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Mondo EU-27 Italia

Incidence and mortality 🌍 Global (GLOBOCAN 2024)

660,000 new cases/y

350,000 deaths/y,

with 90% occurring in low- and    

middle-income countries

🇪🇺Europe (EURACAN – EU-27)

~33,000 new cases/y

7.6 cases per 100,000 women/y

🇮🇹Italy (AIOM–AIRTUM 2024)

~2,400 new cases/y

~1,000 deaths/y

Incidence is decreasing thanks to:

ü HPV vaccination

ü Cervical cancer screening programs (Pap smear and HPV DNA test)

Sung H et al., CA Cancer J Clin, 2024,

EURACAN, 2024,

AIRTUM, 2024

Cervical cancer tumour burden



Monk BJ, et al. Int J Gynecol Cancer 2022



KEYNOTE-826
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CT +/- Bev 
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GOG 304/Keynote-A18

Pembrolizumab + CTRT

GOG 120

CDDP + RT

2009 2014 2021-2023 2024

GOG 204

PTX + CDDP

GOG 240

Bev + CT

GOG 3057/InnovaTv 301

Tisotumab Vedotin (2L and 3L)

Primary disease

Practice changing trials

1999 2024

P/R Disease

Metastatic 

GOG 3016

Cemiplimab



with IMMUNOTHERAPY



Type of cancer HPV HPV positive 

%

cervical 16, 18, 31, 33, 

35, 39, 45, 51, 

52, 56, 58, 59, 

66, 68

>95

vulvar basaloid 16, 18 >50

warty 16, 18 >50

keratinising 16 <10

penile basaloid 16, 18 >50

warty 16, 18 >50

keratinisng 16 <10

vaginal 16, 18 >50

anal 16, 18 >70

Oral cavity 16, 18, 33 25

65-70% of adenocarcinomas are HPV related

85-90% of squamous cervical cancer are HPV related

Chong GO et al., Gynecol Oncol 2017

CANCER HISTOLOGY HPV BASED

Rationale for immunotherapy (CC is a HPV related tumor)



Rationale for immunotherapy

PDL1 expression

ü CPSḷ1 89%

ü CPSḷ10 ~50%

Colombo N et al., NEJM 2021; Yang X et al., J Cancer 2022



Practice changing trials of immunotherapy

ICI Trial Author, Year Line / Setting PFS (mo) OS (mo) Approval 

(FDA,EMA,AIFA)

Pembrolizumab 

(monotherapy)

KEYNOTE-158

(Phase II)

Marabelle A et al.,               

Nat Cancer. 2025

2nd-line 

recurrent/metastatic, 

PD-L1 (CPS ≥1)

mPFS ~ 4 mo ORR ~ 33.8%, mOS 

~19.8 mo

✅ FDA ❌ EMA, 

❌ AIFA 

Pembrolizumab + CT ±

Bev

KEYNOTE-826

(Phase III)

Monk BJ et al., J Clin Oncol. 

2023

1st-line 

persistent/recurrent/met

astatic, CPS ≥1

10.5 vs 8.2 (HR 0.62) 28.6 vs 16.5 (HR 0.60) ✅ FDA ✅ EMA 

✅ AIFA

Pembrolizumab + CRT KEYNOTE-A18

(Phase III)

Lorusso D et al., Lancet 2024 1st-line high-risk locally

advanced (FIGO III–

IVA)

NR; 24-mo PFS 68% vs 

57% (HR 0.70)

NR; 36-mo OS 82.6% 

vs 74.8% (HR 0.67)

✅ FDA ❌ EMA, 

❌ AIFA 

Cemiplimab 

(monotherapy)

EMPOWER-

Cervical-1

(Phase III)

Oaknin A et al., Eur J Cancer. 

2025

2nd-line 

recurrent/metastatic

2.8 vs 2.9 (HR 0.75) 11.7 vs 8.5 (HR 0.67) ✅ FDA ✅ EMA 

✅ AIFA



Drug (Generic Name) Mechanism Country/Region Approved Indication Approval Year Key Notes

Pembrolizumab (Keytruda) Anti–PD-1 monoclonal antibody USA; Asia (trials)

PD-L1+ R/M cervical cancer + 
and after platinum chemo; 
+CCRT for LACC (based on trial 
data)

USA: 2021 (R/M); 2024 (LACC)
KEYNOTE-A18 showed benefit in 
Asian subgroup (PFS HR ~0.55)

Zimberelimab (YuTuo®) Anti–PD-1 monoclonal antibody China (NMPA)
PD-L1+ recurrent/metastatic
cervical cancer after platinum
chemotherapy

2023
First approved ICI for cervical 
cancer in China; ORR ~27.8% in 
Phase II study

Cadonilimab (AK104) Bispecific anti–PD-1/CTLA-4 China
Recurrent/metastatic cervical
cancer after platinum
chemotherapy

2022
First bispecific ICI approved for 
cervical cancer worldwide

Tislelizumab Anti–PD-1 monoclonal antibody China
Investigational (+CCRT in locally 
advanced cervical cancer)

Not yet approved
Phase II Chinese trial shows 
promising ORR (100% interim 
CR+PR)

What about extra US and UE countries?



