innovaTV 207: NEW COMBINATION DOSING COHORTS IN THE OPEN LABEL PHASE 2 STUDY
OF TISOTUMAB VEDOTIN IN SOLID TUMORS (TRIAL IN PROGRESS)

Le, X'; Carneiro, BA?; Hong, DS°; Birnbaum, AE?, Taylor, M*; Patel, SA°; William, WN°®;, Wang, B”; Beca, F’; Jain, S”; Soumaoro, I°; Dunn, L°

'Department of Thoracic/Head & Neck Medical Oncology, Division of Cancer Medicine, University of Texas MD Anderson Cancer Center, Houston, TX; 2Legorreta Cancer Center at Brown University, Lifespan Cancer Institute, Providence, RI;
SDepartment of Investigational Cancer Therapeutics, University of Texas MD Anderson Cancer Center, Houston, TX; “Providence Cancer Institute, Portland, OR; °Lineberger Comprehensive Cancer Center at the University of North Carolina, Chapel Hill, NC;
°Hospital BP, a Beneficencia Portuguesa de Sao Paulo, Sao Paulo, Brazil; ‘Seagen Inc., Bothell, WA; 8Genmab US, Inc., Princeton, NJ; °Head and Neck Oncology Service, Division of Solid Tumor Oncology, Department of Medicine, Memorial Sloan Kettering

Cancer Center, New York City, NY

TISSUE FACTOR TARGET innovaTV 207 STUDY DESIGN: PART D
* In tumor cells, TF has been shown to promote tumor growth, PHASE 2 OPEN-LABEL - MULTICENTER - NON-RANDOMIZED

angiogenesis, and metastasis.'*
* TF Is prevalent in several solid tumors, including cervical

Part D of innovaTV 207 (NCT03485209) will enroll previously untreated patients with r/m HNSCC or sgNSCLC to receive either

cancer, HNSCC, and NSCLC. In these tumors where TF is TV+pembrolizumab or TV+pembrolizumab+platinum agent.
present, levels are elevated relative to normal tissue.** Patient Population All-comers PD-L1 Selected 14 . . h HNSC
* In clinical trials, responses to tisotumab vedotin (TV) were  Up to 140 treatment-naive patients with r/m HNSCC or

observed regardless of TF expression level; hence, TF S —— SGNSCLC will be enrolled.
All-comers Cohort

: : . (. . : PS 21 Coh e Fi _
expression was not an inclusion criterion for participation. Advanced, and/or e Upor Cohort GRS =1 Cohort First, the All-Comers cohorts for HNSCC and sqNSCLC

: s ivatio TV** : .
metastatic 1L HNSCC s Pembrolisuma | Pt Y toocied BN .+ Perbrolizumab will each enroll up to 30 patients, regardless of PD-L1
(N=up to 80) enrollment + Pembrolizumab

+ Carboplatin + Cisplatin (n=30%) expression, for Q3W dosing with 2.0 mg/kg
TISOTUMAB VEDOTIN (n=30) (n= up to 20) TV+pembrolizumab+carboplatin.
* Up to 20 patients with HNSCC will then be enrolled

into a Cisplatin Safety Cohort for dosing with 2.0 mg/kg
TV+pembrolizumab+cisplatin.

« TV is an investigational TF-directed ADC composed of a fully
human monoclonal antibody (IgG1k) specific for TF, the
microtubule-disrupting agent MMAE, and a protease-cleavable

. . . Advanced. and/or All-comers Cohort | Upon UaEAEY ¢ Enrollment into All-Comers Cohort for each tumor type will
linker that c_:ovalently I!n_ks MMAE .to the antibody.>®’ | metastatic 1L sGNSCLC " Peme\r’onzumab en?uﬁql_eﬁt, " Peme\rfonzumab also be followed by enrollment of up to 30 patients with

