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Item 7.01 – Regulation FD Disclosure.

In June 2017, Sesen Bio, Inc. (the “Company”) entered into a Cooperative Research and Development Agreement (“CRADA”) with the National Cancer Institute (“NCI”) for the development of Vicineum™ in combination with
AstraZeneca’s immune checkpoint inhibitor durvalumab for the treatment of bacillus Calmette-Guérin (“BCG”)-unresponsive non-muscle invasive bladder cancer (“NMIBC”). Vicineum is believed to work via a dual mechanism of
action to directly kill cancer cells and activate a local inflammatory process that stimulates T-cells, which then proliferate and destroy the cancer cells. Because of this second mechanism, there may be potential for a synergistic effect
when given in combination with checkpoint inhibitors. This hypothesis is being tested by the NCI in a Phase 1 clinical trial in patients with BCG-unresponsive NMIBC to evaluate the safety, efficacy and biological correlates of
Vicineum in combination with durvalumab (“NCI Trial”).

On September 10, 2021, preliminary results from an interim analysis of 12 patients in the NCI Trial (“Interim Analysis”) are being presented by Dr. Sandeep Gurram, a Urologic Oncology Fellow at the NCI and an investigator in the
NCI Trial, at a conference hosted by the American Urological Association. Enrollment in the Phase 1 clinical trial is ongoing. A copy of such presentation is furnished herewith as Exhibit 99.1 and is incorporated herein by reference.

Based on the Interim Analysis, the combination of Vicineum and durvalumab has been generally well-tolerated with no new safety signals emerging (no Grade 4 or 5 treatment-related adverse events) and has a similar safety profile
compared to both agents used individually. The Interim Analysis also indicated a 3-month complete response rate of 42% (5/12) and a 12-month complete response rate of 17% (2/12).

The information furnished in this Item 7.01, including the presentation attached as Exhibit 99.1, shall not be deemed to be “filed” for the purposes of Section 18 of the Securities and Exchange Act of 1934, as amended (the “Exchange
Act”), or otherwise subject to the liabilities of such section, nor shall such information be deemed incorporated by reference into any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly
set forth by specific reference in such a filing.

CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS:

This Current Report on Form 8-K contains forward-looking statements, including, but not limited to, statements regarding the belief that Vicineum works via a dual mechanism of action that kills cancer cells, the safety, efficacy and
tolerability of the combination of Vicineum and durvalumab based on the NCI’s Interim Analysis, which are based on the Company’s current expectations and inherently involve significant risks and uncertainties. The Company’s actual
results and the timing of events could differ materially from those anticipated in such forward-looking statements as a result of these risks and uncertainties, including the risk that the hypothesis regarding Vicineum’s dual mechanism of
action may fail after further investigation, the risk that the Interim Analysis may not be predictive of the success of later clinical trials, the Interim Analysis does not necessarily predict final results, clinical data and analyses are often
susceptible to varying interpretations, the clinical trial process may fail to demonstrate that the combination of Vicineum and durvalumab is both safe and effective for their intended uses, the combination of Vicineum and durvalumab
for the treatment of BCG-unresponsive NMIBC may cause undesirable side effects and serious adverse events or have other properties that could delay or halt clinical trials, among other risks and uncertainties. A further description of
the risks and uncertainties relating to the business of the Company is contained in the Company’s most recent annual report on Form 10-K and the Company’s quarterly reports on Form 10-Q, as well as any amendments thereto
reflected in subsequent filings with the Securities and Exchange Commission. The Company undertakes no duty or obligation to update any forward-looking statements contained in this report as a result of new information, future
events or changes in its expectations.

Item 9.01 - Financial Statements and Exhibits.

(d) Exhibits.



Exhibit No. Description
99.1 NCI Presentation Made at the 2021 American Urological Association Conference on September 10, 2021
104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Sandeep Gurram, Sonia Bellfield, Rebecca Dolan, Beatriz Walter, Maria Merino, Scot Niglio, Andrea Apolo, Piyush Agarwal, Vladimir Valera NCT03258593 @SandeepGurramMD Interim Analysis of a Phase I Single-Arm Study of the Combination of Durvalumab and Vicineum (oportuzumab monatox, VB4-845) in Subjects with High-Grade Non-Muscle-Invasive Bladder Cancer Previously Treated with BCG



 

Disclosures • No disclosures to present • Study drugs were provided by Sesen Bio (Vicineum) and AstraZeneca (Durvalumab)



 

Background • Vicineum is a recombinant fusion protein comprised of an anti-EpCAM linked to a truncated form of Pseudomonas exotoxin A • 98% of BCG-refractory pts with EpCAM overexpression • Phase III VISTA trial has demonstrated efficacy • Duration of response in CR subjects: 287 days • PD-1/PD-L1 inhibitor activity in BCG- unresponsive population was demonstrated in Keynote 057 Timepoints Cohort 1 Recurrent CIS ± papillary within 6 mo of BCG n = 82 Cohort 2 Recurrent CIS ± papillary within >6 but <12 mo of BCG n = 7 Combined Cohort 1 and 2 All CIS subjects s n= 89 3-mo CR rate 39% 57% 40% 12-mo CR rate 17% 14% 17% VISTA Phase III Results



 

