Phase 3 randomized study of loncastuximab tesirine plus rituximab vs immunochemotherapy
in patients with relapsed/refractory diffuse large B-cell lymphoma — LOTIS-5
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INTRODUCTION

Patients who have diffuse large B-cell
lymphoma (DLBCL) for whom frontline
therapy is unsuccessful and who are
ineligible for autologous hematopoietic
stem cell transplantation (SCT) have poor
outcomes with salvage therapy'?

Loncastuximab tesirine (Lonca) is an
antibody-drug conjugate comprising

a humanized monoclonal anti-

CD19 antibody conjugated to a
pyrrolobenzodiazepine (PBD) dimer
cytotoxin, SG3199, through a protease-
cleavable valine-alanine linker.? Lonca is
internalized by cells expressing CD19,
the linker is cleaved, and the PBD
dimer payload causes interstrand

DNA crosslinks that lead to cell death
(Figure 1)>4

Single-agent Lonca has shown antitumor
activity and manageable toxicity in
patients with relapsed or refractory

(R/R) B-cell non-Hodgkin lymphoma in a
Phase 1 trial®, and in patients with R/R
DLBCL who had received >2 prior lines of
therapy in a Phase 2 trial®

Rituximab (R) is an anti-CD20 monoclonal
antibody used as a standard component
of immunochemotherapy for DLBCL,
both as frontline therapy and in
subsequent treatments

This study, LOncastuximab Tesirine
Clinlcal AsSessment 5 (LOTIS-5),

is designed to evaluate Lonca + R
(Lonca-R) in comparison with a standard
immunochemotherapy regimen of

R + gemcitabine + oxaliplatin (R-GemOx)
in patients with R/R DLBCL

Figure 1. Mechanism of action of

loncastuximab tesirine
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CONCLUSION

This Phase 3,

randomized, open-label,
trial-in-progress is
evaluating Lonca-R

vs standard

Immunochemotherapy
In patients with

R/R DLBCL

The study opened
in September 2020

Enrollment is ongoing

Copies of this poster obtained through Quick Response (QR) Code are for personal use only
and may not be reproduced without permission from ASCO® and the authors of this poster

Funding
This study (NCT04384484) is funded by ADC Therapeutics SA.

Acknowledgments

The authors would like to thank all the participating patients and
their families, all study co-investigators and research coordinators.
The authors received editorial/writing support in the preparation

of this presentation provided by Heather St Michael, of Fishawack
Communications Ltd, part of Fishawack Health, funded by ADC
Therapeutics. The study design was previously presented at the 62™
American Society of Hematology Annual Meeting and Exposition,
Dec 5-8, 2020 before study opening, and at ASCO Annual Meeting,
June 4-8, 2021 after the study was opened for enroliment.

Disclosures

M. Hamadani: Research support from Takeda, Spectrum
Pharmaceuticals, Otsuka US, Astellas Pharma and Genzyme;
consultancy or advisory role for Janssen R&D, Incyte
Corporation, ADC Therapeutics, Pharmacyclics, Verastem,
MedImmune, Cellerant Therapeutics, and Puma Biotechnology
(immediate family member); member of speaker’s bureau for
Celgene, Genzyme, and AstraZeneca; honoraria from Celgene;
Y. Linhares: No relevant disclosures; M. Gandhi: Advisory

board member for GlaxoSmithKline; M. Chung: no relevant
disclosures; H. Adamis: Employee with stock options at ADC
Therapeutics, and employee with Fresenius Kabi BioSim;

D. Ungar: Employee with stock options at ADC Therapeutics;
C. Carlo-Stella: Consulting or advisory role for Sanofi, ADC
Therapeutics, Roche, Karyopharm Therapeutics, Celgene/
Bristol-Myers Squibb, and Incyte; travel, accommodation, or

expenses from Roche, Janssen, Takeda and ADC Therapeutics;

honoraria for Bristol-Myers Squibb, Merck Sharp & Dohme,
Janssen Oncology, AstraZeneca, Celgene, Takeda, Incyte, and
Gilead Sciences; research support from ADC Therapeutics,
Sanofi, and Roche.

References

1. Crump M, et al. Blood 2017;130(16):1800-1808

2. Gisselbrecht C, and Van Den Neste E. Br/ Haematol
2018;182(5):633-643

3. Zammarchi F, et al. Blood 2018;131(10):1094-1105

4. Hartley JA, et al. Sci Rep 2018;8:10479

5. Hamadani M, et al. Blood 2020; blood.2020007512

6. Caimi PF, et al. Lancet Oncol 2021;22(6):790-800

Contact information
Mehdi Hamadani: mhamadani@mcw.edu

METHODS

Study design

e Thisis a Phase 3, open-label, two-part,
two-arm, multicenter study
(NCT04384484). It comprises a non-
randomized safety run-in (Part 1), in
which the safety of Lonca-R in the first
20 patients who complete Cycle 1 will be
compared with previous safety data for
Lonca as a monotherapy. If no significant
increase in toxicity is observed, Part 2
will commence and ~330 patients will be
randomized 1:1 to receive Lonca-R or
R-GemOx

e Dosing regimens are shown (Figure 2).
Lonca-R, Lonca, and R are administered
intravenously (IV) on Day 1 of each
21-day cycle; R-GemOx, R, Gem, and Ox
are administered IV on Day 1 of each
14-day cycle

Objective

e The primary objective of the study is
to evaluate the efficacy of Lonca-R vs
R-GemOx using a primary endpoint
of progression-free survival (PFS) by
independent central review (Table 1)

design
Part 1: Non-randomized safety run-in
Lonca-R

Lonca 75 pg/kg
mZ

Lonca-R
Lonca 150 pg/k

2

Q3W x 6
Target N=20

Part 2: Randomized, two-arm study

Lonca-R
Lonca 75 pg/kg

Lonca-R

Lonca 150 pg/kg
+ R 375 mg/m?