EMPOWER-Cervical 1/GOG-3016/ENGOT-cx9 study 

design (NCT03257267) Final OS
Median follow-up: 47.3 mo

Median OS:

Cemiplimab: 11.7 mo vs 

Chemotherapy: 8.5 mo

- HR: 0.67  (95% CI: 0.56–0.80)

Rec and metastatic CC after platinum-based CT

Regardless PDL1 status

Stratification: 

ü Histology, 

ü Geographic region, 

ü Prior Bevacizumab, 

ü ECOG PS
Oaknin A. et al., EJC 2024 

PD-L1 Status Cemiplimab n Cemiplimab OS 

(mo)

Chemo n Chemo OS (mo) HR (95% CI)

≥1% 82 13.9 (9.6–17.4) 80 9.3 (7.0–11.4) 0.72 (0.50–1.02)

<1% 44 8.2 (4.3–12.3) 48 6.7 (3.9–11.8) 0.86 (0.54–1.37)

SCC HR 0.698 (0.570-0.855)

Non-SCC HR 0.552 (0.372-0.819) 



KEYNOTE-826 Protocol-specified final OS

Colombo N et al., NEJM 2021

617 pts
All comers PDL1 CPS ḷ1

Key Eligibility Criteria

ü P/R or metastatic CC not amenable to curative treatment

ü No prior systemic chemotherapy (prior RT and CTRT were permitted)

ü ECOG PS 0 or 1

Stratification:

ü Metastatic disease at diagnosis (yes vs no)

ü PD49 OPD (08 SE 8 80 940 00 990)

ü Planned bevacizumab use (yes vs no)



KEYNOTE-826 Final ORR and DOR

Colombo N et al., NEJM 2021



Why is the approval for CPS ḷ1?

Subgroup Median PFS 

(mo)

HR for PFS 

(95% CI)

Median OS (mo) HR for OS (95% 

CI)

p-value*

ITT (all comers) 10.4 vs 8.2 0.61 (0.50–0.74) 26.4 vs 16.8 0.63 (0.52–0.77) < 0.0001

CPS ≥ 1 10.5 vs 8.2 0.58 (0.47–0.71) 28.6 vs 16.5 0.60 (0.49–0.74) < 0.0001

CPS ≥ 10 10.4 vs 8.1 0.52 (0.40-0.68) 29.6 vs 17.4 0.58 (0.44–0.78) < 0.0001

CPS < 1 NR 0.95 (0.52–1.70) No benefit 0.87 (0.50–1.52) NS

KEYNOTE-826 had a hierarchical testing strategy design.

The primary endpoints were tested sequentially across pre-specified subgroups in the following order:

1.PD-L1 CPS ≥1 population

2.All-comers (intent-to-treat population)

3.PD-L1 CPS ≥10 population

Statistical significance had to be reached in the first group (CPS ≥1) before formal testing could proceed to the 

next groups. Of note PDL1- population was 11% (69)!!!



KEYNOTE-826 sub-group analysis

Tewari KS et al., JAMA 2024

228 (37%) did not receive Bev 



Clinical impact

CT backbone (Platinum + Taxane) 

GOG 204 established 

the standard: median 

OS 12.9 months

ORR 29%

Adding Bevacizumab

GOG 240 added Bev: 

median OS 17.5 

months

ORR 48%
KEYNOTE-826 added 

Pembro: median OS 

28.6 months (in CPS

ORR 69%

Adding Pembrolizumab

Monk BJ et al., JCO 2009, Tewari KS et al., Lancet 2017, Monk BJ et al., JCO 2023



ü Efficacy of Atezo + Beva + CT was confirmed in CC 

regardless of PD-L1 CPS status

No PD-L1 selection needed

ü Progression-Free Survival (PFS):

CPS ≥1: 16.6 vs 10.5 months (HR 0.54)

CPS <1: 13.6 vs 10.2 months (HR 0.48)

