
Actualización terapéutica del cáncer 
de cérvix

Luis Manso MD PhD

Gynecologic Cancer Unit.

Medical Oncology Division
12 de Octubre University Hospital.



Employment: Hosp. Univ. 12 de Octubre

Consultant or Advisory Role: Abbvie, MSD, Lilly, GSK, Clovis, Astra-Zeneca, Roche, Novartis, Pfizer.

Research Funding: Tesaro-GSK

Speaking: Abbvie, MSD, Lilly, Roche, Astra-Zeneca, Novartis, Pfizer, GSK, Pharma&

DISCLOSURE SLIDE 



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



INTRODUCTION



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



R/M CC



R/M CC

Tewary KS at al. N Engl J Med 2022
Oakni. A et al. Eur J Cancer. 2025 Feb.



R/M CC

Tewary KS at al. N Engl J Med 2022
Oakni. A et al. Eur J Cancer. 2025 Feb.



HITOS



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino



R/M CC

Tewari KS et al. Presented at the American Society for Clinical Oncology (ASCO) 2013, 31 May–4 June 3. Abstract 3.



KEYNOTE-826



KEYNOTE-826



KEYNOTE-826



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino

PEMBROLIZUMAB, en combinación con quimioterapia con o sin 
bevacizumab, está indicado para el tratamiento del cáncer de 

cuello uterino persistente, recurrente o metastásico en mujeres 
adultas cuyos tumores expresen PD-L1 con una CPS ≥ 1.



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



LACC
1999 NCI alert: Meta-analysis 18 RCT’s

Meta-analysis collaboration JCO 2008



INTRODUCTION



LACC



LACC
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1999 NCI alert: Meta-analysis 18 RCT’s

• Local tumor releases tumor neoantigens, which are taken up by antigen presenting cells (APCs).

• Release of damage-associated molecular patterns (DAMPs) and pro-inflammatory cytokines that leads to 

maturation and activation of dendritic cells. 

• The APCs then migrate to lymph nodes to present the tumor neoantigens to cytotoxic (CD8+) T-cells.

• Activated T-cells induce immunogenic tumor cell death by acting on primary irradiated tumor as well as distant

metastatic sites. 

PRECLINICAL 
RATIONALE
(IO + CCRT)



LACC

Loruso D, Lancet, 2024 



LACC

1. Duska et al. Presented at ASCO 2025. 

https://gsvccongressportal.merck.com/deck/duska-asco-2025-onc-msd-wc-oral-presentation-lba5504-pdf/


LACC

1. Duska et al. Presented at ASCO 2025. 

https://gsvccongressportal.merck.com/deck/duska-asco-2025-onc-msd-wc-oral-presentation-lba5504-pdf/


LACC

1. Duska et al. Presented at ASCO 2025. 

https://gsvccongressportal.merck.com/deck/duska-asco-2025-onc-msd-wc-oral-presentation-lba5504-pdf/


HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino

PEMBROLIZUMAB, en combinación con quimioterapia con o sin 
bevacizumab, está indicado para el tratamiento del cáncer de 

cuello uterino persistente, recurrente o metastásico en mujeres 
adultas cuyos tumores expresen PD-L1 con una CPS ≥ 1.



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino

PEMBROLIZUMAB, en combinación con quimioterapia con o sin 
bevacizumab, está indicado para el tratamiento del cáncer de 

cuello uterino persistente, recurrente o metastásico en mujeres 
adultas cuyos tumores expresen PD-L1 con una CPS ≥ 1.

PEMBROLIZUMAB, en combinación con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), está 

indicado para el tratamiento del cáncer de cuello uterino 
localmente avanzado en estadio III - IVA según la estadificación 
FIGO 2014, en mujeres adultas que no han recibido tratamiento 

definitivo previo.



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



innovaTV301/ENGOT



innovaTV301/ENGOT

Vergote I et col 2024 Jul 4;391(1):44-55. doi: 10.1056/NEJMoa2313811. PMID: 38959480.



innovaTV301/ENGOT

Vergote I et col 2024 Jul 4;391(1):44-55. doi: 10.1056/NEJMoa2313811. PMID: 38959480.



innovaTV301/ENGOT

Vergote I et col 2024 Jul 4;391(1):44-55. doi: 10.1056/NEJMoa2313811. PMID: 38959480.



