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Description

he carcinoma is strictly confined to the cervix (extension to the uterine corpus should be disregarded)
Imvasive carcinoma that can be diagnosed only by microscopy, with maximum depth of invasion <5 mm?
Measured stromal invasion <3 mm in depth
Meas stromal invasion >3 mm and <5 mm in depth
Invasive ()ginoma with measured deepest invasion >5 mm (greater than Stage IA), lesion limited to the
ib

Width is no longer included

rvix uter
IB1 Nasive ﬁcinoma >5 mm depth of stromal invasion, and <2 cm in greatest dimension
IB2 Invasjy€ carcin >2 cm and <4 cm in greatest dimension
IB3 Invasive carci >4 cm in greatest dimension
Stage Il The carcin beyond the uterus, but has not extended onto the lower third of the vagina or to
the pelvic
1A Involvement i per two-thirds of the vagina without parametrial involvement

F | G O Sta gl N g ::2; Invasive carcinoma <4 coi' tst dimension

<4 cm has been subdivided into <2 cm
and >2 cm. New stage assigned to >4 cm

The 2018

| 0 ]c o IIB With parametrial involvement but not*up to the pelvic wall
C a SS ITI Ca t I O n Stage Il The carcinoma involves thedov ird of the vagina and/or extends to the pelvic wall and/or causes
hydronephrosis or nonfunctionifig kidney and/or involves pelvic and/or para-aortic lymph nodes
A The carcinoma involves the lower third of the vagina, with no extension to the pelvic wall
1B Extension to the pelvic wall and/W‘onephr is or nonfunctioning kidney (unless known to be due to
another cause)
lnc Involvement of pelvic and/or para-aortic lypfiph nodesyirrespective of tumor size and -
extent (with r and p notations)® ( } Lymph "‘fde status included
1c1 Pelvic lymph node metastasis only A In staging
1C2 Para-aortic lymph node metastasis / \

Stage IV | The carcinoma has extended beyond the true pelvis of has in!\?ed (biopsy proven) the mucosa of the
bladder or rectum (a bullous edema, as such, does hot permit@ case to be assigned to Stage V)

IVA Spread to adjacent pelvic organs N\ / a”

IVB Spread to distant organs v / \

Gynecol Oncol 2023-11 SGO statement



Fertility Sparing Treatment
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« <2cm (SCC and HPV-related adenocarcinoma) who
want to preserve the option to have children

*Unedmmon and rare histological types/subtypes of
cetvi€al'’cancer with aggressive behavior including
neuréendacrine carcinomas, HPV-independent
adenocarcinomas and carcinosarcomas: not candidate!

‘e IA1: cone, 1X2/IB¥+ low risk: cone + SLN mapping )

e [A1/IA2 + LVSl#&radieal trachelectomy + PLND (consider
cone + PLND)

\* IB1: radical trachelectomy + PLND )

NCCN 2024 Ver.2



Fertility Sparing Treatment - Selection of Candidates

Fei

Somamons ool carcimomas <oV Fertility Sparing Treatment - Management

associated adenocarcinomas Fertility sparing treatment

I v

LN intraoperative staging’

The aim of fertility sparing treatment must be the
resection of invasive tumor with adequate free
margins and preservation of upper part of the cervix

I

Tla1 and T1a2 tumors
- ’l Definitive CTRT + IGBT l

Radiological
LN staging

Negative LN

Fertility sparing treatment
cannot be recommended

Abandonment of fertility
sparing treatment

¥

Conization or simple Conization or simple Radical hel Radical hel Simple trachelectomy?®
trachelectomy® + cerclage trachelectomy®+ cerclage + (type A/B) + cerclage (type B) + cerclage + + cerclage + standard
+ standard LN staging* standard LN staging* + standard LN staging* standard LN staging* LN staging*

Fertility sparing treatment
cannot be recommended

Suitable candidate for Fertility sparing treatment cannot be

fertility sparing treatment considered a standard treatment! 20 p ri I ESG O/ESTRO/ES P G u id e I i n eS




The NEW ENGLAND JOURNAL of MEDICINE

“ RESEARCH SUMMARY |l

SHAPE trial

o .
Lesser IS saferr
L]
CLINICAL PROBLEM
5 S Radical hysterectomy remains standard care for patients
a I e n S e e C I O n with early-stage cervical cancer. However, retrospective

studies indicate that parametrial infiltration is unlikely
in early-stage disease, which suggests that less-radical
surgery could be a safe option. Randomized trials com-
paring simple hysterectomy with radical hysterectomy in
patients with early-stage cervical cancer are needed.

Simple versus Radical Hysterectomy

in Women with Low-Risk Cervical Cancer
Plante M etal. DOI: 10.1056/NEJM0a2308900

Simple Hysterectomy Radical Hysterectomy

IS important!

Stage IA, or 1B
N=350

ervic 3 N=350
CLINICAL TRIAL cervical cancer

ign: A phase 3, international, randomized, non-

ity trial assessed the efficacy and safety of sim-
rectomy as compared with radical hysterectomy Pelvic Recurrence
ith low-risk, early-stage cervical cancer.

Simple hysterectomy

cm, with limited depth of cervical
with no evidence of lymph-node
tive imaging were assigned to un-
oval of the uterus with
metria) or radical hyster-

Radical hysterectomy

Percentage of Patients

6 7 8 9 10
Years

with simple hysterectomy than with radical hysterectomy.

centage of Patients

0.6

LIMITATIONS AND REMAINING QUESTIONS F
The small number of recurrences resulted in wide Urinary Incontinence Ur;)nary :c;cntlion
confidence intervals around hazard ratios for time-to- yonc. 4w

event outcomes.

The median follow-up time was 4.5 years; later recur- CONCLUSIONS

rences are possible. 5 § y N .
In patients w.*h low-risk, ¢ .rly-stage cervical cancer, simple

hysterectomy w. s nonir .erior to radical hysterectomy with
respect to pelvic re~.crence at 3 years and was associated
with fewer urologic complications.

The surgical approach was chosen by trial surgeons
after randomization and was not a stratification factor.

Links: Full Article | NEJM Quick Take | Editorial

e N Engl)Med. 2024 Feb 29

Copyright @ 2024 Massachusett
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Description

e
The 2018 FIGO
staging
classification
--Local |y IIB With parametrial involve t notup to the pelvic wall
3 d vance d Stage Il The carcinoma involves t epthird of the vagina and/or extends to the pelvic wall and/or causes
hydronephrosis or nonfunctionirig kidney and/or involves pelvic and/or para-aortic lymph nodes
d | sease ( I_ A CC) A The carcinoma involves the lower third of the vagina, with no extension to the pelvic wall
1B Extension to the pelvic wall and/w@nephr is or nonfunctioning kidney (unless known to be due to
another cause)
lnc Involvement of pelvic and/or para-aortic I(ph no@irrespective of tumor size and -
extent (with r and p notations)® Lymph ""'de status included
11C1 Pelvic lymph node metastasis only A in staging
1C2 Para-aortic lymph node metastasis / \
Stage IV | The carcinoma has extended beyond the true pelvis of has in!\?ed (biopsy proven) the mucosa of the
bladder or rectum (a bullous edema, as such, does nhot permita case to be assigned to Stage V)
IVA Spread to adjacent pelvic organs N\ / a”
N 4

Gynecol Oncol 2023-11 SGO statement



5-Year Relative Survival

Challenge in Ioc%anced CC «|

60
50
40
30
20
10

4 0 Localized Regional Distant Unknown
Stage 2023 SEER t, USA
* Many women not cured! a =

i Development Of distant metastases %F?omf’gjz 2222 Bg(:g : : 2222 63?5 1182 6:)(25; 104(1) 733;

