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Surgical Requirements
• No transcervical/intrauterine manipulators 

permitted
• Tumor containment prior to colpotomy 

required

Key Inclusion
• Stage IA2-IB2 (FIGO 2018)
• Squamous, adenocarcinoma, 

adenosquamous histology
• Pelvic MRI required to verify tumor size
• Simple hysterectomy will be allowed in 

patients who meet the following criteria:
• a) pelvic MRI must demonstrate a 

maximal tumor size of 2cm or less AND
• b) less than 50% stromal invasion on MRI 

if tumor present or less than 10 mm of 
stromal invasion if an excisional (cold 
knife or LEEP) has been performed.



KEYNOTE-A18/GOG-3047: OS results-ESMO 2024

Lorusso K et al ESMO 2024, Lancet. 2024 Apr 6;403(10434):1341-1350

Key Eligibility Criteria
• FIGO 2014 stage IB2-IIB

(node-positive disease) or 
FIGO 2014 stage III-IVA
(either node-positive or 
node-negative disease)

• RECIST 1.1 measurable or 
non-measurable disease

• Treatment naïve

Cisplatin 40 mg/m2 QW for
5 cyclesa + EBRT followed by 

brachytherapy
+

Pembrolizumab 200 mg Q3W 
for 5 cycles

Cisplatin 40 mg/m2 QW for
5 cyclesa + EBRT followed by

brachytherapy
+

Placebo Q3W
for 5 cycles

R 
1:1

Pembrolizumab 400 mg Q6W 
for 15 cycles

Placebo Q6W 
for 15 cycles

Stratification Factors
• Planned EBRT type (IMRT or VMAT vs 

non-IMRT or non-VMAT)
• Stage at screening (stage IB2-IIB vs III-IVA)
• Planned total radiotherapy dose (<70 Gy vs

≥70 Gy [EQ2D])

End Points
• Primary: PFS (per RECIST v1.1) by investigator or histopathologic
confirmation and OS

• Key secondary: 24-month PFS, ORR, PROs, and safety

Schema 
PFS

NCT04221945
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January 12, 2024: FDA approves pembrolizumab with chemoradiotherapy for 
FIGO 2014 Stage III-IVA cervical cancer (irrespective of PD-L1 status)

October 24, 2024: EMEA approval mirrors US indication

December 19, 2024, V1.2025 NCCN: Restricted per the FDA Label 

Lorusso K et al ESMO 2023, 2024; Lancet. 2024 Apr 6;403(10434):1341-1350



INTERLACE: Induction CT followed by CRT vs CRT 
alone as 1L treatment for Locally Advanced CC

• Newly diagnosed histologically 
confirmed FIGO (2008) stage 
IB1 node+,IB2 ,II,IIIB,IVa
squamous, adeno, 
adenosquamous cervical cancer

• No nodes above aortic 
bifurcation

• Adequate renal/liver and bone 
marrow function

• Fit for chemotherapy & radical 
RT

• No prior pelvic RT

Randomised (n=500)

Induction chemotherapy (n=250)
Carboplatin (AUC2) & paclitaxel (80mg/m2) 

given weekly for 6 weeks

Standard CRT (n=250)
Chemotherapy: cisplatin (40mg/m2) weekly for 5 weeks 
Radiotherapy: EBRT (40-50.4Gy in 20-28 fractions) & 

brachytherapy to give a minimum total EQD2 dose of 78Gy to 
point A,3D brachytherapy recommended

Overall treatment time </=50days 
All centres underwent RTQA

Follow-up
3-monthly for 2 years then 6-

monthly for 5 years

Week 7

Key eligibility criteria
• Site
• Stage
• Nodal status
• 3D v IMRT 

EBRT
• 2D v 3D BT
• Tumour size
• SCC v other

Stratified by

• PFS
• OS

Primary endpoints

PFS OS

McCormack The Lancet, v404, Issue 10462, 1525-35. Duska 
and Randall Lancet v404 Iss 10462, p.1494-6

Schema 

HR 0.65 (95% CI: 0.46-0.91); P=0.013 HR 0.60 (95% CI: 0.40-0.91); P=0.015

• 1st of several induction/NACT trials to be positive
• OUTBACK and GOG 724 negative
• Limited to pt with negative aortic nodes
• Lower rate of concurrent cis completion
• Lower rate of distant recurrence
• Short time to RT (within 7 wks) could be reason 

for success 
• ?Effect of radiation technique evolution

NCT01566240



A Phase III, Randomized, Double-blind, Placebo-controlled, Multi-center, International Study of MEDI5752 as Sequential Therapy in 
Women with High Risk Locally Advanced Cervical Cancer Following Platinum-based, Concurrent Chemoradiation Therapy