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino

PEMBROLIZUMAB, en combinación con quimioterapia con o sin 
bevacizumab, está indicado para el tratamiento del cáncer de 

cuello uterino persistente, recurrente o metastásico en mujeres 
adultas cuyos tumores expresen PD-L1 con una CPS ≥ 1.

PEMBROLIZUMAB, en combinación con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), está 

indicado para el tratamiento del cáncer de cuello uterino 
localmente avanzado en estadio III - IVA según la estadificación 
FIGO 2014, en mujeres adultas que no han recibido tratamiento 

definitivo previo.



HITOS

CEMIPLIMAB en monoterapia está indicado para el tratamiento de 
pacientes adultas con cáncer de cuello uterino metastásico o 

recurrente cuya enfermedad ha progresado durante o después de 
quimioterapia basada en platino

PEMBROLIZUMAB, en combinación con quimioterapia con o sin 
bevacizumab, está indicado para el tratamiento del cáncer de 

cuello uterino persistente, recurrente o metastásico en mujeres 
adultas cuyos tumores expresen PD-L1 con una CPS ≥ 1.

PEMBROLIZUMAB, en combinación con quimiorradioterapia
(radioterapia de haz externo seguida de braquiterapia), está 

indicado para el tratamiento del cáncer de cuello uterino 
localmente avanzado en estadio III - IVA según la estadificación 
FIGO 2014, en mujeres adultas que no han recibido tratamiento 

definitivo previo.

TISOTUMAB V en monoterapia está indicado para el tratamiento 
de pacientes adultas con cáncer de cuello uterino recurrente o 

metastásico con progresión de la enfermedad durante o después 
del tratamiento sistémico.



INDEX

• Introduction.

• Immunotherapy cervical cancer.

 R/M CC.

 LACC.

• Novel treatment ADCs.

 Tistotumab Vedotin.

 T-Dxd.

• Conclusions.



ADCs



ADCs

Additional information available https://bit.ly/3rydQjX 

Copies of this presentation and other materials obtained through the QR or text key codes are for personal use only

and may not be reproduced without written permission of the authors.

The content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Key eligibility criteria

• Advanced solid tumors not eligible for curative therapy

• 2L+ patient population

• HER2 expression (IHC 3+ or 2+) 

– Local test or central test by HercepTest if local test 

not feasible (ASCO/CAP gastric cancer scoring1)a

• Prior HER2-targeting therapy allowed

• ECOG/WHO PS 0–1

Baseline characteristics

• 267 patients received treatment; 202 (75.7%) based on local HER2 testing

– 111 (41.6%) patients were IHC 3+ based on HER2 

test (local or central) at enrollment, primary efficacy analysis (all patients)

– 75 (28.1%) patients were IHC 3+ on central testing, 

sensitivity analysis on efficacy endpoints (subgroup analyses)

• Median age was 62 years (23–85) and 109 (40.8%) patients had received ≥3 lines of therapy

Primary endpoint

• Confirmed ORR 

(investigator)

Secondary endpoints

• DOR, DCR, PFS, OS 

• Safety

Exploratory analysis

• Subgroup analyses by 

HER2 status

DESTINY-PanTumor02: a Phase 2 study of T-DXd for 

HER2-expressing solid tumors

aPatients were eligible for either test. All patients were centrally confirmed; bplanned recruitment, cohorts with no objective responses in the first 15 patients were to be closed; cpatients with tumors that express HER2, excluding tumors in the tumor-

specific cohorts, and breast cancer, non-small cell lung cancer, gastric cancer, and colorectal cancer

2L, second-line; ASCO, American Society of Clinical Oncology; CAP, College of American Pathologists; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor 

receptor 2; IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; Q3W, every 3 weeks; T-DXd, trastuzumab deruxtecan; WHO, World Health Organization

1. Hofmann M, et al. Histopathology. 2008;52:797–805

Funda Meric-Bernstam

An open-label, multicenter study (NCT04482309) 

