survival Probability

* Was the choice of checkpoint
inhibitor suboptimal for this

Time since randomization (years)

tumor type or setting?

* Low risk population reducing the
likelihood of observing a

meaningful benefit?

CHT Alone

cegiored
f
vors O

=] L}
4 15
B 18

CRT + AMezolizemab

Al His B4

CopRm |

» iy
1 14.

&4 F |
L | T
8 1 (]}

ESGQ202S
Congress

26th European Congress on
Gynaecological Oncology
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ENGOT-cx11/GOG-3047/KEYNOTE-A18:
Randomized, Double-Blind, Phase 3 Study

Cisplatin 40 mg/m? QW for

Key Eligibility Criteria 5 cycles? + EBRT followed by
- FIGO 2014 stage IB2-IIB brachylherapy Pembrolizumab 400 mg Q6W

_ o : 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/m? QW for
RECIST 1.1 measurable or 5 ek f EBHG folowed. by

non-measurable disease brachytherapy Placebo QW

* Treatment naive + for 15 cycles
Placebo Q3W

Stratification Factors for 5 cycles

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

« Stage at screening (stage 1B2-11B N+ vs IlI-IVA)

* Planned total radiotherapy dose (<70 Gy vs
=70 Gy [EQD2])

-'-H-.-

Lorusso et al. Lancet 2024

Domenica Lorusso Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Baseline Characteristics

Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N =529) (N=531) (N =529) (N =531)

Age, median (range), years 49 (22-87) 50 (22-78) Stage at screening (FIGO 2014 criteria)

Race? IB2-11B 235 (44.4) 227 (42.7)
White 254 (48.0) 264 (49.7) 11-IVA 294 (55.6) 304 (57.3)
Asian 155 (29.3) 148 (27.9) Lymph node involvement?

Multiple 78 (14.7) 86 (16.2) Positive pelvic only 326 (61.6) 324 (61.0)
American Indian or 24 (4.5) 22 (4.1) Positive para-aortic only 14 (2.6) 10 (1.9)
Alaska Native

, , Positive pelvic and para-aortic 105 (19.8) 104 (19.6)
Black or African American 14 (2.6) 8 (1.5)
Native Hawaiian or 2 (0.0 ' 02) N;gf;:'t‘l’s pelvic or 84 (15.9) 93 (17.5)
Other Pacific Islander ’ ' P

PD-L1 CPS Planned type of EBRT
<1 22 (4.2) 28 (5.3) IMRT or VMAT 469 (88.7) 470 (88.5)
>1 502 (94.9) 498 (93.8) Non-IMRT and non-VMAT 60 (11.3) 61 (11.5)
Missing 5 (0.9) 5(0.9) Planned total radiotherapy dose

ECOG PS 1 149 (28.2) 134 (25.2) <70 Gy 47 (8.9) 46 (8.7)

Squamous cell carcinoma 433 (81.9) 451 (84.9) =70 Gy 482 (91.1) 485 (91.3)

Data are n (%) unless otherwise noted.
3n each treatment arm, 2 patients (0.4%) had missing information for race. PPer protocol, a positive lymph node was defined as 21.5 cm shortest dimension by MRI or CT.
Data cutoff date: January 9, 2023.
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 Randomized phase-Ill double-blind placebo-controlled design
* High-risk LACC population

KEYN OTE_A18 Strengths * Short accrual period
 The majority treated with modern radiotherapy approach
 Good adherence to protocol-specified treatment
* 10.5% PFS benefit at 2-years

e Patient-reported HRQoL changes similar to the placebo arm

Updated Progression-Free Survival at IA2 Primary Endpoint: Overall Survival at IA2

| 36-mo rate (95% Cl)
1 82.6% (78.4-86.1)
| 74.8% (70.1-78.8)

N

o

o
|

36-mo rate (95% Cl) 904
69.3% (62.7-75.0)
56.9% (50.4-62.9) 80+

o ~N 0 ©
o © O O
| | l |

HR 0.67 (95% ClI, 0.50-0.90)

|
|
|
|
: mo
|
- M2 RNR) |
— — a ]
40 P=0.0040 : Placebo Arm | 20.5%
30 :
]
I
I
l
1
1

Overall Survival, %
(8)]
T

++++++++++++++++ ™ i

Progression-Free Survival, %
(6]
T

40— HR 0.68 (95% CI, 0.56-0.84)
307 Placebo Arm | 39.5% W 204 76.7% information fraction2
20— 10—
104 Median follow-up: 29.9 months
Median follow-up: 29.9 months 0 T T T T T T T T T T T T T
0 1 1 T T T T T T T 1 | 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
0 3 6 9 12 15 18 21 24 27 30 33 36 39 No. at risk Time, months
No. at risk Time, months

529 527 522 509 500 463 412 374 326 273 210 136 63 11 1

531 527 518 508 493 455 405 366 316 259 194 125 58 12 0
529 515 474 430 402 353 317 280 217 179 86 69 2 0 _ o , _ ) _ _ _ , ,
531 513 452 395 366 325 283 241 178 148 78 69 2 0 aWVith 184 of the 240 deaths expected at the final analysis (76.7% information fraction), the observed P = 0.0040 (1-sided) crossed the prespecified nominal boundary of 0-01026 (1-sided) at this planned second

Lorusso D et al. Lancet. 2024:403:1341-50; Lorusso D et al.Lancet. 2024 Oct 5:404(10460):1321-1332 Lorusso D etal. Lancet. 2024;403:1341-50; Lorusso D et al.Lancet. 2024 Oct 5:404(10460):1321-1332

20
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Why some trials with so strong biological rationale
failed and other won?