» TV has anti-tumor activity on multiple tumor types and kills (N=up t0 60) + Carboplatin | if needed. (n=30) HNSCC (CPS 21) and 30 pts with sqNSCLC (TPS 21%) into
Z%”(S:Ft))y d'(';e.Ct cytotoxicity, by_st?ncier%/ tloé%xgmty, ADCC, (n=30°) PD-L1 Selected cohorts for dosing with TV+pembrolizumab.

ana Iin a manner consistent wi . : :
’ * Response will be assessed every 6 weeks for the first

* TV monOtherapy was granted an accelerated approval by the * Futility analysis after 15 patients have been treated and had at least 1 post-baseline response assessment 6 months every 12 Weeks for the next 6 months and then
US FDA for adult patients W|th r/m CC, W|th disease prOgression ;*a:'a\/fre:)’trgc?\?_g: %grrg/kg on Day 1 of each 21-day cycle (every 3 weeks [Q3W] schedule). Open to other TV dosing regimen(s) based on future every 6 m,onths after that ’
on or aﬂer ChemOtherapy, based on tumor response rate and Pembrolizumab will be édministered at dose of 200 mg, carboplatin at dose of AUC 5, and cisplatin at dose of 100 mg/m? per study design -
durability of response.

* IViS being investigated in other tumor types including ANSCC and CLINICAL SAFETY AND EFFICACY OF ELIGIBILITY: KEY INCLUSION CRITERIA
sgNSCLC. -

TV MONOTHERAPY

HNSCC sqNSCLC

Figure 1. Tisotumab Vedotin Proposed Mechanisms of Action _ _
* As monotherapy, TV has a manageable safety profile, with

. . most AEs being mild to moderate.? Patients with r/m HNSCC must Patients with r/m NSCLC must
An antibody-drug conjugate : : : : :
TISOTUMAB VEDOTIN | directed to Tissue Factor o Consistent safety profiles were Qemonstrated across_all trials in Pha(;/r:\g;?orr](r)nz:z\gt(;?iz Z}I:QZ:G'C gg\éﬁmh::(,:é%glszeﬂg’rﬁglfgtgelﬁgl\'gg{c
ot ey thaetignsté %gr’]gcg.r‘{?gg? ggilu:::ggzgg) monotherapy in r/m CC (exception is systemic therapy and must not have had any previous
\ —— P _ " » T given as part of multimodal systemic therapy for metastatic disease
o | mmnogeni o > The safety profile of TV in the pivotal trial, innovaTV 20?2’ was treatment for locally advanced or radiation therapy to the lung that
)ﬁ or () \ mar)ageablle and n(? new safety signals were identified. disease completed >6 months is >30 Gy within 6 months of the first
i -, o | * In patients with previously treated r/mCC, TV demonstrated prior). dose of study drug.
-\ : ) T clinically meaningful and durable responses across histology,
N— . v j‘ TF expression and prior treatment subgroups’? Must have a CPS 21 to be Must have a TPS 21% for to
Blcomec | woone | B s e « Preliminary evidence of activity in multiple other tumor types ?'\'ﬂb':r;%';;‘;ucrﬁgggﬁgﬁzt'”9 ?ﬁ’:”;?:}'ﬁfof;j;g%“;éizt'”g
| . ' ' ‘ was noted in the innovaTV 201 study™ and Part A of the current P ' P '
\( / study, innovaTV 207.° PD-L1 biomarker expression as determined by a PD-L1 IHC assay must be
: \.x B ire umor ce recce ) avallable
NG - S i Measurable disease per RECIST v1.1 as assessed by investigator.
mocr” ' CLINICAL SAFETY AND EFFICACY OF TV IN oG Port Zt t 0o 1 4 J
e [ A COMBINATION WITH OTHER AGENTS erformance Staius score o0 or 1.
| *Secondaryme.char.1isms<.3facti0|.'1an<.jtheirpotentialtcicomplementihedfr.ectcytotoxic.ityofsomeMMAI?—basedantibody—drugconjugatesarecurrentlyunderinvestigation ® In the dose_escalation phase Of the innovaTV 205 StUdy, there ELIGIBILITY. KEY EXCLUSION CRITE RIA
O35 Sonen 0. Bl WA 6031 Al e ST were no dose-limiting toxicities based on review by the safety