GOG-3092: eVOLVE-Cervical PD1/CTLA4 bispecific

Patient consenting process step 1:

• Tumor sample submission and analysis

• PD-L1 expression by VENTANA 
PD-L1 (SP263) Assay

• Initial staging procedures completed prior 
to any component of definitive treatment 
Increase specificity of nodal criteria

R
1:1

N=1000

Arm A
Volrustomig 750mg IV Q3W 

for 24 months

Arm B
Placebo IV Q3W for 24 months 

Primary Endpoint: PFS in PD-
L1 high population (Inv)
Secondary Endpoint: 
Key: PFS in ITT (Inv), OS in PD-
L1 high population/ITT
Others: PFS (BICR), 12mons-
PFS, 24mons-PFS, 36mons-OS, 
ORR, DOR, PFS2, TFST,  
incidence of local progression 
and distant disease progression, 
PK, ADAs, safety and tolerability, 
ePROs
Exploratory Endpoint: ctDNA, 
T cell proliferation/clonal 
expansion, baseline tumor
immune and genomic profile, 
ePROs

Stratification factors 
• PD-L1 expression (PD-L1 high expression 

vs. low/negative)
• FIGO stage (IIIC1 vs. IIIC2 vs. IVA)
• Region (Asia vs. non-Asia)

Screening period
FIGO 2018 IIIC-IVA cervical cancer 

(LN involvement)
Randomization Treatment period Endpoints 

Part I: Diagnosis/CRT

Part II: Post CRT

Patient consenting process step 2:
• After completion of SOC CCRT (≥4 cycles), 

CCRT dose requirement
• No progression after SOC CCRT, persistent 

disease must not be amenable to other 
available therapies with curative intent 

• Grade > 1 toxicities resolved prior to 
randomization

• ECOG  0 or 1

Max 56 days after the end of CCRT 41/1000 randomized over 10 months

NCT06079671



Cadonilimab plus Chemotherapy with or 
without Bevacizumab as First-line Treatment 
for Persistent, Recurrent, or Metastatic 
Cervical Cancer: A Randomized, Double-blind, 
Placebo-controlled Phase 3 Study 
(COMPASSION-16)
X. Wu1, Y. Sun2, H. Yang3, J. Wang4, H. Lou5, D. Li6, K. Wang7, Z. Hui8, T. Wu9, Y. Li10, C. Wang11, G.Li12, Y. Wang13, D. 
Li14, Y. Tang15, M. Pan16, H. Cai17, T. Liu18, Y. Xia18

1.Fudan University Shanghai Cancer Center, Shanghai, China; 2.Clinical oncology school of Fujian Medical University, Fujian Cancer 
Hospital, Fuzhou, China; 3.Yunnan Cancer Hospital, Kunming, China; 4.Hunan Cancer Hospital,Changsha, China; 5.Zhejiang Cancer 
Hospital, Hangzhou, China; 6.The Affiliated Hospital of Southwest Medical University, Luzhou, China; 7.Tianjin Medical University 
Cancer Institute and Hospital, Tianjin, China; 8.The Fourth Hospital of Hebei Medical University, Shijiazhuang, China; 9.Changde First 
People's Hospital, Changde, China; 10.The First Affiliated Hospital of Bengbu Medical College, Bengbu, China; 11.Liaoning Cancer 
Hospital, Shenyang, China; 12.Union Hospital affiliated to Tongji Medical College, Wuhan, China; 13.Zhujiang Hospital of Southern 
Medical University, Guangzhou, China; 14.Cancer Hospital of Shandong First Medical University, Jinan, China;15.Affiliated Cancer 
Hospital of Chongqing University, Chongqing,China; 16.Jiangxi Maternal and Child Health Hospital, Nanchang,China; 17.Radiotherapy 
Department, Gansu Provincial Hospital, Lanzhou, China, 18. Akeso Biopharma Inc., Zhongshan, China

Stratification factors:
• Use of Bevacizumab (Yes 

vs No)
• Prior CCRT(Yes vs No)

Primary Endpoints：
• PFS assessed by BICR according to

RECIST v1.1
• OS

Second Endpoints：
PFS assessed by INV, ORR, DoR, DCR, TTR, Safety

Key eligibility
Criteria

• Persistent,
recurrent, or 
metastatic
cervical cancer

• Histologically types
include squamous
cell carcinoma, 
adenocarcinoma, or 
adenosquamous
carcinoma.

• No prior systemic 
therapy.

• ECOG PS 0-1.

