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CERVICAL CANCER: THE FACTS

* 1StFACT: Cervical cancer is a major public health problem
— 4% most common cancer and the 4t cause of cancer death in women worldwide
— 2ndJeading cause in incidence and mortality in low and low-middle income countries

Mortality (2020): >300K

Global Cancer Observatory (https://gco.iarc.fr) (1t May 2023)
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* 1StFACT: Cervical cancer is a major public health problem
— 4% most common cancer and the 4t cause of cancer death in women worldwide
— 2ndJeading cause in incidence and mortality in low and low-middle income countries

. . _ HPV Vaccination Stat
«  2nd FACT: Cervical cancer is a largely preventable 1007 Uvaccmated

d |ISease == Vaccinated at 17-30 yr of age
=== Vaccinated <17 yr of age
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— High-risk subtypes of HPV cause almost all
(>95%) cervical cancers

u
?

— Screening and vaccination programs are
effective strategies in disease prevention

Cumulative Incidence of Cervical
Cancer per 100,000 Persons
-
|

Age at Follow-up (yr)

Lei J, et al. N Engl J Med 2020; 383:1340-48



* 1StFACT: Cervical cancer is a major public health problem
— 4% most common cancer and the 4t cause of cancer death in women worldwide
— 2ndJeading cause in incidence and mortality in low and low-middle income countries

e 2" FACT: Cervical cancer is a largely preventable disease
— High-risk subtypes of HPV cause almost all (>95%) cervical cancers
— Screening and vaccination programs are effective strategies in disease prevention

« 3" FACT: Cervical cancer can be cured if diagnosed and treated at an early stage by radical
surgery with tailored adjuvant therapy

— Despite radical chemoradiation in locally advanced disease, 5-year OS is 41-83%

— The management of advanced and recurrent disease still represents an unmet clinical
need, with median OS of ~17 months

Cohen PA, et al. Lancet 2019; 393: 169-82
s



CERVICAL CANCER: WHY IMMUNOTHERAPY??

* Cervical Cancer is the consequence of persistent infection by oncogenic HPV subtypes
— HPV should be recognized by the immune system as being foreign

— The acquisition of immunosuppressive mechanisms leads to tumor immune evasion and
development of invasive cancer

) (@) Virus shed in
superficial cells

A multistep carcinogenesis
model is widely accepted
in a long process that may
last up to 15 years
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McBride AA. Nat Rev Microbiol 2022; 20:95-108
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* Cervical Cancer is the consequence of persistent infection by oncogenic HPV subtypes
— HPV should be recognized by the immune system as being foreign

— The acquisition of immunosuppressive mechanisms leads to tumor immune evasion and
development of invasive cancer

* Cervical Cancers have an increased Tumor Mutational Burden (TMB) Rate: 5-6 Mut/Mb
— Increased TMB lead to the presence of more neoantigens that then stimulate the immune
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* Cervical Cancer is the consequence of persistent infection by oncogenic HPV subtypes
— HPV should be recognized by the immune system as being foreign

— The acquisition of immunosuppressive mechanisms leads to tumor immune evasion and
development of invasive cancer

* Cervical Cancers have an increased Tumor Mutational Burden (TMB) Rate: 5-6 Mut/Mb

— Increased TMB lead to the presence of more neoantigens that then stimulate the immune
system

* Immune-Privilege State: PD-L1 expression and Tumor Infiltrating Lymphocytes(TILs)

— PD-L1 is a solid biomarker of HPV infection and is overexpressed in SCC (19-88%) and
Adenocarcinoma (14%)

— CCshows higher lymphocyte infiltration compared to HPV-negative malignancies

Otter SJ, et al. Clin Oncol 2019; 31:834-843



= g
*a
4t FACT: Cemiplimab demonstrated OS benefit in second-line monotherapy after platinum-chemotherapy

EMPOWER-CERVICAL 1/GOG-3016/ENGOT-CX9:

RESULTS OF PHASE 3 TRIAL OF CEMIPLIMAB VS
INVESTIGATOR’S CHOICE (IC) CHEMOTHERAPY (CHEMO) IN
RECURRENT/METASTATIC (R/M) CERVICAL CARCINOMA

Recurrent and mefastatic carvical Cemiplimab 350 mg
cancer resistant to plainum- QW IV

Primary endpoint: 03

Cemiplimab Chemotherapy‘ Total

(n=304) (n=304) (N=608)
based chemotherapy 22 line Secondary endpoints:
EOOOPSS! NC T | |Ftloicyblogy,n ()
IC chemotherapy sce 240(789) | 233(766) | 473(778)
Optons Exporatoryendponis: Adenocarcinoma 54(17.8) 62 (20.4) 116 (19.1)
oo + Pemetrexed 500 mgm? Q3W V PK, immunogenicity, biomarkers, PD Adenosquamous carcinoma 10(3.3) 9(3.0) 19(3.1)
N=608: m SCG, 131AC + Gencitabine 1,000 mgfm2 |V on Days 1 and 8 and every 21 days Extent of disease, n (%)
Ra"qom'SEd 1 + Topatecan 1 mgh daiy IV for 5 days, every 21 days \ : e
Stratfied by: » iotcan 100 mg IV veeky x4, lowedby 10-4¢ cysrest [+ Two interim analyses were Metastatic 284 (93.4) 290 (954) 574 (94 4)
' gflologyh(SCC(AC) + Vinorelbing 30 mgim? IV on Days 1 and 8 and every 21 days prespecifed per prtocol Recurrent/persistent 20 (6.6) 14 (4.6) 34 (5.6)
+ Geographic region o , —
+ Prior bevacizumab (YIN) Treat up to 96 weeks with option forre-treatment | * At frstinterim analysis, IDMC :." or lines of therapy for R/l
+ ECOGPS (0vs ) . recommendeq trial o confinue isease
Tumour imaging conducted on Day 42 (£7 + Atsecond nerin analsi 1 177 (58.2) 169 (55.6) 346 (56.9)
days) of cyclestt-4,6, 8,10, 12, 14, and 16 (assofc;"totggg"eigit"sj'leMc >1 124(40.8) | 135(444) | 259 (426)
: b ) . . .
Patients were enrolled regardless recommendad il e stoped Prior bevacizumab use, n (%)
of PD-L1 expression and histology eat foreffcacy,presente hre Yes 149 (49.0) 147 (48.4) 296 (48.7)
. J | o 155(51.0) | 157(516) | 312(513)

KS Tewari, et al at ESMO Virtual Plenary 2021
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4t FACT: Cemiplimab demonstrated OS benefit in second-line monotherapy after platinum-chemotherapy

EMPOWER-CERVICAL 1/GOG-3016/ENGOT-CX9:

RESULTS OF PHASE 3 TRIAL OF CEMIPLIMAB VS

INVESTIGATOR’S CHOICE (IC) CHEMOTHERAPY (CHEMO) IN _ .
RECURRENT/METASTATIC (R/M) CERVICAL CARCINOMA Primary Endpoint

105
091
081

SCC population Median 0 10.8 vs 8.8 months for patients treated with 10 verall population . . ‘
pop it 8wty T8 " bop R ————