T cells recognize neoantigen and kill cancer cells T cell proliferation DAMPs Neoantigen releaseVicineum causes immunogenic cell death by triggering damage- associated molecular patterns (DAMPs) Vicineum selectively targets EpCAM on urothelial carcinoma cells Neoantigen presentation and T cell activation Memory T cell M e c h a n i sm 1 : K i l l s c e l l d i r e c t l y APC Activation Exotoxin A Payload Non-cleavable peptide Linker Antibody Fragment Vicinium M e c h a n i sm 2 : A c t i v a t e s i m m u n e s y s t e m V i c i ne um



 

Study Design Eligibility Criteria • CIS ± papillary tumor or HG Ta or T1 UC • BCG unresponsive* • Last dose of BCG within 1 year • ECOG PS 0-1 • No prior use of PD-1/PD-L1 inhibitor • No history of upper tract or urethral UC within the last 2 years • Adequate hepatic and renal function Safety Run- in Cohort N = 6 - 12 Treatment Vicineum 30 mg intravesically Induction: weekly for 12 weeks Maintenance: every other week up to week 52 Optional: every other week for an additional 52 weeks + Durvalumab 1500 mg IV monthly Required: q4 weeks for 52 weeks Optional: every 12 weeks for an additional 52 weeks Expansion Cohort N = 18 Primary Endpoint: Safety and Tolerability Secondary Endpoints: Efficacy, Pharmacokinetics, & Biomarker Analysis CIS, Carcinoma in situ. HG, High grade. BCG, Bacillus Calmette-Guérin. UC, urothelial carcinoma. ECOG PS, Eastern Cooperative Oncology Group performance status. PD, Programmed death. IV, intravenous. *Per FDA and SUO definitions



 

Baseline Characteristics Characteristic Vicineum + Durvalumab n = 12 Median age – yr. (range) 69.5 (57 - 82) Sex – no. (%) Male 11 (92) 1 (8) Female Race – no. (%) White, non-Hispanic 12 (100) ECOG performance status – no. (%) 0 10 (83) 2 (17) 1 Smoking History Never Smoker 3 (25) 8 (67) 1 (8) Former Smoker Current Smoker Median number of BCG induction courses – no. (range) 2 (1-4) Pathology at screening – no. (%) CIS ± papillary 4 (33) 6 (50) 2 (17) Ta T1
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Primary Outcome • Safety cohort: 3+3 design • All 6 subjects enrolled without any DLTs • MTD was determined to be 30 mg Vicineum in 50 mL saline



 

Tolerability • No dose reductions or discontinuation of any agent • No subjects were taken off study due to treatment related adverse events • Two subjects were taken off study due to unrelated medical issues • Worsening of baseline peripheral vascular disease • Cognitive decline secondary to worsening vascular dementia



 

Treatment Related Adverse Events • Number of patients experiencing any TrAE: 12 (100%) • Number of patients experiencing grade ≥3 TrAE*: 3 (25%) • 1 subject required systemic corticosteroids for a persistent grade 2 diarrhea due to checkpoint associated colitis *No grade 4 or 5 TrAE’s were noted Treatment Related Adverse Events of Any Grade in ≥10% of Patients CTCAE Term All Grades (%) Grade ≥3 (%) Hematuria 5 (41.7) 1 (8.3) Renal and urinary disorders - Other 5 (41.7) 0 (0) Urinary tract infection 5 (41.7) 0 (0) Urinary frequency 5 (41.7) 0 (0) Pruritus 4 (33.3) 0 (0) Diarrhea 3 (25) 0 (0) Rash maculo-papular 3 (25) 0 (0) Dry skin 2 (16.7) 0 (0) Bladder spasm 2 (16.7) 0 (0) Hypotension 2 (16.7) 0 (0) Fatigue 2 (16.7) 0 (0) Hyperthyroidism 2 (16.7) 0 (0) Creatinine increased 2 (16.7) 0 (0) Bladder infection 2 (16.7) 1 (8.3) Insomnia 2 (16.7) 0 (0) Serum amylase increased 2 (16.7) 0 (0) Headache 2 (16.7) 0 (0) Dysuria 2 (16.7) 0 (0) Proteinuria 2 (16.7) 0 (0) Urinary urgency 2 (16.7) 0 (0) Chills 2 (16.7) 0 (0) Thromboembolic event 1 (8.3) 1 (8.3) Hyponatremia 1 (8.3) 1 (8.3)
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Secondary Outcomes • Complete Responses • 3 month: 5/12 (42%) • 12 month: 2/12 (17%) • Two subjects who came off study for unrelated medical reasons were 3- month responders High-grade recurrence No high-grade recurrence Currently on therapy Su bj ec ts



 

Efficacy Outcomes Number of Patients (%) Progression/recurrence of high grade NMIBC 8 (67) Progression to MIBC† 1 (8.3) 12-month cystectomy-free survival 9 (75) Death from bladder cancer 0 (0) † includes at final on-study TUR or occult disease on cystectomy pathology



 

Conclusions • The combination of Vicineum and Durvalumab in BCG unresponsive NMIBC is tolerated well with no new safety signals • The doublet has a similar safety profile compared to both agents used individually • Interim analysis shows a 3-month CR rate of 42% (5/12) • Further biomarker analysis may help predict responders
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