\\“)’f/

L~
e
S

\liy,

O

IS it a matter of strategy? Or a matter of trial?

e
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PFS

Key Differences of studies

Primary Endpoint

Recruitment

Chemo for CRT

Study Treatment

Lymph Node Size and number

Patients

N=770

Either cisplatin or carboplatin

Durvalumab 1500 mg |V every 4 weeks
for 24 cycles

1 positive pelvic LFN required
Amendment : Downsized LN size in short
axis for CT (from 1.5 cm to 1 cm)

CALLA vs KEYNOTE-A18

PFS/OS

N=980

Cisplatin only

Pembrolizumab
200 mg Q3W (5 cycles)
400 mg Q6W (15 cycles)

2 positive pelvic LFNs required
Remained unchanged for LN size per
RECIST 1.1 (21.5 cm shortest dimension)

IGCS 2022°

ANNUAL GLOBAL MEETING (/¢
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 Real life versus clinical trial

BUT... we don't still
have Real life data

. Immune-Mediated AEs

20 4 19.3

Hypothyroidism Hyperthyroidism Colitis

" roirYrace
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Rational selection Open issues

Background

* How long should maintenance be continued?

Primary Endpoint: Overall Survival at |A2

| 36-mo rate (95% Cl)
1 82.6% (78.4-86.1)
' 74.8% (70.1-78.8)

KN A18: Early splitting of PFS/OS curves:

what is optimal duration of

HR 0.67 (95% ClI, 0.50-0.90)

40- P = 0.00402 :
I Placebo A 20.5% .
30- i -m Pembrolizumab after CRT?

Overall Survival, %
(@) ]
T

76.7% information fraction2

204
104
Median follow-up: 29.9 months
0 T T T T T T | T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months

529 527 522 509 500 463 412 374 326 273 210 136 63 11 1
531 527 518 508 493 455 405 366 316 259 194 125 58 12 0

Lorusso D et al. Lancet. 2024;403:1341-50; Lorusso D et al.Lancet. 2024 Oct 5;404(10460):1321-1332
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Background

¥ Pembrolizumab Cost Estimate (Italy — KN A18 Regimen)

PY CO StS Drug Requirement

* Total dose: 7,000 mg
(5 cycles x 200 mg + 15 cycles x 400 mg)

Ex-Factory Price (Theoretical)

» €37.98/mg

+ Raw cost (no discount):

7.000 x €37.98 = €265,860.00 S u Sta i n a bi I ity?

“~ Discount Scenarios (Typical in Oncology Settings)

Discount Applied Estimated Actual Cost
30% €186,102
50% €132,930

# Final Estimate

Pembrolizumab “drugs only” cost in Italy (KN A18):

{ €130,000 - €190,000

(Depending on negotiated discount)
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PLEASE MOTE that use of this NCCH Conbend is governed by the End-Llser Licanse Agresment, and you MAY NOT detribule this Conltent of use il with ary artificial inbsligence model or toal.

Natl 0 r.lal Print=d by Gabrislla Macchia on 100242025 3:51:50 AM. Copynghl © 2025 Natioral Comprehensive Cancer Netwark, Inc. All Rights Ressrved.
. i 1 i NCCN Guidelines Index
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= Nzgﬁg:kg Cervical Cancer Discussion
CLINICAL STAGE PRIMARY TREATMENT * .
Pembrolizumab may be added:
* FIGO 2014 Stage IlIIA-IlIB-IVA (Category 1)
* If FIGO 2018 stage lll overlap with FIGO 2014 IIIA/IIIB
(Category 1)
e Selected FIGO 2018 Stage IlIC (purely nodal) (Category 2B)
Negative
for distant -
" EBRT™:P:
metastasls + concurrent platinum-containing chemotherapy"
Further radiologic + brachytherapy™
workup for + pembrolizumab (category 1 for FIGO 2014 Stage
IIB-IVA — |metastatic disease A, IIIB, and I!IUA; category 2B for select FIGO 2018
as clinically N ] stage llI-IVA)
indicated® egative *
Positive Eiupgy_
for distant |- |SUspicious
: areas as
metastasis indicated |
Positive Systemic therapy®

+ individualized RT™V

¢ Principles of Imaging (CERV-B).

M Principles of Radiation Therapy (CERV-D).

