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Product

Loncastuximab tesirine Adults with R/R B-NHL with >2 prior
(loncastuximab tesirine-Ipyl [Lonca]) systemic treatments (part 1) or 1

is an ADC comprising a humanized prior systemic treatment (part 2)
anti-CD19 antibody conjugated to a

PBD dimer cytotoxin that is indicated

for R/R DLBCL

LOTIS-7 (NCT04970901) is a phase 1b As of May 23, 2024, 33 patients have
study evaluating the safety/tolerability been enrolled
and antitumor activity of Lonca in * Lonca + polatuzumab vedotin arm:
combination with other anticancer 12 patients
agents * Lonca + glofitamab arm:

12 patients (9 in part 1; 3 in part 2)

* Lonca + mosunetuzumab arm:
9 patients

ADC, antibody-drug conjugate; B-NHL, B-cell non-Hodgkin lymphoma; DLBCL, diffuse large B-cell ymphoma; PBD, pyrrolobenzodiazepine; R/R, relapsed/refractory.
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Figure 2. Dosing schedule

Arm C Day 1 Day 1
Lonca + Pola Both agents on the same day Both agents on the same day
1hr 1hr

CONCLUSIONS

This phase 1b, 2-part, open-label study (LOTIS-7; NCT04970901) evaluates the safety,

tolerability, and anticancer activity of loncastuximab tesirine (loncastuximab tesirine-lpyl [Lonca]) in
combination with other anticancer agents in patients with relapsed/refractory B-cell

Q3wWee Q3we»

non-Hodgkin lymphoma (R/R B-NHL)

INTRODUCTION o E Day 1 Day 2 Day 8 Day 15 Day 1

. Both agents on the same day
e Lonca, an antibody-drug conjugate comprising a humanized anti-CD19 antibody conjugated to a pyrrolobenzodiazepine (PBD) dimer cytotoxin, sonces S
received accelerated approval by the United States Food and Drug Administration and has received conditional marketing authorization by the
European Commission to treat adult patients with R/R diffuse large B-cell ymphoma (DLBCL) after >2 lines of systemic therapy'~

- Aphase 2 trial of Lonca monotherapy in patients with R/R DLBCL showed that an intravenous (V) infusion over 30 minutes on day (D) 1 of each
3-week cycle produced durable responses with manageable toxicity using a dose of 150 ug/kg for 2 cycles and then 75 pg/kg for subsequent

cycles? Cycles2to 8 Cycle 9+

e Combining agents with different mechanisms of action may enhance treatment efficacy in patients with R/R B-NHL

Day 1 Day 8 Day 15 Day 1 Day 1
. . . . . . . . . Arm F oth agents on the same aa
- In preclinical WSU-DLCL2 and Ramos xenograft models, Lonca in combination with polatuzumab vedotin (Pola) showed improved antitumor —

activity with better response rates compared with either monotherapy alone* Padldy Pulily
- Inaddition, combining CD20 x CD3 T-cell-engaging antibodies (eg, glofitamab [Glofit]> or mosunetuzumab [Mosun]®) with Lonca is expected to peicaly peialy peiealy
iInCrease antitumor activity

Day 1

1to1.5hr
>

Glofit IV
2.5mg

Glofit IV
10 mg

Glofit IV
30 mg

D, day; DLT, dose-limiting toxicity; Glofit, glofitamab; Gpt, obinutuzumab; 1V, intravenous; Lonca, loncastuximab tesirine; Mosun, mosunetuzumab;
Pola, polatuzumab vedotin; Q3W, every 3 weeks; SC, subcutaneous.