08 Hazard o (05% C) = 0886 0546, 0730
07 e PO 00

Hazar ra (35% C1) = 0690 (0560, 0.850)
Onesided P=0 003
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£ 0.2 T % 02 Cemipimab
3-3' mEUP: 30.2 months . — l_‘r(}hemmmrapy & 014 mFUP: 30.2 months . — "'I Chemolherapy‘
\ LI A A I A BN B B N B B B ! OUIII\IIIII\\IIII T
0 2 begnnu 15132022242523303234353549 4244%43 0246810121 1618202224262830323436384042444648
Patients atrisk Nonth Patetsa ik Month
Cemiplimab 23 223 183 163 140 120 105 91 80 74 60 8 43 35 0 B 7 M B 6§ 6 3 2 2 0 Cemiplimab 304 261 236 206 181 158 140 121 108 97 B0 69 55 45 ¥ W 2 W M1 8 7 3 2 2 0
Chemotherapy 206 209 12149 113 2 77 65 50 4 R 2 %6 12 9 7T 7 65 321 000 Chemotherapy 304 264 224 183 0 103 92 79 60 S0 A0 N A T M RN 9 T 5 21000

Oaknin A, et al at ESMO Congress 2022
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4t FACT: Cemiplimab demonstrated OS benefit in second-line monotherapy after platinum-chemotherapy

EMPOWER-CERVICAL 1/GOG-3016/ENGOT-CX9:
RESULTS OF PHASE 3 TRIAL OF CEMIPLIMAB VS
INVESTIGATOR’S CHOICE (IC) CHEMOTHERAPY (CHEMO) IN

(Regardless of histology or PD-L1 status)

RECURRENT/METASTATIC (R/M) CERVICAL CARCINOMA Exploratory Analysis
ag ADK/ADSC Median 08 135 vs 7.0 monts for pain' eaed wit 105 L1 statu ‘ Cengiinad ‘ Chenotepy
T U . cemipimad (1=68) vs 1C chemotherapy (n=66) 5 091 B e =l
> = . Median time Median tirme
£ 1h population Hazard o (5% C) = 0.545 065, 0814 § 06 (N=371) - raewansar v |l | v | Ty | o
3 (74 5 07 POLIRMY | b | 121 (96 15| 121 | 77 (67 103 | 06 (04550881
.; 06 ..E 05 PNt | 8 10863, 165)] 6 | 70(33.86) | 060 (0429, 0384
! *Patiants without PD-L1: cemi N=122, chema =115,
= 041 z 04 et PDAL1 <% perTC
B 0‘3* T 034 Cem: PDAL1 1% par TC
% 0 £ g% ChenecPOLA 214 e TC
= 01' mFUP: 30.2 months Che;;in;llga";;h 00 — T T 1 T T T T T T T T 1 T 71 T T T T T T IMC‘:PM]‘MWTC
1 s e e e s e e e e e L e B B e e B 02 4 6 81012141618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
00246 8101214161820 222426283032 34363404244 4548 Patlents atrisk Month
Month CotPOUIZpTC 16 10 % T T B K @ 4 B N B B N MK MY 5 44 21 10
Pl s CncPOLICHhpTC 6 61 49 £ % B N X N N 6 M 29 T 5 5 3 1 00 00 00
Cemiplimab 65 8 46 43 41 36 % N B B N 6 V0T 5§ 43210000 ChmoPDUidbpel 20 107 @ 70 B 6 % B N B WB Y T 6 5 5 43 21 00 00
Chemotherapy 66 55 42 M 27 20 15 #4 10 9 & & 5 5 § 5 3 3 2 2 0 0 0 00 Chemo:POLIcperT 68 €0 46 39 30 2 20 f8 2 10 9 ¢ B 5 4 4 2 2 1 1 1 1 0 00

Oaknin A, et al at ESMO Congress 2022
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5th FACT: Pembrolizumab added to ChT +/- bevacizumab demonstrated OS benefit in first-line

Pembrolizumab plus Chemotherapy versus
Placebo plus Chemotherapy for Persistent,
Recurrent, or Metastatic Cervical Cancer:
Randomized, Double-Blind, Phase 3