P Induction chemotherapy (carboplatin/paclitaxel) followed by single agent cisplatin (or carboplatin) and radiation given according to the INTERLACE protocol could be
considered.(McCormmack M, et al. Lancet 2024;404:1525-1535). See Systemic Therapy for Cervical Cancer (CERV-F)

& Systemic Therapy for Cervical Cancer (CERV-F).

tExtended field RT is recommended when para-aortic nodes are involved by imaging or confirmed on pathology. This may also be added in select patients with positive
pelvic nodes such as common iliac metastasis.

Y Concurrent platinum-containing chemotherapy with EBRT utilizes cisplatin as a single agent (or carboplatin if cisplatin intolerant). Pembrolizumab may be added as
follows: Cisplatin (or carboplatin)/RT and pembrolizumab (for FIGO 2014 stage llIA, IlIB, and IVA: Category 1); Cisplatin (or carboplatin)/RT and pembrolizumab (for
select FIGO 2018 stage llI-I\VA: category 2B). Category 2B is for FIGO 2018 stage lIC purely on nodal metastasis without concomitant tumor characteristics defined
in 2014 FIGO Stage llIIA-IlIB. If the FIGO 2018 staging of stage |ll overlaps with FIGO 2014 |lIA/IlIB staging, category 1 can be applied to cisplatin (or carboplatin) +
pembrolizumab. (See Systemic Therapy for Cervical Cancer [CERV-F]).

¥ Consider ablative therapy for 1-5 metastatic lesions (category 2B) if the primary has been controlled. (Palma DA, et al. Lancet 2019;393:2051-2058.)

Surveillance
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Keynote A18 ~KEYMBRACE-I*
THE LANCET SRl
n 529 738
Thisjournal  Journals  Publish  Clinical  Global health  Multimedia  Events  About FIGO stage 20142009
182-11B N1 235 (44%) 403 (55%)
CORRESPONDENCE ' Volume 404, Issue 10467, P2050-2051, November 23, 2024 &, Download Full Issue
~ ~ n-v 294 (56%) 335 (45%)
Pembrolizumab for locally advanced cervical cancer
Maximilian P Schmid * & - Primoz Petric ° - Umesh Mahantshetty € - Christian Kirisits * - Kari Tanderup ¢ - Ina Jurgenliemk-Schulz © - et al. Histology
Squamous 433 (82%) 634 (86%)
Non-squamous 96 (18%) 103 (14%)
Lymph node status
THE LANC ET Positive pelvic only 326 (62%) 548 (74%)
Positive paraaortic 119 (23%) 98 (13%)
Thisjournal  Joumals  Publish  Clinical  Global health  Multimedia  Events  About
No positive pelvic or 84 (16%) 92 (12%)
paraaortic lymph nodes
CORRESPONDENCE - Volume 404, lssue 104467, P2051.2052 November 23, 2024 ¥, Download Full Issue Median follow up in months 18 44
Pembrolizumab for locally advanced cervical cancer - Authors' reply
b : . - g w 24 months PFS / DFS* 68% 71%
Domenica Lorusso “° &3 - Karin Yamada ™ Kan Li®- Annamaria Cerrotta © - Gabriella Macchia
24 months 05* 87% 84%

2 €

What if brachytherapy had truly been used to
its full potential in KEYNOTE-A18? Would the
outcomes have told a different story?

1V 2 matcenter orotoectve cobort ctudy lancet Oncol 2021 224l 5318.547
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Where are we going?

Armadillo

» ' . . - -
0 "« ¢ Clinical outcomes and perspectives of volume reduction
Esiz02 E§IR02024' AR

m giétipéifgélpétriére
AP-HP Radiosensitive: standard treatment

E M Personalization 1:“\ 1\ Highly radiosensitive: dose de-escalation

- 1\ 2 /i\/“\ / ,i\ ;ﬁ\ 1\ High risk of RT-induced toxicity: dose de-
Ta: —

escalation or alternative therapy

CTVv ’i\ ﬁ\ \ ,ﬁ\ ,i\ Radioresistant: dose escalation,

radiosensitisers or alternative therapy

PTV v ;
Pre-treatment On-treatment Post-treatment :ﬁ,’
V43G biomarkers biomarkers biomarkers v
e e e———————————————————
.. /= e s . ' Cyrus Chargari
V43G 3 L, — (& J| . France
< /, - < ”; : ,3":, >
: :/ } 1" T > 1 »
~ .
Tissue- Blood- s o Blood-
based based ging ging based

Identification of patient ~ Monitoring for
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Checkpoint Inhibitors with
Radiochemotherapy?

Pembrolizumab in combination with
chemoradiotherapy and maintenance
is a new standard in LACC?

For All Patients?

Integrating Checkpoint Inhibitors with

Radiochemotherapy in Locally Advanced
Cervical Cancer:

A New Standard for All Patients?

Yes, strong rational and encouraging data

Yes only for the treatment of FIGO 2014

Stage Il - IVA locally advanc.ed cerv.ical can.c§r. in EDA
adults who have not received prior definitive O
therapy. (FDA approved, EMA approved, NCCN  womwpmcnssgne,
guidelines—> waiting for AIFA: to date we have

only EAP (expanded access program)

No, patients have to be selected according to stage, quality of
radiotherapy availability, countries resources and
reimbursement policy.
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