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BACKGROUND

Current Treatment Paradigm in Patients With Recurrent/
Metastatic Cervical Cancer

® Cervical cancer is underserved with the available treatment options'

— Recurrent or metastatic cervical cancer has a poor prognosis, is generally
considered incurable, and has a poor survival?

— Beyond first-line treatment, there are no approved therapies®

— Available treatment options have short overall survival (OS), and low
and limited response rates®

* A meta-analysis demonstrated a 10.7% objective response rate to
second-line treatment?

® The poor prognosis and lack of effective options necessitate development of novel
therapies for this patient population with high unmet needs'

Tisotumab Vedotin

* Tisotumab vedotin (TV) is an antibody-drug conjugate (ADC) comprised of a fully human
monoclonal antibody specific for tissue factor (TF) conjugated to the microtubule
disrupting-agent monomethyl auristatin E (MMAE) via a protease cleavable linker®>2

* TF is aberrantly expressed in a broad range of solid tumors, including cervical cancer
and is associated with poor prognosis®’

* TV selectively targets TF to deliver a cytotoxic payload to tumor cells®® (Figure 1)

"MMAE-based ADC technology was licensed from Seattle Genetics, Inc. in a license and collaboration agreement.

Figure 1. Proposed mechanism of action of tisotumab vedotin.>3
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Tisotumab vedotin is an investigational agent, and its safety and efficacy have not been established.
©2018 Seattle Genetics, Inc. All rights reserved.

* innovalV 201 (GEN701) is an open-label, single-arm, multicenter, phase 1/2a
dose-escalation and expansion trial, evaluating the safety and activity of TV at an
every 3-week (q3w) schedule, in patients with previously treated locally advanced
or metastatic solid tumors (NCT02001623)%'

— Phase 1 portion of the trial: the recommended phase 2 dose for TV was identified
as 2.0 mg/kg'"

— Phase 2 portion of the trial: consists of 7 disease-specific expansion cohorts
including cervical cancer. Preliminary results (data cutoff date July 24, 2017) have
shown a favorable benefit-risk profile in patients with previously treated recurrent
or metastatic cervical cancer, with a confirmed objective response rate (ORR)
of 26% and manageable safety events''2@ (Table 1)

aDisease-specific expansion cohorts include cervical, ovarian, prostate, bladder, esophageal, endometrial, and non-small
cell lung cancer.

Table 1. Preliminary Activity Profile of TV in the Cervical Cancer

Expansion Cohort of InnovaTV 201 (GEN701) (n=34)"

Response rate, n (%)? 11 (32)

(95% Cl) (17%-50%)
Confirmed response rate, n (%) 9 (20)

PR, n (%) 11(32)

DCR (CR+PR+SD), n (%)° 17 (50)

CR, complete response; DCR, disease control rate; DoR, duration of response; PFS, progression-free survival;
PR, partial response; SD, stable disease.

aConfirmed and unconfirmed responses. PClinical benefit, after 12 weeks.

OBJECTIVES AND ENDPOINTS

* To evaluate the activity, safety, and tolerability of TV monotherapy in patients with
previously treated, recurrent or metastatic cervical cancer (Table 2)

Table 2. Objectives and Endpoints

Objective Endpoint
Primary * Determine the antitumor activity » Confirmed ORR by IRC?
* DoR by IRC and investigator®
» Evaluate tumor response durability | * ORR by investigator review
* TTR by IRC and investigator®
* Evaluate clinical response P oy NG Inesietor
Secondary P JORX
* AEs and safety laboratory
. N parameters
Assess safety and tolerability « Pharmacokinetics
* Immunogenicity
* TF expression in pretreatment and
* Assess biomarkers related to PO stprqgressmn tumor.b|op3|es,
- circulating TF, proteomic analyses,
clinical response . L
and genetic/transcriptomic
variations
Exploratory
* Assess potential » Circulating TF and proteomic
pharmacodynamics biomarkers analyses
» Assess health-related quality « EORTC-QLQ-C30
of life » EORTC-QLQ-CX24

AE, adverse event; EORTC-QLQ-C30, European organization for research and treatment of cancer quality of life
version 3.0 of the core questionnaire; EORTC-QLQ-CX24, European organization for research and treatment of
cancer quality of life questionnaire, cervical cancer module; IRC, independent review committee; TTR, time to response.

20RR is defined as a best overall response (PR or better) confirmed by a subsequent response =24 weeks later. PDoR
applies only to a subset of patients whose best overall response is CR or PR. DoR is defined as the time from the first
documented response to the date of first documented IRC-confirmed disease progression or death. “TTR is defined
as the time from the date of the first trial dose to the first documented response of either CR or PR (subsequently
confirmed by IRC). PFS is defined as the time from the first trial dose to the first documented disease progression,

or death due to any cause. °OS is defined as the time from the date of the first trial dose to the date of death due to
any cause.

TRIAL DESIGN

° innovalV 204 (NCT03438396) is an open-label, single-arm, international,
multicenter, phase 2 trial (Figure 2)

Figure 2. Trial design.