Pembro Arm® Placebo Arm?
KEYNOTE-826 Study “N=308) ™N=309)
Age, median ( ) 51y (25-82) 50 y (22-79)
Pembrolizumab 200 mg IV Q3W 9%, medianrange Y Y
for up to 35 cycles ECOG PS 1 128 (41.6%) 139 (45.0%)
+ [ Squamous cell carcinoma 235 (76.3%) 211 (68.3%) ]
Key Eligibility Criteria Paclitaxel + Cisplatin or Carboplatin IV Q3W 7 ~
: : for up to 6 cycles? PD-L1CPS
+ Persistent, recurrent, or metastatic ¥ . .
cervical cancer not amenable to Bevacizumab 15 mglkg IV Q3W <1 35 (11.4%) 34 (11.0%)
curative treatment 1to <10 115 (37.3%) 116 (37.5%)
* No prior systemic chemoth ' 10 158 (51.3% 159 (51.5%

0 prior systemic chemotherapy Placebo IV Q3W \_ 2 (51.3%) (51.5%) )
(prior radiotherapy and for up to 35 cveles 7 y
chemoradiotherapy permitted) P - y Disease status at study entry

*ECOGPSO0or1 Paclitaxel + Cisplatin or Carboplatin IV Q3W Metastatict 58 (18.8%) 64 (20.7%)
for up to 6 cycles? \ - -
Bevacizumab 115' malka IV Q3W Persistent or recurrent with 199 (64.6%) 179 (57.9%)
vacizu .
Stratification Factors " distant metastases
* Metastatic disease at diagnosis (yes vs no) End Points Persistent or recurrent without 51(16.6%) 66 (21.4%)
* PD-L1CPS (<1 vs 1 to <10 vs 210) +Dual primary: OS and PFS per RECIST v1.1 by investigator distant metastases

* Planned bevacizumab use (yes vs no) +Secondary: ORR, DOR, 12-mo PFS, and safety
+Exploratory: PROs assessed per EureQol EQ-5D-5L VAS

N Colombo, et al at ESMO Congress 2021

Bevacizumab use during the study 196 (63.6%) 193 (62.5%)
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5th FACT: Pembrolizumab added to ChT +/- bevacizumab demonstrated OS benefit in first-line

Pembrolizumab plus Chemotherapy versus
Placebo plus Chemotherapy for Persistent,
Recurrent, or Metastatic Cervical Cancer:

Randomized, Double-Blind, Phase 3

KEYNOTE-826 Study

Primary Endpoint

OS: PD-L1 CPS 21 Population

|

100- ! 12:mo rate (95% CI) | 24-mo rate (35% CI)
00 1 75.3% (69.7-80.0) 1 53.0% (46.0-59.4)
1 63.1% (57.0-68.5) ' 41.7% (34.948.2)
804 : '
70~ ' HR 0.64 (95% Cl, 0.50-0.81)
o 60- |
& :
g 501 E :
- s ;
Ptsw/ Median,mo ]
304 Event  (95%Cl) ! ;
90 Pembro + 43.2% NR i ‘
Chemo £ Bev (19.8-NR) |
10+ Placebo + 56.0% 16.3 H i
Chemo £ Bev (14.5-194) |
T
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
273 260 250 229 204 181 132 82 34 6 0
275 261 235 206 168 140 100 55 25 4 0

OS: All-Comer Population

1001 ! 12-mo rate (95% Cl) ! 24-mo rate (95% Cl)
904 1 74.8% (69.5-79.3) 1 50.4% (43.8-56.6)
! 63.6% (57.9-68.7) | 40.4% (34.0-46.6)
804 | i
704 | i | HR0.67 (95% CI, 0.54-0.84)
‘ i1 P<0.001
. 604 | ! /
] | ‘
g 501 ! !
404 : :
Ptsw/ Median,mo | i
30+ Event  (95%Cl) ! i
20 Pembro + 44.8% 24.4 | i
Chemo % Bev (19.2-NR) 3 ;
10+ Placebo + 56.3% 16.5 i i
Chemo £ Bev (14.5-19.4) | 1
C LA DL AL DL LA L ‘I L) T T ‘I T 1

