
KEY TAKEAWAYS

	● The study has been amended to incorporate  
the addition of arm G, which will evaluate a new  
weekly dosing schedule of TV monotherapy  
on days 1, 8, and 15 of each 28-day cycle

	● innovaTV 205 is an ongoing international  
study evaluating novel regimens of TV alone 
and in combination for patients with r/mCC
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BACKGROUND 

Treatment of Recurrent or Metastatic Cervical Cancer  
(r/mCC)

	● With an estimated 570,000 new cases and 311,000 deaths globally in 2018,  
cervical cancer is a significant medical problem in women worldwide1

	● In the United States there will be an estimated 13,800 new cases and nearly  
4,300 deaths in 20202,3

	● In 2018, 61,072 new cases of cervical cancer were diagnosed in Europe, with  
25,829 deaths4

	● r/mCC is highly incurable, with a 5-year survival rate of only 17%.5 Therefore, there is an 
urgent unmet need for effective therapies and novel treatment combinations

	● Beyond traditional chemotherapy, monoclonal antibodies, including bevacizumab and 
pembrolizumab, have displayed activity in r/mCC6,7  

Tissue Factor (TF) and Tisotumab Vedotin (TV)
	● TV is an investigational TF-directed antibody–drug conjugate comprising the  
following three components:

1. A fully human monoclonal antibody specific for TF 

2. �The microtubule-disrupting agent monomethyl auristatin E (MMAE), which  
induces apoptosis of dividing cells 

3. �A protease-cleavable linker that covalently attaches MMAE to the antibody and  
releases it upon internalization8,9

	● TV is designed to bind to TF on target cells and to release MMAE upon internalization, 
resulting in cell-cycle arrest and apoptotic cell death.8,9 Antitumor effects of TV are 
further potentiated by bystander cytotoxicity and multiple immune-mediated activity, 
including immunogenic cell death, antibody-dependent cellular toxicity, and antibody-
dependent cellular phagocytosis8-10 (Figure 1)

Figure 1. Proposed Mechanism of Action of TV8-10

	● The phase I/II innovaTV 201 study (NCT02001623) evaluated TV administered every  
3 weeks (Q3W) in patients with previously treated, locally advanced, or metastatic solid 
tumors, including r/mCC11,12

	● In the cervical cancer expansion phase (N=51), TV demonstrated a manageable safety 
profile and encouraging antitumor activity in an advanced, previously treated cervical 
cancer patient population12
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Study Interventions
	● Evidence to support investigation of combinations of standards of care (SOCs) with TV and for an alternative 
dosing schedule of TV is shown in Table 1 

Table 1. Supporting Evidence for Study Regimens 
TV + Bevacizumab

	● Bevacizumab in combination with chemotherapy has been established as 1L treatment for patients with  
r/mCC and has been associated with an improvement in overall survival6

	● Preclinical studies have shown that the TF-FVIIa protease complex can promote tumor and developmental 
angiogenesis through protease-activated receptor-2 (PAR2) signaling13

	● TV has been shown to interefere with TF-FVIIa downstream PAR2 signaling.9 PAR2 has been shown to 
induce VEGF expression14; therefore, targeting the TF-FVIIa downstream signaling pathway through PAR2 
via TV may enhance angiogenesis inhibitors by reducing the amount of bioavailable VEGF in the tumor

TV + Pembrolizumab
	● Approximately 80% of the patients with r/mCC in the KEYNOTE-158 (NCT02628067) clinical trial with 
pembrolizumab were PD-L1–positive (combined positive score ≥1%),7,15 and most patients (92%) enrolled 
in this trial had cervical cancer with squamous cell histology7

	● Immunogenic cell death induced by TV, in addition to pembrolizumab mechanism of action releasing  
PD-1 pathway-mediated inhibition of T cells, may enhance T cell–mediated antitumor activity in  
cervical cancer

TV + Carboplatin
	● Platinum doublet chemotherapy regimens (eg, cisplatin plus paclitaxel, carboplatin plus paclitaxel) are 
considered a 1L SOC treatment for r/mCC when patients are ineligible for bevacizumab2,16

	● The MMAE-mediated microtubule inhibition of TV may complement carboplatin DNA replication-inhibition 
mechanism of action

TV Monotherapy: Alternative Dosing Schedule
	● The innovaTV 201 study showed that TV 2.0 mg/kg administered Q3W had a half-life of 1.71 days as well 
as encouraging safety and antitumor activity12

	● The newly added arm G is exploring TV monotherapy in a more frequent weekly dosing schedule on  
days 1, 8, and 15 of a 28-day cycle to determine whether this provides improved efficacy in patients with 
cervical cancer

1L, first-line; PD-1, programmed cell death-1; PD-L1, programmed death ligand 1.