Percent

18.9%

from Iocal |€Si0n... 1A B 8 024 - - 8 024 3 016 5 035

1A1 Hj 73 2.16 - - 73 2.16 53 2.75 20 1.38

1A2 13 0.39 - - 13 0.39 6 0.31 7 0.48

1 0.33 - - 1" 0.33 7 0.36 4 0.28

- - Hﬁ 103 3.05 - - 103 3.05 78 4.04 25 1.73

B 102 3.02 - - 102 3.02 66 3.42 36 2.49

e 5-year disease free survival woomoo o RoaEo%omon ol
H 1 0.03 - - 1 0.03 0 0.00 1 0.07

M I 58 68(y 17 8 0.24 - - 8 0.24 0 0.00 8 0.55

I I l t - 2A1 HH 22 0.65 - - 22 0.65 16 0.83 6 0.41

a pprOXI a e y 0 A2 HR A19 0.56 - - 19 0.56 10 0.52 9 0.62
2B Hj 1 3.35 - - 113 3.35 66 3.42 47 3.25

3 HA 2 0.06 - - 2 0.06 0 0.00 2 0.14

3A Hj 2 0.62 - - 21 0.62 13 0.67 8 0.55

3B H 0.89 [v) 0.89 19 0.98 1 0.76

3c1 8 e 701 48.7% of CC 794 184 953 84 581

3C2 H 43 1.27, - - 43 1.27 32 1.66 1 0.76

4 HA 4 0, - - 4 0.12 2 0.10 2 0.14

4A _HR 49 .45 - 49 1.45 23 1.19 26 1.80

4B Hj 147 4.35 - - 147 4.35 98 5.08 49 3.39

REE 5 1.72 - 58 1.72 34 1.76 24 1.66

2023-11 H@REEEFR



HPV integration and differential pathway activation between HPV subtypes

KRTS ITGA6
a JAGT GPX2 . A ‘ b
TRAF4 ‘ ‘ ./ ZNF385A
Ribosome biogenesis
DST Y
“““ 5.8S tRNA
CLCA2
3 YAnoikis
EVPL .
FOXA1 v
PPM1J @ v Protein catabolic progéss
' yr. LIF  PMAIP1 Y
Negative regulation of DNA binding
g Centromerg

100

O Gene

[ ] miRNA/RNA family

V Abstract Concept

<> Complex

B Higher IPL in A7 —> Activation

I Higher IPL in A9 — Inhibition i

H

11

Frequengy gains (%)
Frequéncy losses (%)

TCGA. Nature 2017 Mar 16;543(7645):378-384



Somatic alterations in CC and associations with molecular platform features &
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b Histology
HPV clade

HPV integration
APOBEC mutageneS|s
C-like

EMT score

Purity

iCluster

C PIK3CA (26%)
EP300 (11%)

FBXW7 (11%)

PTEN s%;

HLA-A (8%

ARID1A (7%)

NFE2L2 (7%)

HLA-B (6%)

(
MAPK1 (5%)
CASP8 } ;

5 )

YAP1 (16%
BCAR4 (7%,

multiplatform integrative clustering of cervical cancers

Synonymous
B Non-synonymous

B Adeno. @ Adenosq. O Squamous
OA7 _BA9 [0 Negative M Other
GNo M Yes

B Highd OLow ONo

[ I

I Z1E0Nol MYes

-3(76 [ 1.15
0.22[Z———""TNNN 0.96

B Keratin-low @ Keratin-high B Adeno.

= APOBEC
M Non-APOBEC

[ ]
[ ]
1]
[ |
r .
[ Synonymous [ In-frame indel W Other non-synonymous [ Missense [ Splice site [ Frameshift B Nonsense 0 20 40 60 80
Mutations
| ] !
] M Gain
1Ll [ | W Loss
1 11
B log,[CN] < -0 [0 -0.4 < log,[CN] < 0.1 [ 0.1<log,[CN] <0.4 M log,[CN] > 0.4 0 40 80 120

Gene-level SCNAs

mRNA

miRNA

Protein

I Histology (P = 3.6 x 10-2%)

| Keratin-low __| iCluster
I | =]

I | —————— |

I I
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TCGA. Nature 2017 Mar 16;543(7645):378-384
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B HPV clade (P=8.5x 109
I BN B PV integration (P = 4.0 x 107)
| UCEC-like (P = 7.0 x 10%)

APOBEC mut. (P = 3.9 x 10°)

Il EMT score (P=1.6x 102
LA R L LR RA] -IIIII ‘I.IT.I- Purity (P =9.5x 1079

KRAS (P = 9.7 x 109)

| ERBB3 (P=26x107)

ERBB2 (P = 8.5x1079)
HLA-A (P =2.7x107?)
mRNA C1

PARADIGM C2

miRNA C5

Methylation CIMP-high
RPPA hormone

CNV-low

RPPA PI3K-AKT

miRNA C4

miRNA C6

miRNA C2

PARADIGM C3

mRNA C3

PARADIGM C4

miRNA C3

RPPA EMT

miRNA C1

PARADIGM C1

Methylation CIMP-low
mRNA C2

Methylation CIMP-inter.
CNV-high

FGFR3 (P =1.1x 10-10)
CTGF (P=5.1x109)

TP63 (P=7.1x1071)

IL36G (P = 6.1 x 10°17)
ADH7 (P=1.9x 1079
SPINK5 (P =1.2 x 1017)
KRT78 (P =1.0x 1079
CRNN (P =2.5x1077)
TMPRSS11D (P = 3.1 x 10%)
SPRR3 (P = 9.8 x 10-%%)
miR-205-5p (P = 1.4 x 107'9)
miR-944 (P =6.6x 1079
miR-200a-5p (P = 9.8 x 107)
miR-30a-5p (P = 2.1 x 10719
miR-338-3p (P = 3.3 x 109
miR-224-5p (P = 3.2 x 1079)
miR-193b-3p (P = 4.7 x 107%)
YAP (P = 6.8 x 1079)

P-YAP (8127) (P =3.4x 102)
IGFBP2 (P = 5.4 x 1079)
p-MAPK (T202/Y204) (P = 3.9 x 10
p-EGFR (Y1068) (P = 1.2 x 107%)
p-SRC (Y416) (P = 1.2 x 109)
HER2 (P = 3.4 x 109)

TIGAR (P =2.7 x 10%)
EGFR(q=2.7x109)

274 (q =3.7 x 10%)

BCAR4 (q=7.8x109)
ERBB2 (g =8.3x1079)

Histology

M Adenocarcinoma

W Adenosquamous
Squamous

HPV clade
" A9

Negative
M Other

HPV integration
No
M Yes

UCEC-like
No
M Yes
APOBEC
mutagenesis level
High
Low
No
EMT score

P15

-3.76

Purity

Poogs
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Further explasation about actionable biomarkers due to
trials of MEK infiibitors to date have shown limited
activity...

* Driver mutations: PIK3CA, KRAS, EGFR

 Amplification of PIK3CA: 36% CC, most commonly in SCC, higher rate of
radiation resistance

 KRAS: more in adenocarcinoma, associated with HPV18, pathogenesis
through RAS/RAF/MEK/ERK pathway



Locally Adwanced Cervical Cancer

Y /'

* CCRT with EBRT/Cisplatin as radiosénsitizer (<=56 days)
 EMBRACE-I study:
>90% local control rate; lower OS in pts without brachy RT or >56days
* OUTBACK trial?: High-risk pts (pelvic lymph nodé-positive 2008 FIGO stage IB1,

IB2, II, IlIB, and IVA patients with para-aortic nodal'invelvement above L3 or L4
were excluded)

!Lancet Oncol. 2021 Apr;22(4):538-547, ?Lancet Oncol. 2023 May;24(5):468-482.