Cadonilimab Group(n=222)
Cadonilimab

10mg/kg+Paclitaxel
175mg/m2+Cisplatin

50mg/m2 or Carboplatin
AUC4-5±Bevacizumab 

15mg/kg，q3w×6

Placebo Group(n=223)
Placebo+Paclitaxel 

175mg/m2+Cisplatin
50mg/m2 or Carboplatin
AUC4-5 ±Bevacizumab 

15mg/kg，q3w×6

Maintenance
therapy

Cadonilimab
10mg/kg
±Bevaciz

umab 
15mg/kg,

q3w

Maintenance
therapy
Placebo±Bevaciz

umab
15mg/kg，
q3w

 Treatment
continued until

• disease
progression

• unacceptable
toxicity

• cadonilimab/pl
acebo 
treatment for 2 
years.

 Safety and
survival follow-up
are performed 
after the end of 
treatment.

R
1:1

Wu X et al. LBA. IGCS 2024 

NCT04982237



Summary OS Gains in 1L R/M

Tewari et al. Clin Cancer Res. 2015; 21(24): 5480-7. Columbo N et al NEJM 2021. Oaknin A et al ESMO virtual 
2023. Lorusso K et al. ESGO 2023.

CT vs CT Pembro
+/- Bev

16.5 vs 24.4

CTBev vs CTB Atezo
22.8 vs 32.1

CTB vs CTB Pembro
22.5 vs 37.6

NCT04982237



Progress in 1L Disease Status at Enrollment 1L 
Metastatic, Recurrent, Persistent Trials

HR OSmOSexpHR PFSmPFSexp
(mos)

n Trial 

12.9503GOG 2041

0.6717.00.718.2452GOG 2402

0.6724.40.6510.4617KN 826 ± bev3

0.6137.60.5715.2KN 826 + bev4

0.6832.10.6213.7410BEATcc5

0.64NR* (27.0, NR)0.6213.3445COMPASSION 
± bev6

1. Monk BJ et al. JCO 2009;27(28):4649-4655 2. Tewari KS et al. NEJM 2014;370(8):734-743. 3.Columbo N et al. 
NEJM 4.Monk BJ et al. ASCO 2024 5. Oaknin A et al. ESMO Virtual 2023 6. Wu X et al IGCS 2024



Summary of Safety
Placebo 

(N = 219)
Cadonilimab 

(N = 226)*TEAE

219 (100)225 (99.6)Any Grade, n(%)

176 (80.4)193 (85.4)≥Grade 3, n (%)

74 (33.8)126 (55.8)SAE, n (%)

23 (10.5)63 (27.9)Led to discontinuation of any trial agent, n (%)

7 ( 3.2)12 (5.3)Led to Death, n (%)

15 ( 6.8)103 (45.6)irAE

2 ( 0.9)22 ( 9.7)≥Grade 3 irAE, n (%)

*Due to protocol deviations, 4 patients in the control group were 
administered cadonilimab and were classified into the cadonilimab group 
during the safety analysis.

Drug Exposure Cycle(median): Cadonilimab vs Placebo
• Cadonilimab/Placebo: 15.02 vs 12.33

• Carboplatin: 6.26 vs 6.14
• Cisplatin: 6.14 vs 6.10
• Paclitaxel: 6.19 vs 6.10

• Bevacizumab: 17.29 vs 14.38

37.5%
KN826

Wu X et al. LBA. IGCS 2024 

NCT04982237



irAE in Cadonilimab group

* All irAEs have undergone a secondary adjudication process by the sponsor.
irAE: Immune-related Adverse Event

Placebo Group(N=219)Cadonilimab Group(N=226)
Grade 3-5Any gradeGrade 3-5Any grade

2 (0.9)15 (6.8)22 (9.7)103 (45.6)All events
05 (2.3)1 (0.4)61 (27.0)Hypothyroidism
001 (0.4)33 (14.6)Hyperthyroidism
02 (0.9)08 (3.5)Thyroiditis
01 (0.5)1 (0.4)6 (2.7)Rash
001 (0.4)5 (2.2)Immune-mediated thyroiditis
0005 (2.2)Adrenal insufficiency
01 (0.5)2 (0.9)3 (1.3)Hypopituitarism
001 (0.4)3 (1.3)Hyperglycemia
001 (0.4)3 (1.3)Drug eruption

02 (0.9)03 (1.3)Blood thyroid stimulating hormone 
increased

01 (0.5)03 (1.3)Secondary hyperthyroidism

Wu X et al. LBA. IGCS 2024 

33.9%
KN826

11.4%
KN826

NCT04982237



1. Fang W et al. J Clin Oncol 2024;42:Abstr 8502.
2L, second-line; 3L, third-line; ADC, antibody-drug conjugate; AE, adverse event; CC, cervical cancer; DAR, drug-to-antibody ratio; DCR, disease control rate; DLT, dose
limiting toxicity; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR, objective response rate; OS, overall survival;
PD-1, programmed cell death protein 1; PD-L1, programmed cell death ligand 1;PFS, progression-free survival; Q2W, every 2 weeks; Q6W, every 6 weeks; RECIST,
Response Evaluation Criteria in Solid Tumors; TROP2, trophoblast cell-surface antigen 2.