TRIAL DESIGN

STUDY DESIGN
Study Objectives
Primary 

	● Dose-escalation phase (arms A–C): safety and tolerability 

	– DLTs to establish the MTD and the RP2D of TV (arms A–C) and bevacizumab 
(arm A only)

	● Dose-expansion phase (arms D–G): antitumor activity

	– ORR by RECIST v1.1

Secondary 
	● Antitumor activity as determined by duration of response, time to response,  
progression-free survival (per RECIST v1.1), and overall survival

	● Safety as determined by the frequency, duration, and severity of adverse events

Eligibility Criteria
	● The key inclusion and exclusion criteria are shown in Table 2 

Table 2. Key Inclusion and Exclusion Criteria 
Key Inclusion Criteria

Recurrent or metastatic squamous, adenosquamous, or adenocarcinoma of  
the cervix
Measurable disease at baseline by RECIST v1.1
ECOG performance status of 0 or 1
Not pregnant, breastfeeding, or expecting to conceive children within the projected 
duration of the trial and for >6 months after the last trial treatment administration
Dose-escalation phase (arms A-C)

	● Disease progression on or after SOC treatments or ineligible for or intolerant of 
SOC for r/mCC

Dose-expansion phase (arms D-G)
	● Arms D and E: No prior systemic therapy for r/mCC
	● Arms F and G: Disease progression on or after 1 or 2 prior systemic therapies  
for r/mCC

ENROLLMENT
	● The innovaTV 205 study, which is currently recruiting in the United States and Europe, 
will enroll approximately 170 patients (Figure 3)

Figure 3. Planned Enrollment

Additional Information
	● For more information about the innovaTV 205 study, please visit  
https://clinicaltrials.gov/ct2/show/NCT03786081
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Figure 2. innovaTV 205 Study Design

Primary ObjectivesTreatment Setting Dose-Escalation Phase

Recurrent or 
Metastatic 
Cervical Cancer
• Squamous, 

adenosquamous, or 
adenocarcinoma histology

• Measurable disease at 
baseline by RECIST v1.1

• ECOG performance 
status of 0 or 1

Dose-Expansion Phase

Safety and tolerability
(DLTs, MTD, RP2D)

Antitumor activity
(ORR by RECIST v1.1)

Arm B Tisotumab vedotin escalating doses IV Q3W +
pembrolizumab fixed dose IV Q3W

Tisotumab vedotin escalating doses IV Q3W +
bevacizumab escalating doses IV Q3WArm A

Arm C Tisotumab vedotin escalating doses IV Q3W +
carboplatin fixed dose IV Q3W

Arm D Tisotumab vedotin RP2D IV Q3W + carboplatin 
fixed dose IV Q3W

Arm E Tisotumab vedotin RP2D IV Q3W + pembrolizumab 
fixed dose IV Q3W

Arm F Tisotumab vedotin RP2D IV Q3W + pembrolizumab
fixed dose IV Q3W

Arm G Tisotumab vedotin IV on days 1, 8, and 15 of 
a 28-day cycle

New dosing schedule

No prior systemic treatment
(1L)

Disease progression on or after 
1–2 prior systemic therapies

(2L–3L) 

Disease progression on or
after standard-of-care therapy

(2L+)

2L, second-line; 3L, third-line; DLTs, dose-limiting toxicities; ECOG, Eastern Cooperative Oncology Group; IV, intravenously; MTD, maximum tolerated dose; ORR, objective response rate; RECIST v1.1, Response Evaluation Criteria in Solid Tumors,  
version 1.1; RP2D, recommended phase 2 dose.

Table 2. Key Inclusion and Exclusion Criteria (cont’d)
Key Exclusion Criteria

Clinically relevant bilateral hydronephrosis that cannot be alleviated by  
ureteral stents or percutaneous drainage
Clinical signs or symptoms of gastrointestinal obstruction that requires  
parenteral hydration and/or nutritiona

Clinically significant bleeding issues or risks
Active ocular surface disease at baseline or history of cicatricial conjunctivitis
Clinically significant cardiac disease
Arm A only

	● Prior history (≤3 months) or current evidence of hemoptysis (≥0.5 tea-
spoon)
	● Recent (≤4 weeks of first dose of trial treatment) clinically significant  
gastrointestinal or vaginal bleeding requiring transfusion of packed red  
blood cells
	● Recent (≤4 weeks of first dose of trial treatment) evidence of wound-heal-
ing complications that require medical intervention	
	● Requires anticoagulation therapy

aPostoperative obstructions within 4 weeks of abdominal surgery are permitted.

	● The innovaTV 205 study (NCT03786081, ENGOT-cx8, and GOG-3024) 
is a phase Ib/II, open-label, multicenter trial of TV monotherapy or TV in 
combination with bevacizumab, pembrolizumab, or carboplatin in patients  
with r/mCC

	● The innovaTV 205 trial consists of two parts: a dose-escalation phase and a  
dose-expansion phase (Figure 2)

	– The dose-expansion phase will be initiated once the RP2D of the drug 
combinations have been determined in the dose-escalation phase

	– A new arm (Arm G) has been added to the study evaluating TV 
monotherapy using an alternative weekly dosing schedule