Locall;/}dvanced Cervical Cancer
I QUTBACK triall

|
Stage IB,-1Va -

Hazard ratio 0-90 (95% Cl 0.70-1-17); p=0-81
90+
. -_ 0 - R s
Cervical cancer: 4 cycles 3 9 jo_\M
Standard Carboplatin + Adj uvant ch

) rapy:

chemoXRT aclitaxe -
Stratify for h | Paclitaxel . 92%di ate adj CT
- FIGO stage

- Pelvic nodal
" Standard
involvement chemoXRT

Overall survival (%)
v
S

Eventsat S-year overall

ival
20 Syears Surviv;
104 — Chemoradiotherapy only group (n=456) ~ 116deaths  71% (95% CI 66-75)
— Adjuvant chemotherapy group (n=463) 105deaths  72% (95% C1 67-76)
o T T T T T
o 12 24 36 48 60
Nialia st Time since randomisation (months)

- Uterine +ve
on MRI

(cumulative number censored)

Adjuvant chemotherapy group 463 (0) 403 (38) 347(59) 307 (80) 245(127) 149 (209)
Chemoradiotherapy only group 456 (0) 417(20) 343 (45) 306 (58) 244 (102) 164 (176)

ﬁngMeier estimates of overall survival

/ 100+

90

3-year hazard ratio 0-86 (95% Cl 0-69-1.08; p=0-17)
S-year hazard ratio 0-86 (95% C1 0-69-1.08; p=0.58)

®
=]
L

» Addition of adjuvant chemotherapy didn’t have overall survival
benefit! But increased toxicity... : > bt fomdinte: i Fomeiche
> A meta analysis? failed to demonstrate a clear improvement in A e~y —— PR ——

onlyfiroup (Mg56) 136 progressions) 146 progressions)

OS with chemo but did show an association between outcome ) S S gy ey

116 progressions) 129 progressions)
- o 00 2‘4 3‘6 4‘8 6‘0
and short course chemo (OS improved by 7% at 5 years). N
(cumulative number censored)
Adjuvant chemotherapy group 463 (0) 351(35) 302(53) 266 (70) 215(111) 134(182)
Chemoradiotherapy only group 456 (0) 335(18) 275(43) 255(51) 210(88) 137 (156)

Lancet Oncol. 2023 May;24(5):468-482; 2Crit Rev Oncol Hematol. 2022 Apr:172:103638.



TERLACE Trial Design

Key eligibility criteri Stratified by

* Newly diagnosed histologically Randomised (n=500) * Site
confirmed FIGO (2008) stages 1B1 » Stage
node+,1B2, Il, llIB, IVA squamous, * Nodal status
adeno, adenosquamous cervical Indiuction chemotherapy (n=250) « 3D-Conformal v
cancer IMRT EBRT

Carboplatin (AUC2) & paclitaxel (80mg/m?
*No nodes above aortic bifurcation / give(n : .qe|)(|y E)r 6 week(s i +2Dv3D BT

on imaging * Tumour size
* Adequate renal, liver & bone Weel + SCC v other

- ¢
marrow function / . .
* Fit for chemotherapy & radical RT a Primary endpoints
*No prior pelvic RT Standard CRT (n=250) - PFS

Chemotherapy: cisplatin (40mg/m?2) weekly for 5 weeks *OS
Radiotherapy: EBRT (40-50 4Gy in 20-28 fractions) & BT to give a
3D-Conformal = 3D conformal radiotherapy minimum total EQD2 dose of 78Cy to point A, 3D IGABT recommended Secondary endpoints
IMRT = Intensity modulated radiotherapy Overall treatment time <50davs
EBRT = External beam radiotherapy All centres underwent RT QA « Adverse events

RT = Radiotherapy

BT = Brachytherapy \./ « Pattern of relapse

IGABT = Image-guided adaptive A «QOL
brachytherapy

* Time to
RT QA = Radiotherapy quality assurance Follow-up

subsequent
ongress
%@%ND Mc g Mary McCormack

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




dverse Events at any time

I CRT alone
I nduction Chemo + CRT

Didn’t compro elivery
of subsequent rad

()
(@)}
©
-—
C
(]
O
—
()
o

Any Any Any Neutropenia Anaemia Thrombocyto ~ Any non- Abdominal/ Diarrhoea Fatigue/ Infection

Adverse grade Haem -penia Haem Pelvic Muscle
Event (AE) 3-4 event AE* AE* pain weakness/

Joint pai
G5AEIn 3'patients- 2 CRT and 1 IC/CRT arm oint pain
*Grade 3-4 only . 106 people (42%) reported grade 2 alopecia i

EERESMD"™
2023 Mary McCormack Content of this presentation is copyright and respog gf the author. Permission is required for re-use.




INTERLACE Overall Survival (median FU 64 INTERLACE Progression-Free Survival (median FU 64m)
100

Induction Chemo
75 +CRT 146 PFS events

HR 0.65;95% Cl:0.46 -0.91
P=0.013

Induction Chemo
+CRT 109 deaths

CRT alone HR 0.61;95%

P=0.04 CRT alone

50

Induction
Chemo + CRT
(n=250) (n=250)

Induction CRT

% alive

Chemo+ CRT alone
(n=250) (n=250)

86% 80%

% alive and progression-free

3yr PFS 75% 72%

80% 72%
T T T T T . T . . . : . : . , . , SyrPFS|  73% 64%

T T
24 36 48 60 72 84 96 108 120 o 12 24 36 48 60 72 84 96 108 120 o
Time since randomisation (months) + 8'0 A’ Time since randomisation (months) + 9.0 A)
Number at risk umber at risk
CRT alone 250 181 154 124 99 67 39 16 5 1 Q ) CRT alone 04 157 140 110 88 63 36 16 5
" e 3% CANCER | CANCER - »
induction Chemo 250 195 168 146 111 75 42 19 GCIG > as. i | JETTOTH hem 178 152 132 105 72 40 19 8 4 GCIG#™ it 2 | T

DR Y -
A GYNECOLOGIC "% & GYNecologic

ongress
Mary McCormack Content of this presentation is copyright and responsibility of the author. Permission is required for re-use Mary McCormack Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

2023 ESMO meeting




Patterns of Relapse

<) CRT alone Induction Chemo + CRT

/\g=250) (n=250)
\/[ No. of patients (%)
Local/pelvic 1 26 (10)

14 (6)

16 (6)

Distant 30 (12

Local/pelvic & distant 20(8) 6) :
)

Total local/pelvic 41 (16) 40 (16)

relapses

Total distant relapses 50 (20) 30 (12)

congress
MADRID
m Mary McCormack Content of this presentation is copyright and res - author. Permission is required for re-use.




Cancer immunity
cycle to illustrate the = Eilmio ad
intracellular and

extracellular evasion

strategies of HPV

Immune evasion strategies Torr, 4. Tumor infiltration
of HPV "’°\¢M1M¢
2. Cancer

M, > lGrB Thl
G en o 3 L .
presentatio (’ : A % M2 Mo

- TMDSC

(/ : * ' / TTh2, Tregs

d E-cadherin
4 CCL20
T1L-6, PGE2, RANKL

= |ess activation &
migration LC, DC

= immunosuppressive
environment

1. Release of viral .
antigens and 5. Recognition of
neoantigens N fmorcel =

No lytic cel_l death : 15 4 MHC-I
Dysregulation of A APM modification
S|g_naII|r_19 pgthways 1 POAL/PD-L2 = less T-cell
= impaired immune /PD- recognition
activation TPD

TTIM-

TLAG-3

1Tregs, IL-10, T@

tIDO

= T-cell inhibitio



Re gu |at|0n Of I__ A Tecell activation B Tcell inhibition
cell activation

PD:L1/L2

 MHCII-AG=...