Safety run-in
Sac-TMT 3 or 5 mg/kg Q2W +
pembrolizumab 400 mg Q6W
Expansion
Sac-TMT 5 mg/kg Q2W +
pembrolizumab 400 mg Q6W

Treatment continues until
• Disease progression
• Unacceptable toxicity

Primary endpoints
• Safety (DLT, AEs)

• ORR per RECIST v1.1

Secondary endpoints
• DCR, DoR, PFS, OS

• PK, immunogenicity
Tumor assessment:
• Every 8 weeks for the first 12 months, and every 12 weeks thereafter

Key inclusion criteria
• Received 1 or 2 prior systemic 

regimens (prior anti-PD-1/L1 
allowed) for recurrent or 
metastatic CC

• Progressed on or after platinum-
doublet chemotherapy

• ECOG PS 0 or 1

Cohort A: 2L or 3L recurrent or 
metastatic CC (N=40)

NCT05351788



Time to response and duration of treatment for responders

Best percentage change from baseline for target lesions

Wu X et al. Abstract 716MO. ESMO 2024 

6-month PFS rate, %
(95% Cl)

ORR, n (%)aNSubgroup

68.8 (35.7,
87.3)

7 (50.0)14CPS ≥ 1

CPS status 74.9 (39.1,
91.5)

9 (60.0)15CPS < 1

43.8 (10.1,
74.2)

6 (66.7)9Unknown

78.6 (47.2,
92.5)

11 (68.8)16Yes
Prior anti-PD-1 based

therapy 58.0 (32.4,
76.8)

11 (50.0)22No

67.1 (40.9,
83.7)

12 (60.0)20Yes
Prior bevacizumab

67.5 (38.2,
85.2)

10 (55.6)18No

73.1 (46.7,
87.9)

15 (75.0)201
No. of prior systemic

therapy 54.3 (21.8,
78.3)

7 (38.9)182

NCT05351788



A Phase 3 Randomized, Active-controlled, Open-label, Multicenter Study to Compare the Efficacy and Safety 
of MK-2870 Monotherapy Versus Treatment of Physician’s Choice as Second-line Treatment for Participants 
with Recurrent or Metastatic Cervical Cancer

GOG-3101/TroFuse-020/ENGOT-cx20

NCT06459180

Primary Endpoint
• OS

Secondary Endpoints
• PFS
• ORR
• DOR
• Safety/Tolerability
• PROs

− Time to first 
deterioration EORTC-
QLQ-C30

− Change baseline C30
○ Health status
○ QOL
○ Physical 

functioning
○ Role functioning

R
1:1

sac-TMT 4 mg/kg IV q2 wk

Treatment of Physician’s 
Choice (TPC)

Tisotumab vedotin, 
pemetrexed, topotecan, 

vinorelbine, gemcitabine, or 
irinotecan

Eligibility

• Squamous, adenosquamous, 
adenocarcinoma cervical cancer

• Recurrent or metastatic:
• Progressed on or after 

treatment with 1 prior line of 
systemic platinum doublet 
chemotherapy (with or without 
bevacizumab) NOTE:  may 
have also received prior 
chemoradiotherapy in the 
LACC setting 
AND

• Received anti-PD-1/anti-PD-
L1 therapy as part of prior 
cervical cancer regimens 

• Measurable disease per RECIST 
1.1

• ECOG PS 0-1
• <Grade 2 PN

Sacituzumab 
tirumotecan
(sac-TMT)
4 mg/kg IV 

q2 wk

Safety run-in

ORR
Safety/Tolerability

PI: Ritu Salani, MD



Tisotumab – while not studied specifically in a “post CPI” setting has 
become a preferred SOC based on modest improvements in OS

Vergote et al. 2024

innovaTV 301
ORR 17.8 vs.5.2%

mOS 11.5 vs. 9.5 months

innovaTV 301
ORR 17.8 vs.5.2%

mOS 11.5 vs. 9.5 months

We can agree here that IC 
chemotherapy is just 

insufficient for our patients



Tisotumab – Now NCCN Category 1!

Vergote et al. 2024