No. at risk Months

308 291 27 254 228 201 145 89
309 295 268 234 191 160 116 60

0 3 6 9 12 15 18 21

24 27 30
36 6 0
28 4 0

N Colombo, et al at ESMO Congress 2021
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5th FACT: Pembrolizumab added to ChT +/- bevacizumab demonstrated OS benefit in first-line

Pembrolizumab plus Chemotherapy versus| (Some subgroups appear not to benefit from
Placebo plus Chemotherapy for Persistent, e .
Recurrent, or Metastatic Cervical Cancer: addition of pembrollzumab)
Randomized, Double-Blind, Phase 3

KEYNOTE-826 Study Subgroup Analysis
No. of Events/ HR (95% CI) Squamous (N=447) Non-Squamous (N=169)
No. of Participants n/N Events HR (95% Cl) n/N  Events  HR (95% CI)
Overall 312/817 0.67 (0.54-0.84) e o 0061 (8i7:0180) P (O 2 oo 076(047-123)
Age ) )
<65 years 265/517 0.64 (0.50-0.82) 7 | R cotinate g i
>65 years 47/100 —— 0.88 (0.47-1.64) 907 56.8% 907 i783%
RBDB 80+ 8 80+ :
White 189/360 0.68 (0.50-0.91) 70 70
All others 107/221 0.70 (0.47-1.04) . i & %] : i 5
ECOG performance-status score s (B0 seassasmecaceracteetagerasene Ui . oo 23.5m0 (19.0-NR) 5 5O—f=mmmmmmmmmmmmocbemmmeeaa L NR (18.8-NR)
0 141!348 068 (0_49_0_%) 8 P ' 14.2 mo (11.9-18.4) 8 i . 21.3 mo (16.5-NR)
1 169/267 0.68 (0.50-0.94) | |
PD-L1 combined positive score % ] %0
<1 40/69 1.00 (0.53-1.89) = : 2
1to <10 118/231 0.67 (0.46-0.97) 1071 : 10
210 134317 0.61.(0.44:0.84) R EEETREYTEET. N EEEEREETELTE
C:r&s flant bevamzunﬁfsemsg 0.63 (0.47-0.87) No. at risk Time, months No. at risk Time, months
° ° ° 236 221 211 194 174 153 111 64 27 5 0 71 69 65 59 53 47 34 25 9 1 0
No 146/228 0.74 (0.53-1.04) 211 198 177 151 118 96 75 40 18 2 0 98 97 91 83 73 64 41 20 10 2 0
Metastatic disease at diagnosis
Yes 104/190 — 0.84 (0.56-1.26 : ;
N 208/427 0.61 EMMSU} * Study was not powered to detect differences according to
025 05 10 20 40 histology
Favors Favors . .
Pembro + Chemo Placebo + Chemo * Only 69 (11%) of patients were PD-L1 negative
+ Bev + Bev

_ * Upto 35% did not received bevacizumab
KS Tewari, et al at ASCO 2022




IMMUNOTHERAPY FOR CERVICAL CANCER: A REAL REALITY?? 0.

6t FACT: Cemiplimab and Pembrolizumab were both approved by EMA...
...but with some unexpected limitations

Libtayo® (cemiplimab) Approved by the European Commission as the First Inmunotherapy in
Second Line Recurrent or Metastatic Cervical Cancer Irrespective of PD-L1 Expression Level or

Tumor Histology

November 22, 2022

European Commission Approves Merck’s
KEYTRUDA® (pembrolizumab) Plus Chemotherapy,
With or Without Bevacizumab, for Patients With
Persistent, Recurrent or Metastatic Cervical Cancer

Whose Tumors Express PD-L1 (CPS =1)

4/29/2022
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IMMUNOTHERAPY FOR CERVICAL CANCER: A REAL REALITY?? 0.