2Dose level 1, 90 pg/kg; dose level 2, 120 pg/kg; and dose level 3, 150 pg/kg.
OBJ E‘ TIVE °If the starting dose of Lonca is 2120 pg/kg, the dose will be reduced to 75 pg/kg in cycle 3 and beyond.
‘If a DLT is clearly related to Pola, the DLT does not recur after a dose reduction of Pola, and Lonca has not been escalated to the 150 pg/kg dose level, dose escalation of Lonca will be continued with a
reduced Pola dose of 1.4 mg/kg.

e To evaluate the safety, tolerability, and anticancer activity of Lonca in combination with other anticancer agents in patients with R/R B-NHL (LOTIS-7)
Table 1: LOTIS-7 key eligibility criteria

METHODS Key inclusion criteria (all arms)
StUdy DeSign : éitehi?c?gﬁ/cezggnosis of R/R B-NHL (2016 WHO classification) with treatment failures/intolerance
e This phase 1b, open-label, multicenter, multiarm study (NCT04970901) is divided into 2 parts (part 1: dose escalation; part 2: dose expansion) and - DLBCL (including transformed diseases, but for arms E and F only transformed FL is included)
will enroll approximately 200 patients with R/R B-NHL (part 1: up to 60 patients; part 2: up to 140 patients) (Figure 1)’ Bl
- In part 1, eligible patients will have either failed or are intolerant to any approved therapy and have received >2 prior systemic treatment :EAOZrLarmCOmy
regimens - MCL
e The study will include a screening period (up to 28 days), a treatment period (with treatment cycles every 3 weeks [Q3W] for up to 1 year or Bl

>2 prior systemic treatment regimens for part 1 and >1 for part 2

until disease progression, unacceptable toxicity, or other discontinuation criteria), and a follow-up period (every 12 weeks for up to 2 years after Measurable disease (2014 Lugano classification)
ECOG performance status of 0-2

treatment completion or discontinuation
b ) Adequate organ function based on laboratory parameters:

e The study period is defined as the date of obtaining written informed consent to the completion of the follow-up period, withdrawal of consent, loss _ Absolute neutrophil count 1.5 x 10/l

to follow-u D, or death whichever occurs first - Platelet count =75 x 10%/uL without transfusion in the past 7 days
' ' - Hemoglobin >9 g/dL; transfusion allowed

— ALT, AST, or GGT <2.5 x ULN
Figure 1. Study design Total bilirubin <1.5 x ULN
e Calculated CrCl =60 mL/min (Cockcroft-Gault)

Key exclusion criteria (all arms)

Previously received study medication (applied to relevant arm only)?

Lymphoma with active CNS involvement

Clinically significant third-space fluid accumulation (ascites or pleural effusion requiring drainage or associated with breath)
Active acute graft-versus-host disease

Post-transplant lymphoproliferative disorder

Known history of hypersensitivity resulting in treatment discontinuation or positive serum human ADA to a CD19 antibody
History of confirmed progressive multifocal leukoencephalopathy

Screening period Treatment period
(<28 days) (cycles of 21 days)

Pola + escalating doses of Lonca Q3W

c Hist f St -Joh d , toxi id | lysis, h tivati d /h h tic | hohistiocytosi
S MCL and BL S.IS eryo evgnsljo nsogjyﬁ rome, toxic epidermal necrolysis, or macrophage activation syndrome/hemophagocytic lymphohistiocytosis
= C | ignificant medical comorbidities
i [} arm C only
) ™M © Additional key exclusion criteria (arm C)
-k Q q q . L
— ; @ Gloﬁt + escalat|ng doses of Lonca Q3W "E « Received a stem cell transplant within 60 days before study treatment
]
&R g DLBCL, HGBCL, QEJ Additional key exclusion criteria (arms E and F)
o * Received autologous stem cell transplant within 100 days before study treatment
o FL’ and MZL . L » Received prior allogenic stem cell or solid organ transplant
for all arms Mosun + escalating doses of Lonca Q3W (S « History of CNS lymphoma or leptomeningeal infration
E e Current or history of CNS disease
d * Known active infection; reactivation of a latent infection, whether bacterial, viral, fungal, mycobacterial, or other pathogens; or any major episode of
— infection requiring hospitalization or treatment with IV antibiotics within four weeks prior to C1D1
(o)  Active or history of autoimmune disease or immune deficiency
e e Prior treatment with CAR T-cell therapy within 30 days prior to C1D1
S c oA, G, Gamima oyl tranetersse, HGBCL igh ace Bcal jmphora. . travenous: MCL marte <o mphoma: MEL maraiel sone yrmphome: /R B-NH elapsed fefracory B.cell non Hodgk ymphome: ULN. ippes Imitof ova WHO Wori Health Orgamzatan. o P+ foNear
"7, m "}Paueiméswho recewve;} previous po\atu‘zumab‘veéjotwrlge‘gtmen[were excluded from arm C; patients with previous glofitamab treatment were excluded from arm E; and patients with previous mosunetuzumab treatment were excluded from arm F. Patients would still be eligible for the other arms as long as
N : they did not receive that treatment while enrolled in LOTIS-7.
(¢°] =
4= a May include . . - g P
- 2 >ay Lonca will be given at RDE for the specific combinations and
&£ 3 | DLBCL, HGBCL, subpopulations determined in part 1 Acknowledgments
Q
» FL, and MZL
8 Practices (GPP 2022) and funded by ADC Therapeutics SA and Sobi.