Trial Population (N~100)

» Patients with metastatic or recurrent cervical cancer,
who have progressed during or after treatment with
a standard first-line treatment

e Received <2 prior systemic treatment regimens for

recurrent or metastatic cervical cancer
\_ y,

Tisotumab vedotin 2 mg/kg q3w?

|. .......... .|_|_|_|. ....................... |— S
Cycle Cycle Cycle Cycle IRC-confirmed Deathe
1 2 3 4+ disease progression®

Screening

4 )
Response will be assessed every

6 weeks the first 30 weeks and then

every 12 weeks thereafter
. J

°TV is administered on day 1 of each cycle, each of which is 3 weeks. "Treatment and response assessment to continue
until IRC-verified disease progression, start of a new anticancer therapy, trial withdrawal, or death, whichever occurs first.
°Survival follow-up will be performed every 60 (£7) days, starting from the day of last dose of TV.

Please contact the corresponding author for any
questions: Email: rcoleman@mdanderson.org

To view an electronic version of this poster, scan the
Quick Response (QR) code. Copies of this poster
obtained through the QR code are for personal use
only and may not be reproduced without written
permission from ASCO and the author of this poster.

* Patients with recurrent or metastatic cervical cancer who have progressed during or
after treatment with a standard first-line treatment and who have not received more
than 2 prior systemic treatment regimens for recurrent or metastatic disease will be
iIncluded in this trial (Table 3)

Table 3. Key Patient Eligibility Criteria

Inclusion Criteria Exclusion Criteria

» Extra-pelvic metastatic or recurrent
cervical cancer including squamous cell,
adenocarcinoma or adenosquamous histology

* Received >2 prior systemic treatment
regimens for recurrent or metastatic
cervical cancer

» Metastatic or recurrent cervical cancer who
have progressed during or after treatment
with paclitaxel + cisplatin or carboplatin OR
paclitaxel + topotecan in combination with
bevacizumab (if eligible for bevacizumab
treatment)

» Known past or current coagulation defects
leading to an increased risk of bleeding,
or ongoing major bleeding

* Clinically significant cardiac disease

* Active ocular surface disease

» Measurable disease according to RECIST v1.1

 Known past or current malignancy other
as assessed by IRC

than the inclusion diagnosis®
* Acceptable organ function

« ECOG score of 0 or 1

* Peripheral neuropathy grade =2

* Recelved prior treatment with MMAE-
derived drugs; radiotherapy within
21 days prior to the first trial dose;
small molecules, chemotherapy,
Immunotherapy, monoclonal antibodies,
or any experimental agent within 28 days
prior to the first trial dose

* Age =18 years

ECOG, Eastern Cooperative Oncology Group; RECIST, Response Evaluation Criteria in Solid Tumors.

aExcept for noninvasive basal cell or squamous cell skin carcinoma; noninvasive, superficial bladder cancer;
any curable cancer with a CR of >5 years duration.

KEY ASSESSMENTS

® Screening: computer tomography (CT) and/or magnetic resonance imaging (MRI)
scans of the abdomen and pelvis, IRC-confirmed measurable disease according
to RECIST v1.1, ocular assessment, central and local laboratory assessments,
electrocardiogram (ECG), tumor biopsy (may be either fresh or archival)

® Response will be assessed using RECIST v1.1

* AEs will be monitored and graded using Common Terminology Criteria for Adverse
Events (CTCAE) v5.0

STATISTICAL ANALYSES

* For the ORR analyses, a 2-sided 95% exact Cl will be calculated using the
Clopper-Pearson method

* PFS and OS will be analyzed using the Kaplan-Meier method, and 95% CI of the
median will be presented

TRIAL SITES

Approximately
100 patients

will be enrolled

IN sites across
the United States
and the

European Union.

For further information on innovaTV 204,
visit https://clinicaltrials.govi/ct2/show/
NCT03438396.

REFERENCES ACKNOWLEDGEMENTS

1. Boussios S et al. Crit Rev Oncol Hematol. 2016;108:164-174. 2. Tewari KS et al. Lancet.
2017;390(10103):1654-1663. 3. Marth C et al. Ann Oncol. 2017;28(suppl 4):iv72-iv83.

4, Data on file. 5. Breij EC et al. Cancer Res. 2014;74(4):1214-1226. 6. Forster Y et al.

Clin Chim Acta. 2006;364(1-2):12-21. 7. Cocco E et al. BMC Cancer. 2011;11:263.

8. De Goeij BE et al. Mol Cancer Ther. 2015;14(5):1130-1140. 9. Clinical trials.gov.https://
clinicaltrials.gov/ct2/show/NCT02001623. Accessed May 2, 2018. 10. Chenard-Poirier M
et al. Poster presented: ESMO 2018 Annual Congress; September 8-12, 2017; Madrid,
Spain. Poster #1148P. 11. Vergote | et al. Presented at: ESMO 2018 Annual Congress;
September 8-12, 2017; Madrid, Spain. 12. Concin N et al. Presented at: ESGO 2018
Annual Congress; November 4-7, 2017; Vienna, Austria.

The authors would like to thank all the patients and their families,
as well as the investigators and site staff that will be involved in
this trial.

Medical writing support was provided by Ogilvy CommonHealth, during the development of this
poster, under the guidance of the primary author Dr Robert L. Coleman, and funded by Genmab
A/S and Seattle Genetics, Inc. in compliance with Good Publication Practice 3 ethical guidelines
(Battisti WP et al. Ann Intern Med. 2015;163[6]:461-464.)

American Society of Clinical Oncology (ASCO) Annual Meeting 2018; June 1-5; Chicago, IL