7% FACT: Cemiplimab and Pembro were both considered to be associated to substantial benefit...
...Wwhich means considered to trigger rapid consideration for reimbursement

ESMO-MCBS
Combi :
ESEEETEE O
ESMO-Magnitude of Clinical Benefit Scale

Cemiplimab - Investigator's  Indicated for the treatment of adult patients with recurrent or metastatic Ag ent Score

choice of ChT  cervical cancer and disease progression on or after platinum-based
chemotherapy ESMO-MCBS v1.1
Scorecard version: 1
Substantial benefit
4 3 A Tested Combined Treatmen(| _ Tumour
= Agent(s) Agent(s) Sub-group

Pembrolizumab  ChT with our  Placeba + ChT First-line treatment PD-L1 (CPS A tS
1 without with our without 21) gent score
bevacizumab  bevacizumab ESMO-MCBS v1.1

Scorecard version: 1

ESMO-MCBS Scorecards (https://www.esmo.org) (2" May 2023)
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8t FACT: ...But the real reality is that Cemiplimab and Pembrolizumab are not a reality in Spain...

BIFIMED: Buscador de la Informacion sobre la situacion de
financiacion de los medicamentos - Nomenclator de MAYO -
2023

Situacidn
Indicacién autorizada expediente

indicacién

LIBTAYO en monoterapia esta indicado para el tratamiento de pacientes En estudio
adultas con cancer de cuello uterino Metastasico o recurrente cuya

enfermedad ha progresado durante o después de quimioterapia basada

en platino.

KEYTRUD.A, en combinacion con guimioterapia con o sin En estudio
bevacizumab, esta indicado para el tratamiento del cancer de

cuello uterino persistente, recurrente o Metastasico en

mujeres adultas cuyos tumores expresen PD-L1 con una CPS

mayo o igual a 1.

Ministerio de Sanidad (https://www.sanidad.gob) (2" May 2023)
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IMMUNOTHERAPY FOR CERVICAL CANCER: OPEN QUESTIONS

9th FACT: No benefit from immunotherapy in locally advanced cervical cancer

CALLA: Durvalumab Added to Standard-of-Care CCRT
Study Design

)

* Primary locally
advanced carcinoma
of the cervix (IB2-11B
node-positive or
IIA-IVA any nodal
status)

* Measurable disease
by RECIST v1.1

* ECOG PS: 0-1

* N=714 pts

\. S

Primary Endpoints:
Progression-free survival (PFS)
Secondary Endpoints:

* 0S

+ ORR
* DOR
* Safety
* HRQOL

Primary Endpoint: Progression-Free Survival

10 9 G

o
[

Probability of progression-free survival
o
N

o

No. at risk

(]
@
1

o
IS
L

65.9%

62.1% Hazard Ratio (95% CI)
0.84 (0.65-1.08)
P-value = 0.174

Durvalumab + CRT Maturity: 31%
Placebo + CRT Median follow-up: 18.5 m vs 18.4 m

T T T T T T T T T T T 1

o] 3 L] 9 12 15 18 21 24 27 30 33
Time from randomization (months)

385 363 330 204 270 215 163 110

368 18 282 257 203 146 109

Monk BJ, et al at IGCS 2022

49 14 2 0



IMMUNOTHERAPY FOR CERVICAL CANCER: OPEN QUESTIONS \ "

9th FACT: No benefit from immunotherapy in locally advanced cervical cancer

CALLA: Durvalumab Added to Standard-of-Care CCRT
Study Design Considering the benefit observed with

immunotherapy in first and second-line,
what was “wrong” in LACC setting??