Cytokine release

0 C T-cell reactivation using immune
checkpoint antibodies

AN

PD-L1/L2

Other coinhibitory
molecules

ytokine release



Cancer immunity
cycle to illustrate the 3. Priming and

intracellular and | | ) |
. Anti-CTLA \
extracellular evasion

strategies of HPV /b\

2. Cancer antige
presentation

HPV vaccines
TLR agonists

1. Release of viral
antigens and
neoantigens

Immune evasion strategies
of HPV
A4

Chemotherapy
Radiotherapy
Targeted therapy

o)

Anti-TIM-3
Anti-IDO

4. Tumor infiltration

A."

.
>

Ny

Anti-VEGF
TIL therapy

5. Recognition of
tumor cells

CAR-T therapy




CALLA KEYNOTE-A18 ATOMICC ATEZOLACC NiCOL
NCT03830866 NCT04221945 NCT03833479 NCT03612791 NCT03298893
Randomized, Randomized, double-] Randomized, Randomized, open-| Phase |
double-blind, global, blind, placebo- open-label, phase label, phase Il
placebo-controlled, controlled, phase Il Il
phase llI
Estimated N >70 980 132 189 21
Population Sta B2-1IB with  Stages IB2-IIB with Stages IB2-1IB Stages IB1-IIA with] Stages IB2 to
r IIIA-IVA any N+ or llI-IVA (FIGO with pelvic N+, pelvic N+, stages IVA with or
Al ' de 2009) 2014) any stage with [IB-IVA, any stage | without nodal
Cl INICa | trla |S para-aortic N+ with para-aortic involvement
. or llI-IVA (FIGO N+ (FIGO 2009) (FIGO 2009)
evaluatmg a 2009)
|Cls in LACC ICI Anti-PD-L1 Anti-PD-1 Anti-PD-L1 Anti-PD-1
durvalumab dostarlimab atezolizumab nivolumab

ICl intervention and Concurrent to Maintenance Concurrent to Concurrent to

maximum duration of | CRT followed by after response CRT followed by CRT Q2W and

adjuvant therapy maintenance up to to concurrent maintenance for 20] maintenance for
24 months CRT for up to cycles (12months Smonths
24 months approx.).

Primary endpoint PFS PFS and 0S S PFS Rate of DLT,
secondary: ORR
and PFS

A

CRT, chemoradiation; DLT, dose-limiting toxicity; ICl, immune checkpoint inhibitor;ORR, overall response rate; 0S, overall survival; PFS,
progression-free survival.

Ther Adv Med Oncol. 2023 Mar 28:15



l CALLA
& NCT03830866
Randomized,
double-blind, global,
placebo-controlled,
phase llI

70
Stages,|B2-1I1B with
N IA-IVA any
2009)

Clinical trials

evaluating

Cls in LACC 6’:
urvalumab
Concurrent to
CRT followed by

maintenance up to
24months

PFS

A
A4
CRT, chemoradiation; DLT, dose-limiting toxicity; ICl, immune checkpoint inhibitog{R,yall response rate; 0S, overall survival; PFS,

progression-free survival.

Ther Adv Med Oncol. 2023 Mar 28:15



Result of CAL%

Durvalumab concurrent with CCRT was well tolerated in participants with
locally advanced CC, however it did not significantly improve progression-free
survival in a biomarker unselected, all-comers population.

Concurrent durvalumab plus CCRT warrants further exploration in patients
with high tumoral PD-L1 expression.

Rigorous monitoring ensured high chemoradiotherapy compliance with
advanced technology and allowed patients to receive optimal care.

/n

100 -
S
= 80
2
c
2 60 oo A\ ;""_’_’1».—."—.
3]
T 40- dian PFS: both NR, data maturity 31%
2 2-mqnth PFS: 76 vs 73.3%, no difference
& 20~ — Durvalumab plus chemoradiotherapy
& —— Placebo plus chemoradiotherapy Hazard ratio (95% Cl): 0-84 (0-65-1-08), p=0-17
0
0 ?I, é é 1I2 1I5 18 2I1 2|4 2I7 3IO 3I3
Number at risk Time from randomisation (m6
(number censored)
Durvalumab plus chemoradiotherapy 385 363 330 294 270 215 163 110 43 11 1 0
(0) (13) 17) (22) (27) (70) (116) (165) @ (262) (272) (273)
Placebo plus chemoradiotherapy 385 368 318 282 257 203 146 109 49 14 2 0
(0) (12) (18) (22) (30) (68) (117) (15 (20 (243) (255) (257)
A4

Lancet Oncol. 2023 Dec;24(12):1334-1348.



l KEYNOTE-A18
‘P NCT04221945
Randomized, double-

blind, placebo-
controlled, phase Ill

980

Stages IB2-1IB with
N+ or IlI-IVA (FIGO
2014)

Clinical trials

evaluating
ICls in LACC

(20 manths pprox]
PFS and 0S

A4
CRT, chemoradiation; DLT, dose-limiting toxicity; ICl, immune checkpoint inhibitor;ZORR, overall response rate; 0S, overall survival; PFS,
progression-free survival.

Ther Adv Med Oncol. 2023 Mar 28:15



Locally

vanced Cervical Cancer
EYNOTE-A18

D L IA18 ES|
Primary Endpoint: Progression-Free Survival
100+ 24-morate (95% Cl)
= 904 67.8% (61.8-73.0)
> 57.3% (51.2-62.9)
© 80+
2
z 704
a
© 60+ Ptsw/ Median,mo
i 50 HR 0.70 (95% Cl, 0.55-0.89) : e ST
. . ° y V997U, | PembroArm 21.7% NR
S 407 [P=0.00203 ] + 1:0.5 % (NR-NR)
? 30 ' PlaceboArm  29.0% NR
® ! (NR-NR)
: ] :
o 104 |
Median (range) follow-up: 17.9 mo (0.9-31.0) :

c T T T 1 1 T T 1

0 6 22 15 18 21 24 27 30
No. at risk Time, months

529 462 400 282 222 171 100 26 3 0

531 463 379 263 208 149 88 20 0 0

Response assessed per RECIST v1.1 by

RSV
2023

S3;

review or

Presented by: Domenica Lorusso

Wih 269 events (88.5% informagon fracion), the observed P= 0.0020 (1-sided) crossed the prespeciied nominal boundary of 0.0172 (1-sided) at this planned frst
interim analysis. The success crierion of the PFS hypothesis was met, and thus no formal tesing of PFS will be performed at a later analysis. Data cutoff date: January 9, 2023.

Primary Endpoint: Overall Survival

D Lorusso KNA18 ESMO 2023

100

2
8
8

I
I
I
[l
I
I
I
I
1
1
1
I
I
I
I
1
1
1
I
I
I
1
1
T

4-mo rate (95% Cl)

7.2% (82.4-90.8)
0.8% (74.8-85.5)

+6.4%

0 3
No. at risk
529 496
531 498

At this analysis, 103 of the 240 deaths expected at the final analysis

Data cutoff date: January 9, 2023.

RSV
2023

456
449

Presented by: Domenica Logf¥f

24

67
62

27 30
10 1
12 0

Ptsw/ Median,mo
Event* (95% ClI)
Pembro Arm 8.3% NR
(NR-NR)
Placebo Arm 1M1.1% NR
(NR-NR)

*42.9% information fraction?

2023 ESMO meeting



l NiCOL
‘? NCT03298893
O Phase |

21

Stages IB2 to
IVA with or
without nodal
involvement
(FIGO 2009)

evaluating ga
Cls in LACC 6’0

Clinical trials

nivolumab

Concurrent to
CRT Q2W and
maintenance for
5months

Rate of DLT,
secondary: ORR
and PFS

CRT, chemoradiation; DLT, dose-limiting toxicity; ICl, immune checkpoint inhibitor;ZORR, overall response rate; 0S, overall survival; PFS,

progression-free survival.

