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BACKGROUND

o Qutcomes for patients with relapsed/refractory
diffuse large B-cell lymphoma (R/R DLBCL) are
poor'?, particularly for those with high-risk
clinical characteristics

e There remains an unmet need for new treatment
options for these patients'?

e Loncastuximab tesirine (Lonca) is an antibody-
drug conjugate comprising a humanized
anti-CD19 antibody conjugated to a potent
pyrrolobenzodiazepine dimer toxin?

o LOTIS-2 was a pivotal Phase 2 study that
demonstrated substantial single-agent
anti-cancer activity of Lonca in patients with
R/R DLBCL (NCT03589469)*

e The primary efficacy and safety data were previously
presented*>, and here we present subgroup
analyses of duration of response (DoR) to Lonca
by demographic and clinical characteristics

METHODS

Study Design

e Patients aged =18 years with R/R DLBCL who had
received >2 prior therapies were enrolled in this
Phase 2, multicenter, single-arm, open-label study
of single-agent Lonca
— Enrollment is complete

e Lonca was administered intravenously at 150 ug/kg
every 3 weeks (Q3W) for 2 cycles, followed by
75 pg/kg Q3W for <1 year

e Patients are being followed-up Q12W for <3 years

Endpoints

e Findings from the primary analysis of the study
(where the primary endpoint was overall response
rate [ORR]) have previously been reported*?

» DoR was a key secondary efficacy endpoint, defined
as time from the first documentation of response
(central review) to disease progression or death
— We analyzed pre-specified demographic and

clinical characteristic subgroups for DoR

 Safety analysis included the frequency and severity
of treatment-emergent adverse events (TEAES)

— Safety subgroup analyses were performed by age

RESULTS

Patient Disposition and Baseline Characteristics

 Atotal of 145 patients were enrolled in LOTIS-2 and
treated with >1 dose of Lonca. As of data cut-off
(March 01, 2021), 37 patients are in follow-up, and

145 patients were included in the efficacy and safety

analyses (Figure 1)

Figure 1. Patient disposition
Screened (N=184)

Failed screening (n=39)

Enrolled and treated with 21 dose of Lonca (N=145) |

l

Discontinued study (n=108)

Death (n=96)

Discontinuation by patient (n=7)
Physician or sponsor decision (n=1)
Lost to folllow-up (n=4)

Discontinued treatment (n=145)
* Disease progression (n=82) .
* Unacceptable toxicity (n=32) .
* Death (n=9) .
* Discontinuation by patient (n=9) .
* Transplant (n=7)

* Physician decision (n=4)

¢ Other (n=2)*

|

| Patient in follow-up (n=37) |

l

| Analyzed (n=145) |

*QOther reasons for treatment discontinuation included recurrence of metastatic colonic
adenocarcinoma (n=1) and adverse event (n=1).

e Patients with high-risk characteristics were included,
such as double-/triple-hit DLBCL (Table 1)

Table 1. Baseline characteristics

Patient characteristic Total (N=145)

Age

<65 years 65 (44.8)

>65 to <75 years 59 (40.7)

>75 years 21 (14.5)
Histology

DLBCL 127 (87.6)

HGBCL* 11(7.6)

PMBCL 7 (4.8)
Double-/triple-hit DLBCL 15(10.3)
Transformed DLBCL 29 (20.0)
Disease stage

I-II 33(22.8)

=1V 112 (77.2)
Response to first-line systemic therapy

Relapse 99 (68.3)

Refractory 29(20.0)

Other? 17 (11.7)
Response to most recent systemic therapy

Relapse 44 (30.3)

Refractory 88 (60.7)

Other? 13(9.0)

*HGBCL with MYC and BCL2 and/or BCL6 rearrangements. ‘Other defined as unknown, not evaluable
or missing.

DLBCL, diffuse large B-cell lymphoma; HGBCL, high-grade B-cell lymphoma; PMBCL, primary
mediastinal B-cell lymphoma.

e Median (range) patient age was 66 years (23-94)

* Patients received a median (range) of 3.0 (2-7)
previous systemic therapies

Treatment

¢ At data cut-off, =12 months since all patients
received their first dose of Lonca, patients received
a mean (SD) of 4.6 cycles (4.3) and median (range) of
3.0 cycles (1-26) of Lonca

e Median (range) of patient follow-up was
7.8 (0.3-31.0) months

Key Message

Durable responses were
observed with the recommended
Phase 2 dose regimen of
Lonca in heavily pre-treated
patients and those with high-
risk characteristics, including
older patients and those with
double-/triple-hit, advanced
stage, or transformed DLBCL,
or DLBCL refractory to
first-line therapy

e are for p
and the author of this

TG Therapeutics; speakers’ bureau for Celgene; and research funding
from ADC Therapeutics and Genentech. See online abstract at
https://meetinglibrary.asco.org/ for the full list of all authors' disclosures.