)

* Primary locally
advanced carcinoma
of the cervix (IB2-11B
node-positive or

Primary Endpoints:
Progression-free survival (PFS)
Secondary Endpoints:

IIA-IVA any nodal - g:n
status) * DOR
* Measurable disease * Safety
by RECIST v1.1 * HRQOL
* ECOG PS: 0-1
« N=714 pts
\. /

Primary Endpoint: Progression-Free Survival

10 4 G

T 08
H
3
8
I 06
B
gw 73.3% 65.9%
& 04 62.1% Hazard Ratio (95% CI)
S 0.84 (0.65-1.08)
§ P-value = 0.174
S 02 +
B Durvalumab + GRT Muturity: 31%

Placebo + CRT Median follow-up: 18.5 m vs 18.4 m

o
T T T T T T T T T T T d
0 3 & 9 12 15 18 21 24 27 30 33
Time from randomization (months)
No. at risk 385 363 330 204 270 215 163 10 43 1 1 o
85 368 EL 282 257 203 146 109 49 14 2 0 Monk BJ, et al at IGCS 2022




10t FACT: Promising activity with dual checkpoint inhibitors...

but phase 3 trials are missing

I Ay R

CheckMate 358
Nivolumab +
Ipilimumab (1L)

CheckMate 358
Nivolumab +
Ipilimumab (2L)

Balstilimab +
Zalifrelimab

Cadonilimab
(Bi-specific
antibody)

Vibostolimab
(anti-TIGIT) +
Pembro

87

70

155

111

80

HPV+/ukn
15t line

SCC
HPV+/ukn
<2 prior
lines

All types
1 prior line
All PD-L1

All types
<2 lines
All PD-L1

All types
<1 line
All PD-L1

ORR: 39-41%
PD-L1+ve: 33-39%
PD-L1-ve: 32-67%

ORR: 26-35%
PD-L1+ve: 30-38%
PD-L1-ve: 8-29%

ORR: 25.6%

PD-L1+ve: 33%

PD-L1-ve: 9%

PD-L1 ukn: 28%

ORR: 33%

PD-L1+ve: 44%
PD-L1-ve: 17%

ORR: 15-23%
PD-L1+ve: 20%
PD-L1-ve: 14%

25.6-34.6

months

21.1-NR
months

NR
(9.7-NR)

NR

NR

8.5-13.8

months NR

3.6-5.8 10.3-25.4

months months
2.7 12.8

months months
3.8 17.5

months months
2.0

months NR

Oaknin A at ESMO Congress 2022; O'Malley DM et al. J Clin Oncol 2022;40:762-71; Wu X at SGO 2022; Shapira-Frommer R at AACR, 2022
s



IMMUNOTHERAPY FOR CERVICAL CANCER: OPEN QUESTIONS

10t FACT: Promising activity with dual checkpoint inhibitors...

BN T TS T T

CheckMate 358
Nivolumab +
Ipilimumab (1L)

CheckMate 358
Nivolumab +
Ipilimumab (2L)

Balstilimab +
Zalifrelimab

Cadonilimab
(Bi-specific
antibody)

Vibostolimab
(anti-TIGIT) +
Pembro

87

70

155

111

80

HPV+/ukn
15t line

SCC
HPV+/ukn
<2 prior
lines

All types
1 prior line
All PD-L1

All types
<2 lines
All PD-L1

All types
<1 line
All PD-L1

ORR: 39-41%
PD-L1+ve: 33-39%
PD-L1-ve: 32-67%

ORR: 26-35%
PD-L1+ve: 30-38%
PD-L1-ve: 8-29%

ORR: 25.6%
PD-L1+ve: 33%
PD-L1-ve: 9%
PD-L1 ukn: 28%

ORR: 33%
PD-L1+ve: 44%
PD-L1-ve: 17%

ORR: 15-23%
PD-L1+ve: 20%
PD-L1-ve: 14%

25.6-34.6
months

21.1-NR
months

NR
(9.7-NR)

NR

NR

but phase 3 trials are missing

8.5-13.8

months NR

3.6-5.8 10.3-25.4

months months
2.7 12.8

months months
3.8 17.5

months months
2.0

months i

Oaknin A at ESMO Congress 2022; O'Malley DM et al. J Clin Oncol 2022;40:762-71; Wu X at SGO 2022; Shapira-Frommer R at AACR, 2022
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