Disclosures

Outcomes

e Primary endpoints include the following:
- Frequency and severity of adverse events (AEs) and serious AEs
- Dose-limiting toxicities (part 1 only)
- Frequency of dose delays, dose interruptions, and dose reductions
due to AEs

- Changes from baseline of safety laboratory variables, vital signs,
Fastern Cooperative Oncology Group performance status, and 12-
lead electrocardiograms

e Secondary endpoints include the following:

- Qverall response rate and complete response rate (2014 Lugano
criteria®); duration of response; and progression-free, relapse-free,
and overall survival

- Concentrations and pharmacokinetic (PK) parameters of Lonca total
antibody, PBD-conjugated antibody, and unconjugated cytotoxin PBD
dimer in combination with Pola, Glofit, or Mosun

- Antidrug antibody titers
e Exploratory endpoints include the following:
- Glofit and Mosun concentrations in circulation

- Relation between tumor tissue and/or blood biomarkers and selected
PK with clinical endpoints

Table 2: Study assessments

Efficacy
Disease assessment
* Imaging
» Clinical examination

* AEs
* SAEs

* Physical examination

* ECOG performance status
* Height and weight

* Vital signs

* Laboratory tests

* Pregnancy test

* ECGs

PK, PD, and immunogenicity

* PKof Lonca total antibody, PBD-conjugated antibody, and unconjugated PBD dimer cytotoxin in serum
* ADA in whole blood

» Blood cfDNA, gDNA, mRNA, flow cytometry, and cytokines

» Tumor tissue biomarkers

ADA, antidrug antibody; AE, adverse event; cfDNA, cell-free DNA; ECG, electrocardiogram; ECOG, Eastern Cooperative Oncology Group; gDNA, genomic DNA; Lonca, loncastuximab tesirine; PBD, pyrrolobenzodiazepine; PD,
pharmacodynamics; PK, pharmacokinetics; SAE, serious adverse event.

Study Status

e The study opened for recruitment in June 2022

e Asof May 23, 2024, 33 patients have been enrolled, with 12 patients treated
inarm C (Lonca + Pola), 12 in arm E (Lonca + Glofit; 9 in part 1, 3 in part 2),
and 9 in arm F (Lonca + Mosun)

The analysis was funded by ADC Therapeutics SA and partially funded by Sobi. Medical writing and editorial support, provided by Citrus Scientific, a Citrus Health Group, Inc., company (Chicago, IL), was provided in accordance with Good Publication
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_ _ _ _ _ _ _ Contact information
BL, Burkitt lymphoma; DLBCL, diffuse large B-cell ymphoma; FL, follicular lymphoma; Glofit, glofitamab; HGBCL, high-grade B-cell lymphoma; IV, intravenous; Lonca, loncastuximab tesirine; MCL, mantle cell lymphoma; Mosun, mosunetuzumab; MTD, maximum tolerated dose; MZL, marginal zone

lymphoma; Pola, polatuzumab vedotin; Q3W, every 3 weeks; RDE, recommended dose for expansion; R/R, relapsed/refractory. *Mary La Ugh“ﬂ, MD: ma ry.|a ughlin@adcthera peutics.com
*Arms E and F are still recruiting patients.
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