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The Cervical Cancer Burden: Facts and Figures 

2020 Global Statistics

600,000 new cases

>300,000 deaths

EU-27 2020

30,447 new cases

13,437 deaths

Sung H et al. CA Cancer J Clin. 2021;71(3):209-249.
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Monk BJ et al. Int J Gynecol Cancer. 2022;32(12):1531-1539.

Proportions and Incidence of Locally Advanced Cervical Cancer (LACC)
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Magnetic resonance imaging-based 

Image-guided Intensity-modulated EBRT

Image-guided adaptive brachytherapy

On-line Adaptive RT

Unprecedented local 

control rates of >90% 

across all stages

Schmid MP JCO 2023

Potter R Clin Transl Radiat Oncol 2018

Potter R Lancet Oncol 2021

Improving pelvic control and 

survival rates by about 10% 

without increasing toxicity

Evolution of Radiotherapy standard of care
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Control arm in 

the next

studies!!!
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EBRT EMBRACE I EMBRACE II

V43 2.4l 1.5l (-900 cm³) = local control

EBRT in PAN in N1 35% 50% (+15%) = morbidity

nodal control with 

PAN RT

Brachytherapy

BT IC/IS 43% 74% (+31%)

CTV-HR D90 90Gy 92Gy (+2Gy) = main local 

control

= morbidity 

(although > Gy)

D2cc Rectum 

D2cc bowel

62Gy

63Gy

58Gy (-4Gy)

58Gy (-5Gy)

PIBS -15Gy vaginal morbidity

1. Are all centers across Europe, or across Italy, 

able to provide “EMBRACE style” 
radiotherapy?

2. What drug can enhance the effect of 

modern radiotherapy? 

3. Or maybe those who claim that systemic 

therapies can compensate for inadequate 

radiotherapy aren’t entirely wrong. 



2018-20202008-2015 2023-20251999
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After 25 years: Evolving Standard of Care

Immunotherapy in Cervical Cancer: Rationale

                                                            

Smola, S, et al. Ther Adv Vaccines. 2017;5(3):69-82.Dyer et al JNCCN; Volume 17 Number 1 January 2019 

S.J. Otter et al. / Clinical Oncology 31 (2019) 834e843; J. Otter et al. / Clinical Oncology 31 (2019) 834e843; Piersma SJ et al; Cancer Res 2007; 67: (1). January 1, 2007Alexandrov LB et al Nature 

2013;500:415e421; S.J. Otter et al.  Clinical Oncology 31 (2019) 834e843

 

1.Cervical Cancer is a Virally Driven Cancer:

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

2. Immune-Privilege State: PD-L1 expression and Tumour Infiltrating Lymphocytes(TILs)

• PD-L1 is not expressed in normal cervical tissue, but is overexpressed in SCC(19% to 88%) and Adenocarcinoma(14%)

• The tumour microenvironment(the composition of) has an impact on survival rates:

o Patients w negative LN have higher numbers of intraepithelial CD8+ cells than positive LN patients

3. Cervical Cancers Have an Increased Tumor Mutational Burden (TMB) Rate

• The rate of TMB in cervical cancers is about 5-6 mutations per megabase (behind melanoma, lung, bladder, oesophageal and 

colorectal cancers)

• Increased TMB lead to the presence of more neoantigens that then stimulate the immune system.
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pembrolizumab cemiplimab atezolizumab
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Stratification factors
• Disease stage

― FIGO Stage IB2−IIB and LN+ 

― FIGO Stage ≥III and LN‒
― FIGO Stage ≥III and LN+ 

• Region of world

CALLA Study Design

Chemoradiotherapy Regimen

Platinum agent Cisplatin 40 mg/m2 or carboplatin AUC2 q1w  5 weeks

EBRT 45 Gy in 25 fractions at 1.8 Gy/fraction, 5 fractions per week

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

13

Placebo 

q4w  24 doses

Durvalumab 1500 mg 

q4w  24 doses

R

1:1

Primary Endpoint: 

Progression-Free Survivala

(Investigator-assessed)

Key Secondary Endpoints:

• Overall survival

• Objective response rate

• Duration of response

• Incidence of local or distant 

progression / 2° malignancy

• Safety and tolerability

Platinum + EBRT 

+ brachytherapy

Platinum + EBRT 

+ brachytherapy

N=770

Eligible population

• Women aged ≥18 years

• Histologically confirmed cervical 

adenocarcinoma, squamous carcinoma, or  

adenosquamous carcinoma

• High-risk LACC (FIGO 2009) 

― Stages IB2 to IIB, node positive (N≥1) 

― Stages IIIA to IVA with any node (N≥0)

• WHO ECOG performance status of 0 or 1 

Key Milestones
First patient in February 2019

Last patient in

Data cut off

December 2020

January 20, 2022

15 countries, 120 sites

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

PFS OS
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synergy?