Ther Adv Med Oncol. 2023 Mar 28:15



* 16 pts, ORR is 93.8%, 2-year PFS of 75%

* Compared to patients with PD, progression-free subjects show
R | f Ni le T | a brisker stromal immune infiltrate, higher proximity of tumor
esult o CO T 1 infiltrating CD3+ T cells to PD-L1+ tumor cells and of FOXP3+ T
cells to proliferating CD11c+ myeloid cells--> adaptive immune

activation in a subset of pts with LACC

nature communications

Article https://doi.org/10.1038/s41467-023-39383-8

Nivolumab plus chemoradiotherapy in
locally-advanced cervical cancer: the NICOL
phase 1 trial

Nat Commun. 2023 Jun 22;14(1):3698.



Locally A{/ ed Cervical Cancer

D-21:Atezolizumab

Cervical Cancer: Stage IB, 2A with PALN, stage 2B, 3, 4A with pelvic and /or
PALN
a Arm A Randomize 1:1 Arm B

* A primer for chemoradiation has been
recently explored in the NRG-GYO017 trial,

’ DO:Biopsy, Blood > ‘ DO: Biopsy, Blood ‘

Atezolizumab 1200mg day 0, 21, 42

a n d fi n d i ngS d e m O n St ratEd i m p rOved I D21:Blood Chemoradiation: Extended field RT > ’ D21: Blood ‘
immunogenicity with neoadjuvant [D2siBiopsy \mage Gulded brachytnerapy | —+[0ZEBoBY |
compared to concurrent administration pemes | jowee |
Of ateZO| lzZuma b * | D63:Blood | « Chemoradla(@ | Chemoradiation Finishes ‘

| D140:Blood | . CT/PETScan O CT/PETScan -[D140:Blood |

Int J Gynecol Cancer. 2020 May; 30(5): 701-704.
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Percent

Chal\en!efp metastatic/recurrent CC

5-Year Relative Survival

FIGO HAgl 2
0 £ 2229 66.02 - - 2229 66.02
100 1 H 6 018 - - 6 0.8
91.2% 1A 1B 8 024 - - 8 024

90 A1 73 2.16 - - 73 216
B 13 0.39 ; ; 13 039
80 B \e5 1 033 ; ; 1 033
70 B 103 3.05 - - 103 305
0 B . - - 102 3.02
60 59.8% 61.8% i . ) ) 6 136
H . ; - 1 003
H . ; - 8 024
50 H . ; ; 22 065
40 B . - - 19 056
H . - - 113 335
30 f . - - 2 006
0 B . ; ; 21 062
20 18.9% B * - - 30  0.89
10 B / ; - 268  7.94
A : 2/3.5% of CC42 8?;

o bar . - - .

1189
5

3

53

6

7

184
32
2
23

Localized Regional Distant Unknown N— 13? lgg

98|

58 .72 - 58 1.72
Stage \/
2023 SEER report, USA 2023-11 RREZIEFR

34

61.61
0.26
0.16
2.75
0.31
0.36
4.04
3.42
1.35
0.00
0.00
0.83
0.52
3.42
0.00
0.67
0.98
9.53
1.66
0.10
1.19
5.08
1.76

1040

11
84
1

2
26
49
24

71.92
0.07
0.35
1.38
0.48
0.28
1.73
249
1.38
0.07
0.55
0.41
0.62
3.25
0.14
0.55
0.76
5.81
0.76
0.14
1.80
3.39
1.66



I\/Ietastati%current cervical cancer, 1° line

[17.0 months
13.1 months

o™
GOG240 g
AN

o Cis/Pac 12.9 months
o
SO S Cis/Topo 10.3 months
o> Cis/Topo onths
o -
GOG 179 S Cis 6.5 mb
A Cis 8.0 mont
L Cis100 7.1 months />
A Cis50 6.1 months

0 5 10 V 20
Bv = bevacizumab, Cis = cisplatin;, CTx = chemotherapy; Ifo = ifosfomid overall
survival; Pac = paclitaxel; Topo = topotecan.



v%aﬁ @ﬁéﬁ:ﬁﬁf?
Z FERERRA R

(1 09/6/1 ES&)

LS . ]
I e o T

ramm ol SR 0 S B R
2

Bevacizumab£ Cisplatin Rzpaclitaxel & £/ > 7] AR
M -EEMEBMzFEERE

2020-06-01 ﬁ' mab£dpaclitaxelBztopotecan& H{EH  1E%
RIRG R ..3%@@4% AR EE Y FE E R R

BevacuzumabE >

—_ 2%
o ? ’
..'.'“"ij

BRAZ /1548 /18 B za,eﬁaﬁé), BER SREEENBE 2 BIEY
2 72 hE 1684 BAREXBREEEEE (N HE2) B
wI(b, 4 A RE R

AR ER:

M SETREERS

M SEERRFEM RN IR 2 F EEEM: CT,
MRI (8 & R 7K5C#R)

M A5REtE XA Aregimen
M BREF BHERBENEHIE

R A SR e T T e —



5-Fluorouracil
Topotecan

Docetaxel
Doxorubicin

Immunostimulatory
properties of

chemotherapy in
cancer ™~ D)

Chemotherapy Agents (—_\\/ J
A (\ &/’2 DAMPs Migration

~
|
1 () <J ((? TAA or TSA

§ PR \/
Dying Tumor Cells @
/6
| Cross
Antigen-specfic T Cells Priming

Clonal
Expansion

> \ Tumor-draining Lymph Node

Docetaxel
Anthracycline
Cyclophosphamide

Docetaxel
Doxorubicin
Gemcitabine
Capecitabine

Cyclophosphamide

Front Immunol. 2022 Jan 5:12:819405.



Efficacy data of
immune checkpoint
inhibitors in the
persistent, recurrent,
and metastatic cervical
cancer setting