40 per cohortb

T-DXd

5.4 mg/kg Q3W

Primary analysis 

data cutoff: Jun 8, 2023

Median follow up: 12.75 mo

Bladder cancer

Cervical cancer

Ovarian cancer

Pancreatic cancer

Biliary tract cancer

Other tumorsc

Endometrial cancer
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Analysis of ORR by investigator was performed in patients who received ≥1 dose of T-DXd; all patients (n=267; including 67 patients with IHC 1+ [n=25], IHC 0 [n=30], or unknown IHC status [n=12] by central testing) and patients with centrally 

confirmed HER2 IHC 3+ (n=75) or IHC 2+ (n=125) status. Analysis of DOR was performed in patients with objective response who received ≥1 dose of T-DXd; all patients (n=99; including 19 patients with IHC 1+ [n=6], IHC 0 [n=9], or unknown IHC 

status [n=4] by central testing) and patients with centrally confirmed HER2 IHC 3+ (n=46) or IHC 2+ (n=34) status. aResponses in extramammary Paget’s disease, head and neck cancer, oropharyngeal neoplasm, and salivary gland cancer; 
bincludes patients with a confirmed objective response only

BTC, biliary tract cancer; CI, confidence interval; DOR, duration of response; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; NR, not reached; ORR, objective response rate; T-DXd, trastuzumab deruxtecan

Funda Meric-Bernstam

Objective response and duration of response

Median DOR, 

months (95% CI)b
NR 

(9.9, NR)

14.2 

(4.1, NR)

11.3 

(4.1, 22.1)

8.7 

(4.3, 11.8)

22.1 

(4.1, NR)

8.6 

(2.1, NR)

5.7 

(NR, NR)

A
ll

IH
C

 3
+

IH
C

 2
+

Endometrial Cervical Ovarian Bladder Othera BTC Pancreatic

A
ll

IH
C

 3
+

IH
C

 2
+

A
ll

IH
C

 3
+

IH
C

 2
+

A
ll

IH
C

 3
+

IH
C

 2
+

A
ll

IH
C

 3
+

IH
C

 2
+

A
ll

IH
C

 3
+

IH
C

 2
+

A
ll

IH
C

 3
+

IH
C

 2
+

40 13 17 40 8 20 40 11 19 41 16 20 40 9 16 41 16 14 25 2 19n=
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ORR, % (95% CI) 37.1 (31.3, 43.2) 61.3 (49.4, 72.4) 27.2 (19.6, 35.9)

Median DOR, months (95% CI)b 11.3 (9.6, 17.8) 22.1 (9.6, NR) 9.8 (4.3, 12.6)
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localmente avanzado en estadio III - IVA según la estadificación 
FIGO 2014, en mujeres adultas que no han recibido tratamiento 

definitivo previo.

TISOTUMAB V en monoterapia está indicado para el tratamiento 
de pacientes adultas con cáncer de cuello uterino recurrente o 

metastásico con progresión de la enfermedad durante o después 
del tratamiento sistémico.

TRASTUZUMAB DERUXTECAN en monoterapia estuviera indicado 
para el tratamiento de pacientes adultas con cáncer de cuello 

uterino recurrente o metastásico HER2 3+……………..
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CONCLUSIONS

⭐ H1. Immunotherapy has become a central pillar across all cervical cancer
settings. Pembrolizumab and cemiplimab are now foundational treatments in both recurrent/metastatic

disease.

⭐ H2. Locally advanced cervical cancer is undergoing its biggest therapeutic shift in 
20 years. CCRT + Pembrolizumab as the new standard for LACC.

⭐ H3. Antibody–drug conjugates (ADCs) have opened a new, effective therapeutic
avenue. Tisotumab vedotin and the emerging role of trastuzumab deruxtecan (in HER2 3+ disease).

⭐ H4. Cervical cancer management is becoming truly biomarker-driven. PD-L1?, HER2, 

and potentially other targets (TF, TROP2).

⭐ H5. The immediate future lies in integrating therapies: chemotherapy + IO + 
ADCs. Cervical cancer care is now multimodal and biologically guided.