Funding
This study is sponsored by ADC Therapeutics SA (NCT03589469).

Acknowledgments Lugiang Wang reports employment and stock and other ownership interests
The authors would like to thank and acknowledge the participating patients from ADC Therapeutics.
and their families, and all study co-investigators and research coordinators References

The authors also thank Shui He, formerly of ADC Therapeutics SA, for
statistical contributions to the development of the abstract. The authors
received editorial/writing support in the preparation of this poster provided
by Sarah Meadows of Fishawack Communications Ltd, part of Fishawack
Health, funded by ADC Therapeutics SA.

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. Caimi PF, et al. Lancet Oncology 2021; In press.

5. Caimi PF, et al. ASH 2020; abstract 1183.

Contact information
Contact Dr Paolo F. Caimi: paolo.caimi@case.edu

Disclosures
Presenting author Dr Paolo F. Caimi discloses consultancy/advisory roles for
ADC Therapeutics, Genentech, Kite, Verastem, Seattle Genetics, Amgen, and

Presented at the American Society of Clinical Oncology (ASCO) Virtual Congress, June 4-8, 2021

Safety

e Overall, no increase in toxicity was observed in
patients aged >65 years compared with patients
aged <65 years
— Most common all-grade TEAEs included increased

gamma-glutamyltransferase (GGT) (occurring in
33 [50.8%] and 28 [35.0%] patients aged <65 years
and >65 years, respectively), neutropenia
(occurring in 34 [52.3%] and 24 [30.0%] patients
aged <65 years and >65 years, respectively),

and thrombocytopenia (occurring in 28 [43.1%]
and 20 [25.0%] patients aged <65 years and

>65 years, respectively) (Table 2)

— Most common Grade >3 TEAEs included
neutropenia (occurring in 19 [29.2%] and 19 [23.8%]
patients aged <65 years and =65 years,
respectively), thrombocytopenia (occurring in
13 [20.0%] and 13 [16.3%] patients aged <65 years
and >65 years, respectively), and increased GGT
(occurring in 17 [26.2%] and 8 [10.0%] patients
aged <65 years and >65 years, respectively)

Table 2. TEAES in >20% of the all-treated population by age group

265 to
<65years <75years 275years Total
TEAE (N=65) (N=59) (N=21) (N=145)
Any TEAE 65(100.0) 58(98.3) 20(95.2) 143(98.6)
GGT increased 33(50.8)  24(40.7) 4(19.0) 61 (42.1)
Neutropenia 34(52.3) 20(33.9) 4(19.0) 58 (40.0)
Thrombocytopenia 28(43.1) 17(28.8) 3(14.3) 48 (33.1)
Fatigue 21(323) 15(25.4) 4(19.0) 40 (27.6)
Anemia 23(35.4) 9(15.3) 6(28.6) 38(26.2)
Nausea 17(26.2)  13(22.0) 4(19.0) 34 (23.4)
Cough 19(29.2) 9(15.3) 4(19.0) 32(22.1)
Alkaline phosphatase increased 18 (27.7)  10(16.9) 1(4.8) 29 (20.0)
Peripheral edema 11(16.9)  14(23.7) 4(19.0) 29 (20.0)

Figure 2. DoR by (A) double-/triple-hit disease (Yes/No) and
(B) transformed and de novo disease
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GGT, gamma-glutamyltransferase; TEAE, treatment-emergent adverse event.

DoR in Subgroups

e At data cut-off, ORR in the total population (N=145)
was 48.3% (24.8% [n=36] had complete response
[CR] and 23.4% [n=34] had partial response [PR])

Median DoR for the 70 responders (CR and PR) was
13.4 months

— Median DoR for patients with PR was 5.7 months,
and not reached for patients with CR

Patients with double-/triple-hit or transformed
DLBCL each had a median DoR of not reached
(Figure 2); patients with advanced stage disease
(Stage IlI-1V) had a median DoR of 12.6 months

Median DoR for older patients was longer than
for younger patients (=75 years, not reached;
>65 to <75 years, 12.6 months; <65 years,

9.3 months) (Figure 3A)

Time (months)

Cl, confidence interval; DoR, duration of response

e Patients with DLBCL refractory to first-line systemic
therapy had a median DoR of 9.6 months compared
with 12.6 months for patients who relapsed after
responding to initial therapy (Figure 3B)

Figure 3. DoR by (A) age and (B) response to first-line
systemic therapy
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Other defined as unknown, not evaluable or missing. Cl, confidence interval; DoR, duration of response.