PD-(L)1 %
PD-(L)1 scoring PD-(L)1-
Disease antibody method positive ORR, % Median PFS (m) Median OS (m)
Trial setting Drugs and schemes  for IHC Cut-off point patients (95% Cl) (95% CI) (95% CI)
EMPOWER-Cervical Post-platinum Cemiplimab 350mg SP263 TPS 38.9% PD-L1+: 21.6% vs Overall PD-L1+:12.2m
e PD q3w for up to 96w vs 1% 5.8% OR 4.5 (1.85 population: vs 7.7m HR=0.61
Phase lll standard chemotherapy to 10.98) 28mvs2.9m; (0.45 to 0.83)
Randomized PD-L1-: 13.6% HR=0.75 (0.63 to PD-L1-:10.8m
vs 5.9% OR 2.74 0.89; p<0.001) vs 7.0m HR=0.65
(0.76 to 9.86) (0.42 to 0.98)
Post-platinum Pembrolizumab 200mg 22C3 CPS 83.7% PD-L1+:17.1% All-comers: 2.1m All-comers: 9.3m
PD q3wforupto2y 1% (9.7 to 27.0) (2.1t02.2) (7.6 to 11.7)
PD-L1-: 0.0%
(0.0 to 21.8)
First line and Nivolumab 240mg q2w 28-8 TPS 58% PD-L1+: 27% All-comers: 5.1m All-comers:
‘post-platinum for up to 2 y 1% PD-L1-: 14% (1910 9.1) 21.6m (8.3 to
PD 46.9)
Nivo 3mg/kg q2w+Ipi 56% PD-L1+: 36% All-comers: 3.8m All-comers:
1mg/kg qéw for up PD-L1-: 20% (2.1 t0 10.3) 15.2m (9.0 to
to2y 36.2)
Nivo 1 mg/kg q2w+Ipi 47% PD-L1+: 36% All comers: 5.8m All-comers:
3mg/kg q3wx4 cycles PD-L1-:31% (3.8109.3) 20.9m (14.4 to
lowed by Nivo 240 mg 32.8)
forupto2y
C-700-012 3mg/kg g2w 22C3 CPS 62% PD-L1+: 20% Not reported Not reported
Phase Il 1% (12.9 10 29.7)
PD-L1-:7.9%
C-550-012%° 22C3 CPS 57% PD-L1+: 32.8% All-comers: 2.7m All-comers:
Phase I 1% (22.8 t0 44.7) (1510 3.7) 12.8m (8.8 to
PD-L1-:9.1% 17.6)
AK104-210% Post-platinum 3 CPS 58% All comers: 33%  All comers: All comers:
Phase Il PD q2w 1% (23.9 to 43.1) 3.75m (2.00 to 17.51m
PD-L1+:43.8%  6.41) (11.37 to NE)
(31.4 t0 56.7) PD-L1+:6.3d4m  PD-L1+:NR
PD-L1-:16.7%  (3.12t0 11.17) (17.51 to NE)
(3.6 to 41.4)
KEYVIBE-001%® Post-platinum Vibostolimab 700mg or 22C3 S 61% PD-L1+:20% (10 PD-L1+:4m (2 Not reported
Phase Il Randomized PD 200mg+pembrolizumab 1% to 34) to 4)
200mg g3w for up to 35 PD-L1-:14% (3 PD-L1-:2m
cycles to 36) (1to 4)
KEYNOTE-826"%"  First line Pembrolizumab 200mg 22C3 (V % ITT: 65.9% (60.3 ITT: 10.4mvs ITT: 24.4m vs
Phase Il q3w for up to 35 cycles 1% to 71.2) vs 50.8% 8.2m HR=0.65 16.5m HR=0.67
Randomized vs placebo+platinum (45.1 t0 56.5) (0.53 10 0.79; (0.54 to 0.84;
doublet+/-bevacizumab PD-L1+: 68.1% p<0.001) p<0.001)
15mg/kg q3w (62.2t073.6)vs PD-L1+:10.4m  PD-L1+:NRvs
50.2% (44.1 to vs 8.2m; 16.3m HR=0.64
56.2) HR=0.62 (0.50 to (0.50 to 0.81;
0.77; p<0.001) p<0.001)

Int J Gynecol Cancer. 2023 Mar 6;33(3):403-413.




I\/Ietastat”uﬂjecur

Protocol-Specified Final OS: PD-L1 CPS 21 Populati

rent

Q’OEEYNOTE-S%

Y

cervical cancer, 1t line

Protocol-Specified Final ORR and DOR: All Analysis Populations

100 ~ PD-L1 CPS 21 All-Comer PD-L1 CPS 210
i 12-mo rate (95% Cl) | 24-mo rate (95% Cl) 100 100 69.6%
90 A i 75.5% (69.9-80.1) | 53.5% (47.4-59.2) 68.5% 0 66.2% b (61.8-76.7)
| 63.2% (57.2-68.6) | 39.4% (33.6-45.2) (62.6-74.0) 50.9% o (60.7-71.5) 51.5% _® " 50.3%
80 | { ' : (44.8-57.0) i (45.7-57.2) i (42.3.58.3)
' ' 0, ~ e 50- -3 50-
| | e »
~ 60 : i - " o
§ 504 E : CR: 25.6% R 10 CR: 24.7% G B 10 CR: 24.7% ERTTER
8 Pts wl Mledian mo i Pembro + Chemo + Be) Placebo + Chemo + Bev 0 Pembro + Chemo + Bev  Placebo + Chemo + Bev 0 Pembro + Chemo £+ Bev  Placebo + Chemo + Bev
40 ~ Event  (95% Cl) :
! 100 100
30 1 Ef]mbro:s 56.0% (22218.368 o i 3% Median (range) g% Median (range)
emo % Bev .1-38. H E 80 18.0 mo (1.3+ to 40.9+) E 80 28.3 mo (1.3+ to 40.9+)
204 Pplacebo + 73.1% 165 MEdlan OS 28.6 m g 10.4 mo (1.5+ to 40.7+) g 10.1 mo (2.1+ to 38.3+)
10 ChemotBev (14.5-20.0) +1 2 1 -l &
' ! £ 30 £ 30
0 T T T T T T T ! ! J ! J I J U ! 204 Pembro + Chemo + Be} 5 209 Pembro + Chemo + Bev 5 209 Pembro + Chemo + Bev
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 109 Placebo + Chemo + Bev 107 Placebo + Chemo + Bev 107 Placebo + Chemo + Bev
Time, mo"ths ll) (Ii é é 1'2 1'5 |I8 _2'1 2'4 2'7 3'0 b (I) ili é é 1'2 1I5 1'8 .2I1 2'4 2'7 3b 3'3 3'5 (;9 4'2 4'5 4'3 V(I] (Ii é é 1'2 1'5 1'8 _2'1 2'4 2'7 3IU 3'3 3'6 3'9 4'2 4'5 4'8
No. at risk No. at risk i No. at risk b No. at risk Tima, months
273 261 251 231 206 189 168 157 146 1% 128 16 9% 5 2 2 0 SEEmc Lo EE) HE o mEmEEEAnE  0HE TLEH tEEa S TR
275 261 235 207 173 149 129 117 107 91 81 68 45 24 3 0 0 Data cutoff date: Oct

Data cutoff date: October 3, 2022.
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Subgroup analysis of KEYNOTE-826

Median PFS (mo)

Median PFS (mo)

PFS, HR (95%

Median 0S (mo)

Median 0S (mo)

0S, HR (95%

Subgroup (N) Pembro Pho Cl) Pembro Pbo Cl)
With bev (389) 15.2 10.2 0.61 Not reached 24.7 0.63
(0.47-0.79) (0.47-.87)
Without bev 6.3 6.2 Q74 16.8 12.6 0.74
(228) (0.54-1.01) (0.53-1.04)
Squamous (447) 10.4 6.9 0.63 23.5 14.2 0.61
(0.50-0.80) (0.47-0.80)
Non-squamous 11.6 8.4 0.66 Not reached 21.3 0.76
(169) (0.43-1.00) (0.47-1.23)
Carboplatin 10.2 7.4 0.69 21.4 15.9 0.69
(495) (0.55-0.86) (0.54-0.89)
Cisplatin (120) 15.2 8.4 0.47 Neot reached 21.3 0.59
(0.28-0.77) (0.32-1.09)
Prior CRT (243) 10.3 6.3 0.62 21.3 12.6 0.64
(0.45-0.86) (0.45-0.91)

2022 ASCO annual meeting



Antitumor immune

response modulation --

combining immune
Checkpoint inhibitors atumoral  Malformed and malfunctional Immune

. . . . tumor vasculature suppression
with antiangiogenic

1 PD-L1

TFASL ) Leakage * 1 Vascular collapse
d ru gS ¢ qﬁ/ + | Blood flow into the tumor

— ,0 % ——> .| CD8Tecellinfitration
& * 1 T,eg infiltration
' * 1 T cell exhaustion & apoptosis
Endothelial cell
s ) * | Maturation
'ﬁ' « | Antigen presentation
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« | Effector function
CD8* T cell
* | Immunosupportive M1-like
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T, cell
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Exp Mol Med. 2020 Sep;52(9):1475-1485.