ü Overall Survival (OS)

Interim analysis: 33.2 vs 37.3 months

ü Definitive OS results expected in 2026

BEATcc (Updated Data from 2025 ESMO-gyn) 

Giorgi U et al., ESMO Gyn 2025

Key Eligibility Criteria

ü P/R or M CC not amenable to curative treatment

ü No prior systemic chemotherapy for R/M CC

Stratification factors

ü Prior concurent chemoradiation (yes vs no)

ü Histology 

ü Chemotherapy backbone (cisplatin vs carboplatin)



KEYNOTE-A18



KEYNOTE-A18

In an exploratory analysis for the 462 pts 

with FIGO Stage IB2-IIB disease, the PFS 

HR estimate was 0.91 (95%CI, 063-1.31)

III-IVA CC pts



CALLA enrolled a lower-risk population: Positive para-aortic lymph nodes: ~10% in CALLA vs ~22% in KEYNOTE-A18

Number of progression or death events at primary analysis: comparable ~227 events in CALLA vs ~237 events in KEYNOTE-A18

Data maturity: similar Median follow-up: 18.5 months (CALLA) vs 17.9 months (KEYNOTE-A18)



Agent(s) Phase & Status Regimen
ORR (Objective 

RR)
Key Notes

Camrelizumab + 

chemotherapy

Phase II (NACI) –

completed

1 priming chemo → 

2 chemo + 

camrelizumab in 

LACC

98% (95% CI 95.4–

100%)19% pCR
Includes high ORR 

98%; CR 19%

Tislelizumab + 

chemotherapy

Phase II –

completed/ongoing

3 cycles PD-1 

inhibitor + 

chemotherapy 

followed by surgery

87.0% (56.5% CR + 

30.5% PR) 60.9% 

pCR

60.9% pCR in 

surgical specimens; 

safe & manageable

toxicity

Pembrolizumab (MITO 

CERV-3)
Phase II

3 cycles chemo + 

Pembro, if

responseĄsurgery

N/A (pilot phase) PFS

Cadonilimab Phase II

3 cycles + 

Cadonilimab, if

responseĄsurgery

NA ORR and pCR

Other settings??? -NACT-



Trial Agent Setting Phase Primary endpoint Patients

ENGOT-cx13 / 

NCT03912415

BCD-100 Anti-PD-1 ±

chemo ± Beva

Recurrent/metastatic III OS 316

ATEZOLACC / 

NCT03612791

Atezolizumab + CCRT LACC II PFS 189

NCT05492123 Nivolumab + Ipilimumab

+ CCRT

LACC high-risk II 3-yr PFS 112

NCT04865887 Pembrolizumab + 

Lenvatinib

Recurrent/metastatic II ORR 35

NCT06099418 Vaccine (VB10.16) + 

Atezolizumab/placebo

Refractory to Pembro + chemo II ORR 130

NCT03444376 Vaccine (GX-188°) + 

Pembrolizumab/placebo

Refractory to Pembro + chemo +/-

Beva

I/II ORR 60

NCT04380805 Cadonilimab Anti-PD-1 Recurrent/metastatic after chemo II ORR 30

NCT04483544 Pembro + Olaparib Recurrent/metastatic on chemo II ORR 48

GOTIC-025/

NCT04641728

Pembro + Olaparib Recurrent/metastatic after chemo II ORR 28

NCT04652076 NP137 (anti-Netrin-1)+ 

Pembro + TC

Recurrent/metastatic after chemo I/II ORR 240

NCT03972722
Zimberelimab + CCRT 

± chemo

Neoadjuvant zimberelimab with 

radiation ± chemotherapy I/II ORR 19

Immunotherapy in CC: ongoing trials



Immunotherapy Rechallenge with Cadonilimab in

Patients with Recurrent or Metastatic Cervical Cancer : A

Retrospective Study



Immunotherapy Rechallenge with Cadonilimab in

Patients with Recurrent or Metastatic Cervical Cancer : A

Retrospective Study





Take home messages and open questions

✅ Take-Home Messages:

• Immunotherapy is now a standard in recurrent/metastatic and locally advanced disease.

• Checkpoint inhibitors improve OS, especially in PD-L1 positive tumors.

• Benefit observed across histologies and PD-L1 status.

• Long-term data confirm sustained survival and manageable safety.

• Investigational combinations include ADCs and earlier lines of therapy.

❓ Open Questions:

• What is the optimal duration of immunotherapy?

• Can we better select patients beyond PD-L1?