Locally-advanced CC Management: 
Chemoradiation + anti-PDL1: CALLA trial

15

Prof .Lorusso D, MD, PhD
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d
Lorusso et al. Lancet 2024
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Baseline Characteristics

Data are n (%) unless otherwise noted.
aIn each treatment arm, 2 patients (0.4%) had missing information for race. bPer protocol, a positive lymph node was defined as ≥1.5 cm shortest dimension by MRI or CT. 
Data cutoff date: January 9, 2023. 

Pembro Arm

(N = 529)

Placebo Arm

(N = 531)

Age, median (range), years 49 (22–87) 50 (22–78)

Racea

White 254 (48.0) 264 (49.7)

Asian 155 (29.3) 148 (27.9)

Multiple 78 (14.7) 86 (16.2)

American Indian or 

Alaska Native
24 (4.5) 22 (4.1)

Black or African American 14 (2.6) 8 (1.5)

Native Hawaiian or 

Other Pacific Islander
2 (0.4) 1 (0.2)

PD-L1 CPS

<1 22 (4.2) 28 (5.3)

≥1 502 (94.9) 498 (93.8)

Missing 5 (0.9) 5 (0.9)

ECOG PS 1 149 (28.2) 134 (25.2)

Squamous cell carcinoma 433 (81.9) 451 (84.9)

Pembro Arm

(N = 529)

Placebo Arm

(N = 531)

Stage at screening (FIGO 2014 criteria)

IB2-IIB 235 (44.4) 227 (42.7)

III-IVA 294 (55.6) 304 (57.3)

Lymph node involvementb

Positive pelvic only 326 (61.6) 324 (61.0)

Positive para-aortic only 14 (2.6) 10 (1.9)

Positive pelvic and para-aortic 105 (19.8) 104 (19.6)

No positive pelvic or

para-aortic
84 (15.9) 93 (17.5)

Planned type of EBRT

IMRT or VMAT 469 (88.7) 470 (88.5)

Non-IMRT and non-VMAT 60 (11.3) 61 (11.5)

Planned total radiotherapy dose 

<70 Gy 47 (8.9) 46 (8.7)

≥70 Gy 482 (91.1) 485 (91.3)
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KEYNOTE-A18 strengths

• Randomized phase-III double-blind placebo-controlled design

•  High-risk LACC population

• Short accrual period

• The majority treated with modern radiotherapy approach

• Good adherence to protocol-specified treatment

• 10.5% PFS benefit at 2-years

• Patient-reported HRQoL changes similar to the placebo arm

20
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DRAFT – For IGCS CME Advance Review Only – Do Not Distribute 

22

Key Differences of studies CALLA KN-A18

Primary Endpoint PFS PFS/OS

Recruitment N=770 N=980 

Chemo for CRT Either cisplatin or carboplatin Cisplatin only 

Study Treatment 
Durvalumab 1500 mg IV every 4 weeks 

for 24 cycles

Pembrolizumab

200 mg Q3W (5 cycles)

400 mg Q6W (15 cycles)

Lymph Node Size and number

1 positive pelvic LFN required

Amendment : Downsized LN size in short 

axis for CT (from 1.5 cm to 1 cm) 

2 positive pelvic LFNs required

Remained unchanged for LN size per 

RECIST 1.1 (≥1.5 cm shortest dimension)

CALLA vs KEYNOTE-A18
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• Real life versus clinical trial
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BUT… we don’t still 
have Real life data



• How long should maintenance be continued?

KN A18: Early splitting of PFS/OS curves: 

what is optimal duration of 

Pembrolizumab after CRT?
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• Costs
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Sustainability? 
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* Pembrolizumab may be added:

• FIGO 2014 Stage IIIA-IIIB-IVA (Category 1)

• If FIGO 2018 stage III overlap with FIGO 2014 IIIA/IIIB 

(Category 1)

• Selected FIGO 2018 Stage IIIC (purely nodal) (Category 2B)

*



• Can we offer cheaper alternatives in-house?
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What if brachytherapy had truly been used to 

its full potential in KEYNOTE-A18? Would the 

outcomes have told a different story?



Where are we going?
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Integrating Checkpoint Inhibitors with 

Radiochemotherapy in Locally Advanced 

Cervical Cancer: 

A New Standard for All Patients?

Checkpoint Inhibitors with 

Radiochemotherapy?

Yes only for the treatment of FIGO 2014

Stage III - IVA locally advanced cervical cancer in

adults who have not received prior definitive

therapy. (FDA approved, EMA approved, NCCN

guidelines→ waiting for AIFA: to date we have

only EAP (expanded access program)

Pembrolizumab in combination with 

chemoradiotherapy and maintenance 

is a new standard in LACC?

Yes, strong rational and encouraging data

For All Patients? No, patients have to be selected according to stage, quality of 

radiotherapy availability, countries resources and 

reimbursement policy. 

Indeed, the true benefit of the combination strategy remains to be investigated
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MRO.35: Equity and research in oncology. The subtle balance 

between personalized medicine and accessibility to care

26-27-28 OCTOBER 2025 - Fondazione Policlinico Universitario A. Gemelli IRCCS

Content of this presentation is copyright
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