Atezolizumab

S
metastatic, persi Qﬁ

a randomised, open-k

Ana Oaknin, Laurence Gladieff, Jerénimo Martinez-Garcia, Guj
Linn Woelber, Nicoletta Colombo, Linda Duska, Alexandra Lea
Lorena Farinas-Madrid, Satoshi Yamaguchi, Domenica Lorusso, Istbelle Ray-,
Ignacio Romero, Coriolan Lebreton, ] Alejandro Pérez-Fidalgo, Mayu Yun
ENGOT-Cx10-GEICO 68-C-JGOG1084-GOG-3030 Investigators™

qa,

vacizumab and chemotherapy for
recurrent cervical cancer (BEATcc):

dcampa, Munetaka Takekuma,
#0doy-Ortiz, Shin Nishio, Antoine Angelerques, Maria Jesus Rubio,

ard, Luis Manso, Florence Joly, Jesus Alarcdn, Philippe Follana,
a Dahlstrand, Véronique D’Hondt, Leslie M Randall for the

-

W

®

CrossMark

Ugo De Giorgi, Kristina Lindemann,

A
100 Number of events/ Median, months
number of patients (95% Cl)
Atezolizumab plus bevacizumab plus chemotherapy 138/206 13-7 (12-3-16-6)
80 Bevacizumab plus chemotherapy 166/204 10-4(9-7-11.7)
_ Stratified HR 0-62 (95% Cl 0-49-0-78)
g p<0-0001
T;
S 60
a
g
<
S :
7 a0- 3-yr Median PFS 13.7 m
<)
£ . 26% +3.3m
—— Atezolizumabplus ! i H— t
20 bevacizumab plus :
chemotherapy ;
— Bevacizumab plus
chemotherapy :
0 T f T l T f T T 1
0 6 12 18 24 30 36 42 48 54
Number at risk
(number censored) Number at risk
Atezolizumab plus bevacizumab (number censored)
plus chemotherapy 206 (0) 174 (6) 114 (8) 79(9) 58(22) 37(35) 13 (56) 5(63) 2(66) 1(67) Atezolizumab plus bevacizumab
Bevacizumab plus chemotherapy 204 (0) 159 (11) 80(12) 47 (13) 31(18) 13(28) 5(35) 1(37) 1(37) 0(38) plus chemotherapy

Bevacizumab plus chemotherapy

Number of events/ Median, months
number of patients (95% Cl)

84% Atezolizumab plus bevacizumab plus chemotherapy 105/206

Bevacizumab plus chemotherapy 129/204

321(25:3-36-8)
228 (20:3-28.0)

Stratified HR 0-68 (95% C1 0-52-0-88)
p=0-0046

3-yr Median 0S 32.1 m

+9.3m
20 26%
0 T T i T T 1
0 24 30 36 42 48 54
Time (months)
206 (0) 194 (5) 167 (7) 140(10  103(26) 64(53) 27(80) 9(93) 3(98) 1(100)
204 (0) 182 (11) 152 (13) 119 (15) 83(24) 50 (44) 22(57) 6 (69) 4(71) 0(75)

Lancet. 2024 Jan 6;403(10421):31-43.



Z

Recurrent ¢
2nd/3rd |ine

| cancer,

<&

Chemo g”
Immune checkpoint inhibitors monotherapy

Target monotherapy (ADC, anti-HER2 antagonist)
PD-1 or PD-L1 D CTLA-4 inhibitors

ICls + angiogenesis inhibitors




Recurrent cervical cancer, 2"¢/3 |ine

motherapy only

Table 2. Chemotherapeutic agents evaluated in clinical s after progression from first-line therapy

Authors Year published Agent n ORR (%) PFS (months) OS (months)
Verschraegen et al.*! 1997 Irinotecan 42 21 4.5 6.4

Bookman et al."** 2000 Topotecan 45 13 2.1 6.4
Muderspach et al.”** 2001 Topotecan 49 19 2.4 6.6

Schilder et al."*" 2005 Gemcitabine 5 2.1 6.5

Rose et al.**”’ 2006 Pegylated Liposomal Doxorubicin 7 1 3.2 8.9

Garcia et al.'*® 2007 Docetaxel 2 3.8 7

Lorusso et al.t?”? 2010 Pemetrexed 43 3.1 8.8

Alberts et al."*® 2012 Albumin-bound Paclitaxel 35 29 AE 0.4




Recurrent cervical cancer, 2"9/3 |ine
lCls monotherapy

« -
Table 1. Monotherapy clinical trials v A
Drug Trial Phase N Population Histology Prior  Prior PD-L1 expression Number of ORR (%) mDOR mPFS mOS Grade 3-4
(%) RT (%) bevacizumab (%) prior lines (months) (months) | (months)| TRAEs (%)
(%) (%) Discontinuation
(%)
Pembrolizumab KEYNOTE-028 I|b 24 Locally advanced or SCC = 96 TC =175 1=38 17 5.4 2 11 20.8
metastatic; PD- ADK =4 TC + stroma =25 2 =25 83
L1+; progression >3 =138
after prior therapy
KEYNOTE-158 Il 98 Advanced disease; SCC = 93.9 86{7 41.8 CPS >1 = 83.7 1=306 All =12.2 NR 2.1 9.4 12.2
progression during ADK = 5.1 2 =347 PD-L14+ = 14.6 4.1
or intolerance to ADSC = 1.0 >3 =306 PD-L1-=0
>1 lines of prior
therapy
Nivolumab CheckMate-358 /Il 19 Recurrent or SCC =100 89.5 316 Y PS >1 ='62.5 1=421 26.3 NR 5.1 219 211
metastatic; HPV+; 2=1421 53
ScC 3=158
NRG-GY002 1l 26 Persistent, SCC = 60 92 — CRS >1 =773 1 = 100 4 3.8 3.5 145 32
recurrent, or ADK = 24 —
metastatic disease; ADSC = 16
progression after 1
prior line of CT
Balstilimab NCT03104699 |l 161 Metastatic, SCC =62.7 — 29.2 CPS >1 = 61.V= 100 Il =15 15.4 NE NE 11.8
persistent, or ADK = 32.3 = 17.6 43
recurrent disease; ADSC = 4.3 125
after a first line =20
1-=79
Cemiplimab EMPOWER- ] Cemiplimab Recurrent and SCC =778 — 48.7 Cemiplimab 1=156.9 Cemiplimab Cemiplimab  All = 2.8 J All = 12 | Cemiplimab
Cervical 1/ arm = 304 metastatic resistant ADK = 19.1 arm/CT arm >1 =42.6" arm/CT arpd arm/CT arm arm/CT arm
GOG-3016/ CT arm to platinum-based ADSC = 3.1 TC = 41.4/42.1 (all) (aM), 16.9/6.9 45/53.4
ENGOT-cx9 = 304 CT >2 lines 16.4/6'3 8.7/5.2
Ipilimumab NCT01693783  I/ll 42 Metastatic disease; SCC =69 83 = PD-L1+ = 19 20or3 =50 88 2.5 8.5 28.5
progression after at ADK = 31 =
least 1 line of
platinum CT | I |

2023 ESMO OPEN



Milestones in the treatment of

cervical cancer with anti-PD-1

2021: Balstilimab plus zalifrelimab received FTD
The monotherapy results of as second-line for R/M CC (NCT03495882)
balstilimab (C-700-01) and I

nivolumab (NRG-GY002)

as second-line for R/M CC 2022:

2018:

Pembrolizumab received
FDA approval in PD-L1*
R/M CC (KEYNOTE-158)

Toripalimab combined with CCRT for LACC
o B 2019: [ received 100% ORR (NCT04368273)
2017: The results of monothera I
The results of monotherapy of of nivolumab as second-line ab combined .
pembrolizumab as second-line for R/'M CC released .Bev as first-line 2022
for PD-L1* R/M CC released firstly (CheckMate-358 & tre rPPM1-R/M cc | [Nivolumab plus CCRT for LACC released
(KEYNOTE-028) JapicCTI-163212) | (KE E-826) results (GOTIC-018; NiCOL trial)
( ) | 020 ) [ 0
2020: 22:
Camrelizumab plus apatinib as Cadon' 'mab received approval as second

second-line treatment for R/M CC i aent in China for R/M CC
(CLAP trial) . .