data monitoring committee and the maximum tolerated dose

 Known allergies, hypersensitivity, intolerance, or
was not reached. g yp y

contra-indications to pembrolizumab
OPPORTUNITY TO OPTIMIZE TREATMENT IN > TV plus either bevacizumab, pembrolizumab, or carboplatin was . Has known alleraies ph arsensitivity. intolerance. or
PREVIOUSLY UNTREATED PATIENTS WITH adequately tolerable and demonstrated an acceptable safety own allergies, nyp y, INtorerance,
orofile. 15 contra-indications to any part of the specific trial treatment
r’m HNSCC OR sqNSCLC . Ne overl.apping safety signals were observed when TV was regimen or to platinum-containing compound selected for the
. 2 . subject
 Pembrolizumab + platinum + 5-FU is the preferred treatment for used in combination with other agents. . - L - WU
1L r/m HNSCC in the US (for all patients) and in the EU « Encouraging and durable anti-tumor activity in patients with r/m agg?j?r:atf:ngﬁ{gﬁf with increased risk of bleeding; active
(for patients with PD-L1 positive tumors); pembrolizumab CC from combination dosing cohorts in the innovaTV 205 trial™ . Ocular gu rface disease at the time of enroliment (Note: cataract
Hj‘:’nno(?gherapy s an alternative for patients with PD-L1 positive ° IV ggd702a)rbo in 1L setting (N=33): Confirmed ORR of 55% (95% is not considered active ocular surface disease) |
G : : : : : * Inflammatory lung disease, including moderate and severe
 Likewise, pembrolizumab+carboplatin+paclitaxel/nab-paclitaxel is o TV and pembro in 1L setting (N=33): Confirmed ORR of 41% ) . . . .
the recommended 1L SOC for patients with advanced/metastatic (95% CI: 24, 59) 0 aﬁthmz. _fPatltents with chro[uc c_)bs:t[ruc’gg/e pu(ljnlmnar:ty disease are
NSCLC; pembrolizumab monotherapy is an option for patients o TV and pembro in 2L/3L setting (N=35): Confirmed ORR of 38% ANOWEHL 1T NO FEGUINNG Sys eml.c SISTOIES andiong-ierm oxygen
with TPS =1 and is more often used for patients with TPS =50% (95% CI: 22, 56) ° Un(?ontrolled tumor-related pain
» There is an opportunity to optimize the chemotherapy backbone * Peripheral neuropathy 2 Grade 2
used in combinations with CPls in first line for both r/m HNSCC OBJECTIVES » History of another malignancy within 3 years of the first dose
and sqNSCLC and consequently may improve response rates in of study drug, or any evidence of residual disease from a
this setting. Primary Objective previously diagnosed malignancy
 Results from Part A of this study show encouraging antitumor Evaluate antitumor activity of TV+pembrolizumab or « Known active CNS lesions or brain metastasis
activity with 2.0 mg/kg Q3W TV in r/m and heavily pretreated TV+pembrolizumab +carboplatin, as measured by investigator- - Patients who are breastfeeding, pregnant, or planning to
HNSCC®and SqN_SCLC patients with a confirmed ORR of 16% determined confirmed ORR per RECIST v1.1 become pregnant from the time of informed consent until 6
and 23%; respeCtlver- Secondary Objec'uves Additional monthS after the ﬁnal StUdy dOSG iS adminiStered
 To this effect, Part D of this study will explore dosing of TV in Evaluate preliminary antitumor activity of Objectives « Chronic treatment with acetylsalicylic acid in combination with
combination with pembrolizumab, with or without a platinum TV+pembrolizumab or TV+pembrolizumab « Assess TF other anticoagulant therapy
agent, in treatment-naive patients with advanced and/or +platinum agent as measured by confirmed expression-
metastatic HNSCC or sqNSCLC. and unconfirmed ORR - response STUDY SITES
» Cell death induced by MMAE agents has been hypothesized to . %’ﬁ'gg‘:ﬁt;‘rhoe" ;S:ﬁ;%%?d tolerability of . f;igggsmp
. vy : 2 .
_?_%Jir:énlér;%glecntl)cmaThls rcT)]veIrerlTI]I mrgtg;e fctl;?rar;uolntwa titumor TV+pembrolizumab+carboplatin biomarkers of « 39 sites across 7 countries (as of 21Apr2022): US, Canada,
. u y compieme S 10 stimulate antitumo « Evaluate preliminary safety and tolerability of biological activity ltaly, France, UK, Germany, and Spain
immune response. This is further supported by clinical results TV+pembrolizumab+cisplatin e _
from TV in combination with bevacizumab, pembrolizumab, or Assess PK and immunogenicity of TV and predictive * Part D added: Nov 2021
carboplatin that show encouraging and durable antitumor Evaluate stability and control of disease; DCR  biomarkers of %w:};
activity." Evaluate DOR response %%