• Is there a role in PD-L1 negative or early-stage disease?

• How to ensure access in low-resource settings, where disease burden is highest?

• Can vaccines, TILs, or bispecifics further improve outcomes?



with NEW DRUGS



ü Transmembrane protein: main physiological

initiator of coagulation1

ü Role in oncogenesis includes angiogenesis, 

cell adhesion, motility, and cell survival 2

ü Highly expressed in many solid tumors

including cervical, ovarian, pancreatic, 

SCCHN, NSCLC, and others3-7

ü Expression associated with poor clinical

outcomes, tumor initiation, progression,

angiogenesis, and metastasis2

TISOTUMAB VEDOTIN



InnovaTV 204/GOG-3023/ENGOT-cx6:

Phase 2 Global Trial of Tisotumab Vedotin

Median follow-up: 10.0 months.

a Based on the Clopper-Pearson method. b Disease control rate is the proportion of patients with a confirmed CR, PR, or SD. c Percent changes greater than

100% were truncated at 100% (indicated by the + symbol).
Coleman R et al., Lancet Oncol 2021



InnovaTV 301 a randomized, open label phase III trial



InnovaTV 301 a randomized, open label phase III trial

Vergote I, et al. ESMO 2023



InnovaTV 301 a randomized, open label phase III trial

Population Median OS (months) HR (vs chemo) P value

Global (innovaTV-301) 11.5 (95% CI 9.8–14.9) 

vs 

9.5 (95% CI 7.9–10.7)

0.70 (95% CI 0.54–0.89) 0.0038

China Subgroup NR 

vs

10.7 (95% CI 6-NR)

0.55 (95% CI 0.27–1.15) Not Reported

Press release

Vergote I, et al. ESMO 2023



Study Agent Population ORR Median PFS Median OS

DESTINY-Pa

nTumor02
Trastuzumab deruxtecan HER2+ cervix (IHC 3+) 50% (up to 75% in IHC 3+)

NR (IHC 3+); 4.8 mo 

(IHC 2+)

21.1 mo (IHC 3+; 95% CI: 

15.3–29.6)

DESTINY-Pa

nTumor02
Trastuzumab deruxtecan HER2+ cervix (IHC 2+) n/a 4.8 mo —

Bernstam FM et al., JCO 2024

•HER2-positive cervical cancer patients in DESTINY-PanTumor02 achieved:

•50% Objective Response Rate (ORR) overall, rising to 75% in those with IHC 3+ HER2 

expression

•Median PFS not reached in IHC 3+; 4.8 mo in IHC 2+ group

•Median OS of 21.1 mo (95% CI: 15.3–29.6) in IHC 3+ patients



Sacituzumab Govitecan

Jusheng An et al., Gynecol Oncol 2024



Trial / NCT ADC Agent Target Setting Phase Primary Endpoint Enrollment

ENGOT-cx8/GOG-

3024/innovaTV 

205/NCT03786081

Tisotumab Vedotin 

+ Pembrolizumab/

Bevacizumab/

Platinum

Tissue Factor Recurrent/

Metastatic

I/II ORR 214

innovaTV 301/

NCT04697628

Tisotumab Vedotin Tissue Factor 2L/3L 

Recurrent/

Metastatic

III OS 502

NCT05838521 Sacituzumab

Govitecan

Trop-2 Recurrent/

Persistent

II ORR ~20

NCT04482309 Trastuzumab 

Deruxtecan

HER2 HER2+ solid

tumors

II Safety/ORR ~468

NCT04965519 Disitamab Vedotin HER2 HER2+ cervical 

cancer

I/II ORR ~120

Ongoing trials with ADCs



Ongoing trials with ADCs



Take home messages and open questions
✅ Take-home messages:

üEmerging treatments such as ADCs represent a promising strategy in P/R CC
üTV has shown activity in pre-treated populations with manageable toxicity.
üCombination strategies (e.g., ADCs + ICI or chemo) may improve efficacy.
üTarget expression (e.g., tissue factor) is key for patient selection.
üADCs may offer chemotherapy-free regimens and improved QoL.

❓ Open questions:

üWhat is the optimal sequencing of ADCs in the treatment pathway?
üHow can we refine biomarkers to identify best responders?
üWill combination strategies lead to synergy or more toxicity?
üHow can resistance to ADCs be overcome?
üHow feasible is ADC use in LMICs, given cost and access issues?



Adverse events

LET’s know them!!!!



Purpose

A wonderful serenity has taken possession of my entire soul, like

these sweet mornings of spring which I enjoy with my whole heart.
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