T of cadonilimab with chemo +/-

- 2

2022:
The results of‘'monotherapy of cemiplimab
(GOG-3016) as d-line for R/M CC

released
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ADCs currently approved in oncology in the United States and the European Union.

ADCs approveu
i n gy n e CO | Og | C § Erfge;n mAb Linker Payload Indication

Approval

Cervical cancer: 1st

ab vedotin Tissue IgG1 Val-Cit MMAE Recurrent or metastatic cervical cancer FDA: September 2021
0 7 ak® factor
m a | g n a n C I e S ximab vedotin CD30 Chimeric Val-Cit MMAE Relapsed/refractory and previously untreated FDA: August 2011
IgG1 stage III/IV EMA: October 2012
Hodgkin lymphoma

Relapsed/refractory and untreated systemic

anaplastic
large cell lymphoma
Trastuzumab emtansine IgG1k MCC DM1 Metastatic FDA: February 2013
(Kadcyla®) HER2-positive breast cancer EMA: November 2013
Inotuzumab ozogamic Cleavable Calicheamicin Relapsed/refractory B-cell acute lymphoblastic FDA: August 2017
(Besponsa®) acid-labile lymphoma EMA: June 2017
acetyl butyrate
Gemtuzumab ozogamicin Cleavable Calicheamicin CD33-positive acute FDA: September 2017
(Mylotarg®) acid-labile myeloid leukemia EMA: April 2018
acetyl butyrate
Polatuzumab vedotin CD7% al-Cit MMAE Diffuse large B-cell lymphoma FDA: June 2019
(Polivy®) EMA: January 2020
Enfortumab vedotin Nectin-4 Ig -Cit MMAE Locally FDA: December 2019
(Padcev®) advanced/metastatic EMA: April 2022
urothelial cancer
Trastuzumab deruxtecan HER2 IgG1 Unresectable/metastatic FDA: December 2019
(Enhertu®) HER2-positive and HER2-low breast EMA: January 2021
cancer; unresectable/ metastatic non-small cell
lung cancer
Sacituzumab govitecan Trop-2 IgGl k Unresectable/metastatic triple negative breast FDA: April 2020
(Trodelvy®) cancer EMA: November 2021
Belantamab mafodotin BCMA IgG1 Relapsed or refractory multiple myeloma FDA: August 2020
(Blenrep®) then withdrawn®
EMA: August 2020
Loncastuximab tesirine CD19 IgGl k Val-Ala elapsed/refractory large B-cell lymphoma, FDA: April 2021
(Zynlonta®) dimer use large B-cell lymphoma
Mirvetuximab FRa IgGl Sulfo-SPDB DM4 ositive platinum-resistant epithelial ovarian, = FDA: November 2022
soravtansine cleavable linker opian tube, or primary peritoneal cancer
(Elahere™)

Ovarian cancer: 2nd

Cancer Treat Rev. 2023 May:116:102546.




Tisotumab vedotin

Antibody-depe!

S

Tissue Factor

\Z Internalization

Endosome

N o
il

Tisotumab Vedotin

Antibody-dependent
cellular cytotoxicity

Fig. 1. Mechanism of action of tisotumab vedotin.
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Study details

Number of patients
receiving experimental
drug

Drug

Mechanism of action
Patients received

2 + previous lines of

munogenic

Microtuble

Objective re

Objective respon
in PD-L1 positive (>1
1% Objective response rat
in PD-L1 negative
Disease control rate
Median
progression-free
survival

6-mo progression-free
survival

Median overall survival
12-mo overall survival
Median (range) time to
response

Patients experiencing
severe adverse events
(grade 3 or worse)

Scleritis

Phase 11
98

Pembrolizumab
PD-1 inhibitor
64 (65.3%)

10.2 (0.6, 22.7) mo

3 (3.1%)

9 (9.2%)

18 (18.4%)

55 (56.1%)

13 (13.2%)

12.2% (95%Cl: 6.5 -
20.4)

6% (95%Cl: 7.8 -

)

30 (9

2

25%

9.4 mo
41.4%

2.1 (16, 4.1)

12.2%

(95%CI: 0 - 21.8)

7 - 40.7)

Phase III
304

Cemiplimab
PD-1 inhibitor
124 (40.8%)

18.2 (6, 38.2) mo

10 (3.3%)

40 (13.2%)

125 (411%)

105 (34.5%)

24 (7.9%)

16.4% (95%CI: 12.5 -
21.1)

18% (95%CI: 11 - 28)

11% (95%CI: 4 - 25)
57.5% (95%CI: NR)
2.8 mo

NR

12 mo

2, 11.4)

ORR

DCR

(0N

Phase II
101

Tisotumab vedotin
ADC
30 (30%)

10 (6.1, 13) mo

7 (7%)

17 (17%)

49 (49%)

24 (24%)

4 (4%)

24% (95%CI: 16 - 33)

/
/

72% (95%CI: 63-81)
4.2 mo

30%

12.1 mo

51%

14 (1.3, 1.5)

28%
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Trastuzumab deru;({2 for pretreated
patients with HER2-exp|é>'ng solid
tumors: primary analysis\from, the
DESTINY-PanTumor02 stud 4 a

Funda Meric-Bernstam, MD;2 Vicky Makker; Ana Oaknin; Do-Youn (6’
Susana Banerjee; Antonio Gonzalez-Martin; Kyung Hae Jung; O

Iwona tugowska; Luis Manso; Aranzazu Manzano; Bohuslav Melichar;
Salvatore Siena; Daniil Stroyakovskiy; Anitra Fielding; Yan Ma;
Soham Puvvada; Jung-Yun Lee

On behalf of the DESTINY-PanTumor02 investigators

aUniversity of Texas MD Anderson Cancer Center, Houston, TX, USA
October 23, 2023 | 16:40-16:45 CEST




Objective reiponse and duration of response

100 1 Endometrial z al Ovarian Bladder Other2 BTC Pancreatic
90 - 84.6
80 -
>
2;\? 70 -
¥ < 60 - 56.3 56.3
o8
35 -
ga 40 - 35.0
= 9
£z %971
(&) 20 -
10 -
0 .
n=40 13 17 40 8 20 20 40 9 16 41 16 14 25 2 19

Median DOR, NR 14.2 22.1 8.6 5.7
months (95% CI)° (9.9, NR) (4.1, NR) (4.1, NR) (2.1, NR) (NR, NR)

All patients (N=267) IHC 2+ (n=125)
ORR, % (95% Cl) 37.1(31.3, 43.2) 61.3 (94, 72. 27.2 (19.6, 35.9)
Median DOR, months (95% CI)° 11.3 (9.6, 17.8) 22.1 (9.6, N 9.8 (4.3, 12.6)

confirmed HER2 IHC 3+ (n=75) or IHC 2+ (n=125) status. Analysis of DOR was performed in patients with objective response who received 21 dose of T-DXd; aWpatients (n=99;
status [n=4] by central testing) and patients with centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. Responses in extramammary Paget's disease, head ang/heck caRger, oropharyngeal neoplasm, and salivary gland cancer;
bincludes patients with a confirmed objective response only
BTC, biliary tract cancer; Cl, confidence interval; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NR, not readhed; ORR 46bjective response rate; T-DXd, trastuzumab deruxtecan

Additional information available https:/bit.ly/3rydQjX
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MADRID and may not be reproduced without written permission of the authors.
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Title Study population Phase J Treatment Primary Secondary
outcome outcome
Pembrolizumab and Chemoradiation Treatment for Locally advanced cervical Il Pembrolizumab with Change in Metabolic response

Advanced Cervical Cancer [NCT02635360]

SR-042 (Dostralimab) as Maintenance Therapy for
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