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Conclusions
» This post-hoc PRO analysis (13 cycles) from ENGOT-cx12/GOG-3057/innovaTV 301 suggests that treatment with tisotumab vedotin maintains QoL in patients with r/mCC
When patients’ QoL deteriorated, tisotumab vedotin was associated with slower time to clinically meaningful deterioration compared with chemotherapy across key HRQoL domains

Taken in context with the clinical outcomes from the ENGOT-cx12/GOG-3057/innovaTV 301 trial, wherein tisotumab vedotin significantly improved OS versus chemotherapy in patients with
r/mCC,* these findings reinforce tisotumab vedotin as an appropriate therapeutic option for patients with r/mCC

Limitations of the analysis include its post-hoc nature and the open-label design of the trial; the PRO analyses were not statistically powered. Additionally, the 10-point threshold used to
represent clinically meaningful change from baseline was based upon general guidance and may not be appropriate for every subscale, limiting interpretation of the results

Background

Tisotumab vedotin is a tissue factor—directed antibody-drug conjugate approved for treating recurrent or metastatic cervical cancer (r/mCC) in multiple regions, including the US, Europe, and Japan'-3

- Tisotumab vedotin showed superior efficacy outcomes compared with investigator’s choice of chemotherapy, including overall survival (hazard ratio [HR] 0.70; 95% CI, 0.54—0.89; two-sided P=0.004),
progression-free survival (HR 0.67; 95% CI, 0.54-0.82; two-sided P<0.001), and objective response rates in the global phase 3 ENGOT-cx12/GOG-3057/innovaTV 301 trial, and a manageable safety profile*

« Previously, we reported that quality of life (QoL) was maintained for patients treated with tisotumab vedotin or chemotherapy up to cycle 5 of treatment in innovaTV 3014
Here, we present post-hoc analyses of patient-reported outcomes (PROs) from ENGOT-cx12/GOG-3057/innovaTV 301

Methods

ENGOT-cx12/GOG-3057/innovaTV 301 PRO outcomes
« This is a global, randomized, open-label phase 3 study of tisotumab vedotin vs investigator’s * Assessment of PROs was a secondary endpoint in the trial. Patients were administered questionnaires
choice of chemotherapy in patients with r/mCC who had received 1 or 2 prior lines of systemic from several PRO instruments, including European Organisation for Research and Treatment of
therapy for their r/mCC Cancer (EORTC) QLQ-C30 and QLQ-CX24
-~ The study design has been previously described (Figure 1)* —  The EORTC QLQ-C30 and QLQ-CX24 measure HRQoL, cancer-related symptoms, and

Figure 1. Study design function domains in patients with any cancer and cervical cancer, respectively (Figure 2)°°
Figure 2. PRO instruments

Key eligibility criteria Treatment Endpoints EORTC QLQ-C30 scales® EORTC QLQ-CX24 scales®
» Recurrent or metastatic cervical TV (for patients with any cancer) (for patients with cervical cancer)
- Disease progression on or after 11 2.0 mg/kg IV Q3W « OS _ : , »
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« ECOGPSofOor1 or pemetrexed
EORTC, European Organisation for Research and Treatment of Cancer; QLQ-C30, Quality of Life Questionnaire-C30; QLQ-CX24, Quality of Life Questionnaire-Cervical Cancer Module;
QoL, quality-of-life.

DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC, European Organisation for Research and Treatment of Cancer; In thlS pOSt-hPC anaIySIS’ average health-re_lated qua“ty Of Ilfe (HRQOL) at eaCh CyC|e and Change frOm
EQ-5D-5L, EuroQOL 5-Dimension 5-Level; IC, investigator’s choice; IV, intravenous; ORR, overall response rate; OS, overall survival; baseline (U ntil CyC|e 13) were assessed us|ng a mixed model for repeated measures

PD-(L)1, programmed death (ligand) 1; PFS, progression-free survival; PRO, patient-reported outcomes; Q3W, every 3 weeks; QLQ-C30, Quality of Life Questionnaire-C30; ) o : ] ] ) i
QLQ-CX24, Quality of Life Questionnaire-Cervical Cancer Module; RECIST, Response Evaluation Criteria in Solid Tumors; TTR, time to response; TV, tisotumab vedotin; Time to C||n|ca||y meanmgful deterioration was evaluated using a Cox proportional hazards model

VAS, visual analog scale.

Sl'l’igimcdacl)mgz-igﬁvvJaDs: ls\lt(r:a-l’;i(f)ii?:iga7<§30208r;jing to ECOG PS score, previous receipt of bevacizumab, geographic region (United States, Europe, Asia, or other), and - ConS_iStent Wlth rep_orted preced_ents in the Iiterature’7,8 a >1 O-pOint Change from baseline was
previous receipt of an anti—-PD-[L]-1 agent. considered to be clinically meaningful
* Analyses were adjusted for baseline ECOG PS, prior bevacizumab, and prior anti—PD-1/PD-L1 therapy
Results
° The PRO full analysis set consisted of 231 patients who received tisotumab vedotin and 203 e Global health status/QoL was maintained from baseline to Cyc|e 13 in both arms (Figure 4)
patients who received chemotherapy (Figure 3) Figure 4. EORTC QLQ-C30 Global Health Status/QoL score from baseline to cycle 13

« Patients in the PRO full analysis set were in the study for a median of 250 days
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Figure 3. Patient flow diagram
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| TV,n 230 198 175 159 132 107 78 62 38 29 23 19 13
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Higher scores represent a higher quality of life. EORTC, European Organisation for Research and Treatment of Cancer; QLQ-C30, Quality of Life Questionnaire-C30; QoL, quality-of-

PRO, patient-reported outcomes; ITT, intention-to-treat; TV, tisotumab vedotin. life; TV, tisotumab vedotin.
* The weighted mean compliance rate for the EORTC QLQ-C30 questionnaire from baseline to « Median time to clinically meaningful deterioration (210-point change)? was longer with
O 0 o . . o . . . .
Cycle 13 was 85.9% (range, 92.0% to 81.3%) for the tisotumab vedotin arm and 83.9% (range, tisotumab vedotin compared with chemotherapy across most of the key domains for QLQ-C30
75.2% to 94.1%) for the chemotherapy arm (Table 1) and QLQ-CX24 (Figure 5)
Table 1. EORTC QLQ-C30 assessment rates from baseline to cycle 13 Figure 5. Forest plots for time to deterioration of (A) EORTC QLQ-C30 subscales and
TV (n=231) Chemotherapy (n=203) (B) EORTC QLQ-CX24 subscales
Compliance rate? Completion rate® Compliance rate? Completion rate®
N (%) (%) N (%) (%) A)  Measure HR 95% Cl B)  Measure HR 95% CI
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. . . . E [ | F ioni - : :
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0.2 1.0 2.0 0.2 1.0 2.0
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Cycle 13 13 813 592 10 83.3 49 Favors chemotherapy Favors TV Favors chemotherapy Favors TV
aDefined as the number of completed questionnaires divided by the number of patients at each visit. °PDefined as the number of completed questionnaires divided by the number of EORTC, European Organisation for Research and Treatment of Cancer; HR, hazard ratio; QLQ-C30, Quality of Life Questionnaire; QLQ-CX24, Quality of Life Questionnaire-Cervical
patients in the intention-to-treat population. EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire-C30; TV, tisotumab vedotin. Cancer Module; QoL, quality-of-life; TV, tisotumab vedotin. 2Clinically meaningful deterioration was defined as a 210-point change from baseline, progression or death.
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