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BACKGROUND 1,2 GEN701 Part 1, Dose Escalation: Study Design* Safety Pharmacokinetics Figure 6: Best Percentage Change in Tumour Size From Baseline
* GEN701 part 1 is a dose-escalation study following a 3+3 design (Figure 3) * Safety analyses are available for all 27 patients and are reported in Table 2 * After a single dose of tisotumab vedotin at 2.0 mg/kg, geometric means (CV%) of the time to 120
* Tissue factor (TF; CD142; thromboplastin) is : : - - * 25 patients (93%) experienced treatment-related AEs, the most common of which were fatigue '88CH Crmax (Tmax) (), maximum concentration (Grax) (ng/mL), and area under the concentration 100 -
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— Sequestered from the circulation under normal conditions mﬁ\ >  Monotherapy Expansion q3w were fatigue (n=4), anaemia (n=4), abdominal pain (n=3), hyponatraemia (n=3) (Table 2) Low levels of unconjugated MMAE are measured in systemic circulation (Figure 5) S8 40 - W 12mgkg [ 2.2 mgik
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- - Tisotumab vedotin infusion on * 7 patients discontinued due to AEs, which included grade 1 pneumonitis (n=1), grade 3 events Table 3: Summary of Tisotumab Vedotin Plasma PK Parameters by Dose m§ O
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_ A human monoclonal antibody (mAb) specific for TF day 1 of each cycle for Guillain-Barré syndrome (n=1), diabetes mellitus (n=1), fatigue (n=1), and abdominal pain Cohorts in Cycle 1 -20 -
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tumour cells (Figure 1) All dose levels _t1 patient vlvrf[hds%lljargpus cell cancer of the head and neck in the 0.6 mg/kg cohort died from 0.6 3 1.2 (13%) 12195.3 (10%) 368432.7 (8%) 100
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Flgure 1: Tisotumab Vedotin Mechanism of Action’?3 (Mgrkg ) -2 Il3att|3r][t3 tll‘r: th? %.Sdmg/kg cohort died from disease progression, both were considered not 19 3 1.3 (12%) 34673.1 (19%) 1084672.7 (9%) B=bladder; C=cervix; E=endometrium; L=lung; O=ovary; P=prostate; S=squamous cell carcinoma of the head and neck.
* Tisotumab vedotin was administered by IV infusion at doses ranging from 0.3 to 2.2 mg/kg on related 10 e study drug 0 ° °
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tisotumab vedotin — Patients with SD or better at the end of 4 cycles had the option to continue tisotumab vedotin — The mean prothrombin time at baseline was 11.5 seconds (n=18) and 11.7 seconds (n=17) ' ' R ° ' o° ' 0°
= for 8 additional cycles by the end of the study 2.0 3 1.2 (8%) 32296.1 (22%) 1256379.7 (33%) * 43-year-old cervical cancer patient diagnosed with stage 4 disease who had received 3 prior
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4. Enzymatic degradation of * Maximum tolerated dose (MTD) was defined as the highest tisotumab vedotin dose level that AUC=area under the curve: Cmax=magmum concentration: T....=time taken to reach C,.... PK=pharmacokinetic. * Achieved a confirmed PR, with a 51% reduction in the target lesion and continued benefit for a
tisotumab vedotin, intracellular does not cause unacceptable side efiects Table 2: Overall Safety Profile of Tisotumab Vedotin by Dose Cohorts total of 15 months (Figure 7)
release of MMAE * The recommended phase |l dose (RP2D) of tisotumab vedotin was further evaluated for safety . . Mean Pl T Vedots Eree MMAE C on.Ti * Tisotumab vedotin was well tolerated and no severe AEs were reported
and anti-tumour activity in several expansion phase cohorts as per the trial design schema AE Category All 0.3 0.6 0.9 1.2 1.5 1.8 2.0 Figure 5: Mean Plasma Tisotumab Vedotin and Free oncentration-Time » The patient eventually experienced disease progression and stopped therapy
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by microtubule disruption 6. Release of MMAE in °TF expression was assessed by immunohistochemistry utilising the TF mAb antibody. TF staining intensity was Tisotumab Vedotin Free MMAE
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* Tisotumab vedotin showed potent anti-tumour activity in patient-derived xenograft models * Assess the safety and tolerability in a mixed population of patients with specified solid tumours Grade >3 AE 19 (70) | 2(67) | 3(100) | 2(67) | 1(33) | 2(67) | 3(100) | 2(67) | 4 (67) E 15 - 15 -, . 15
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* Fir§t-in-hu.man phase I/ll dose-escalating and_ expa_msion safety study of tisotumab ve_dotin in Tumors [RECIST] version 1.1; tumour evaluations were performed by CT scans every 6 weeks)? :Oceurting up to 30 days after the last treatment MMAE=monomethyl auristatin.
patients with locally advanced and/or metastatic solid tumours known to express TF (Figure 2) °In order to qualify for SD, results of the CT scan scheduled for week 6 needed to be SD or better. Two CT scans were AE=adverse event. | C O N C L U S I 0 N
e Open-label, multicentre, single-arm study (NCT02001623) performed outside the per-protocol defined window. Efficacy
» Safety and efficacy data are presented for only the dose escalation portion of the stud . . . . _ * Tisotumab vedotin is an ADC that targets TF
' ' i ' i ' R E S U LTS Figure 4: Most Common Treatment-Related AEs (Occurring in 24 Patients " 26 patients were evaluated for efficacy (Table 4) * The recommended phase Il dose of tisotumab vedotin is 2.0 mg/kg IV q3w
Kev inclusion criteri K lusion criteri Patient Population 100 - * Disease control rate (DCR; partial response [PR] + SD) was 46% (12/26) * Tisotumab vedotin demonstrated a dose-dependent PK profile
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+ Patients with relapsed, advanced, « Known past or current coagulation * Patient demograilpmcs ?nd baseline characteristics are shown |n.TabIc=; t | | e 80 N=27 * Changes in tumour size, expressed as a percentage of baseline, are shown in Figure 6 * Tisotumab vedotin has demonstrated anti-tumour activity in this heavily pretreated patient population
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CTCAE=Common Terminology Criteria for Adverse Events; I[V=intravenous; g3w=every 3 weeks; NSCLC=non—small Median number of prior therapies (range) 3 (1-14)

cell lung cancer; SCCHN=squamous cell carcinoma of the head and neck.

ECOG PS=Eastern Cooperative Oncology Group; IHC=immunohistochemistry; PS=performance status; TF=tissue factor. Poster presented at ESMO 2017 September 8-12, Madrid, Spain.