Randomization 1:1

R 375 mg/m?+ Gem 1000 mg/m?
+ Ox 100 mg/m?

Q2W x 8

et N=330

Lonca-R, loncastuximab tesirine + rituximab; Q2W, every 2 weeks;
Q3W, every 3 weeks; R, rituximab; R-GemOx, rituximab + gemcitabine +
oxaliplatin.

Table 1. Study objectives and endpoints

Primary objective

Primary endpoint

¢ Evaluate efficacy of Lonca-R vs R-GemOx * PFS? (by independent central review)

Secondary objectives Secondary endpoints
* Further efficacy evaluation * OS, ORR, CRR, and DoR
e Characterize safety profile of Lonca-R * Frequency and severity of AEs, and laboratory values

¢ Characterize PK of Lonca-R .
* Evaluate immunogenicity of Lonca-R free SG3199

* Evaluate impact of Lonca-R on PROs and overall * ADAtiters to Lonca
health status * Changes in PROs from baseline

PK parameters for Lonca total Ab, PBD-conjugated Ab, and

2Defined as time between randomization and the first documentation of recurrence or progression, or death from any cause

Ab, antibody; ADA, anti-drug antibody; AE, adverse event; CRR, complete response rate; DoR, duration of response; Lonca-R, loncastuximab tesirine
+ rituximab; ORR, overall response rate; OS, overall survival; PBD, pyrrolobenzodiazepine; PFS, progression-free survival; PK, pharmacokinetic; PRO,
patient-reported outcome; R-GemOx, rituximab + gemcitabine + oxaliplatin.

Study eligibility criteria
e Patients with R/R DLBCL after =1 prior therapy and who are not candidates for SCT are
being enrolled (Table 2)

Table 2. Key inclusion and exclusion criteria

Key inclusion criteria Key exclusion criteria

* Adults with a pathologic diagnosis of R/R DLBCL * Previous treatment with Lonca or R-GemOx
f‘”duhd‘ﬂg DLBC&éFBagffofmanfgom(‘j”gg‘fzm y * Autologous SCT within 30 days before start of study drug
ymneIE), @ 7l an anaor—, Allogeneic SCT within 60 days prior to start of study drug

BCL6 rearrangements . . 4 . )
* R/Rdisease following at least one multiagent 7 Lyrsisnte i exdtue €4S nvelement, indue g
leptomeningeal disease

systemic treatment regimen
* Serologic evidence of chronic HBV infection and unable or

¢ Measurable disease (2014 Lugano Classification) i h ; -
) unwilling to receive standard prophylactic antiviral therapy or
¢ Not a candidate for SCT based on performance with detectable HBV viral load

status, advanced age, and/or significant medical o , , ) ‘
S i * Serologic evidence of HCV infection without completion of
m i ider r )
comorbidities (as considered by the investigator) curative treatment or with detectable HCV viral load

* Patients who have received previous CD19- ) ) ) .
P * Clinically significant third-space fluid accumulation (ie, ascites

directed therapy must have a biopsy which - ) :
shows CD19 expression after comnpletion of the requiring drainage, or pleural effusion either requiring drainage
or associated with shortness of breath)

CD19-directed therapy T " . s
. R * Major surgery, radiotherapy, chemotherapy, or other

ECOG performance Stétus 02 antineoplastic therapy within 14 days prior to start of study drug,
¢ Adequate organ function unless approved by Sponsor

CNS, central nervous system; DLBCL, diffuse large B-cell ymphoma; ECOG, Eastern Cooperative Oncology Group; HBV, hepatitis B virus; HCV, hepatitis
C virus; HGBCL, high-grade B-cell lymphoma; Lonca, loncastuximab tesirine; R-GemOx, rituximab + gemcitabine + oxaliplatin; R/R, relapsed/refractory;
SCT, stem cell transplant.

Study assessments

e Study assessments are shown in Table 3. Time-to-event endpoints will be assessed
for the intent-to-treat population using a stratified log-rank test, and an interim futility
analysis will be conducted after one-third of expected PFS events have occurred

Table 3. Study assessments

Efficacy

Disease assessment e AEs graded to CTCAE v5.0 * Pregnancy test (if applicable)
¢ Imaging (PET-CT) ¢ ECOG performance status e Vital signs
¢ Clinical examination for lymphoma ¢ Clinical laboratory tests® ¢ Height and weight

¢ Physical examination ¢ 12-lead ECG

PK and immunogenicity Symptoms, PROs, and overall health

¢ PKofLonca PBD-conjugated ¢ ADAIn ¢ EORTC QLQ-C30 ¢ LymS subscale of FACT-Lym

Ab, total Ab, and SG3199 blood e EQ-5D-5L e GP5item of FACT-Lym
free warhead

*Performed at baseline, and at 6 and 12 weeks after Cycle 1, Day 1, then every 12 weeks until end of treatment. "Hematology, chemistry, coagulation,

and urinalysis.

Ab, antibody; ADA, anti-drug antibody; AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; ECG, electrocardiogram; ECOG,
Eastern Cooperative Oncology Group; EORTC, European Organization for Research and Treatment of Cancer; EQ-5D-5L, EuroQol-5 Dimensions-5
Levels; FACT-Lym, Functional Assessment of Cancer Therapy - Lymphoma; Lonca, loncastuximab tesirine; LymsS, lymphoma subscale; PBD,
pyrrolobenzodiazepine; PET-CT, positron emission tomography and computerized tomography; PK, pharmacokinetic; PRO, patient-reported outcome;
QLQ, Quality of Life Questionnaire.
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