Evaluate TTR « Evaluate PROs

Abbreviations Assess PFS and HRQOL .
5-FU, 5-fluorouracil; 1L, first-line; ADC, antibody-drug conjugate; ADCC, antibody-dependent cellular cytotoxicity; ADCP, UNITED 7

tibody-d dent cellular ph tosis; AE, ad ts; APC, anti ti II; AUC der th S .
antibody-dependent cellular phagocytosis; AE, adverse events; , antigen-presenting cell; , area under the curve; KINGDOM — GERMANY
CC, cervical cancer; Cl, confidence interval; CNS, central nervous system; CPI, checkpoint inhibitor; CPS, combined X
positive score; CR, complete(s); DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative FRANCE
Oncology Group; HNSCC, head and neck squamous cell carcinomas; HRQOL, health-related quality of life; ICD, _ ITALY
immunogenic cell death; IHC, immunohistochemistry; MHC, major histocompatibility complex; MMAE, monomethyl auristatin References S SPAIN ‘ ;
E; NK, natural killer cells; NSCLC, non-small cell lung cancer; PD-L1, programmed death-ligand 1; PFS, progression-free 9. Hong et al, presented at ASTRO Multidisciplinary Head a -
survival; PK, pharmacokinetic; PR, partial response(s); PRO, patient reported outcomes; ORR, objectlve response rate; OS, 1. van den Berg et al, Blood, 2012 and Neck Cancers Symposium, 2022
overall survival; Q3W, every 3 weeks; r/m, recurrent/metastatic; RECIST v1.1, Response Evaluation Criteria in Solid Tumors 2. Forster et al, Clin Chim Acta, 2006 10. Gray et al, J Immunother of Cancer, 2020 ]
version 1.1; SOC, standard-of-care; sq, squamous; TCR, T-cell receptor; TF, tlssue factor; TPS, Tumor Proportion Score; 3. Cocco et al, BMC Cancer, 2011 11. Lorusso et al, ASCO Annual Meeting, 2022 ,
TTR, time to response; TV, tisotumab vedotin 4. Cocco et al, Clinical & Experimental Metastasis, 2011 12. Coleman et al, Lancet Oncol, 2021

5. Breij et al, Cancer Res, 2014 13. de Bono et al, Lancet Oncol, 2019

E,EEEE Copies of this poster obtained through Quick Response (QR) Code are for personal use only and 6. Francisco et al, Blood, 2003 14. Vergote et al, European Soc Med Oncol, 2021
r.'-.i_ﬁg may not be reproduced without permission from ASCO® or the author of this poster, 7. de Goeij et al, Mol Cancer Ther, 2015 15. Monk et al, Intl J Gynecol Cancer, 2021 American Society of Clinical Oncology Annual Meeting; June 3-7, 2022
(=] Xiuning Le, XLe1@mdanderson.org 8.

Alley et al, AACR, 2019 Abstract No. TPS6100





