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CONCLUSIONS

e In this updated safety run-in of LOTIS-5, fixed treatment duration of Patient Population Exploratory Outcomes
U dqted Sqfet Run_ln loncastuximab tesirine (loncastuximab tesirine-lpyl [Lonca]) combined e The safety run-in included 20 patients with a median age of 74.5 (range, 35-93) years (Table 1) e Median C _ and C . values were lower in C1 compared to C2 for total and conjugated antibodies in

th 1 : 5 . . f : | . e In the safety run-in, as of the October 4, 2024, data cutoff date: Lonca combination therapy with R; as expected, total antibody concentrations consistently exceeded
with rituximab (R) (Lonca-R) snowed no new safety signals compare - Patients received a median of 5 (range, 1-8) Lonca-R cycles conjugated antibody concentrations o
ReSUItS From LO I IS-5' A to previous Lonca studies and demonstrated encouraging antitumor - The median duration of follow-up was 37.2 (range, 34.1-41.5) months e C,,andC,,, values were generally comparable between Lonca monotherapy and combination
. - 7 (35%) patients completed up to 8 cycles of treatment therapy with R

activity, with early signs of durable response in patients with relapsed/

- 4 (20%) patients withdrew from treatment due to adverse events * No pre-or postdose ADA positivity was observed

u u refr ry (R/R) diffuse large B-cell ymphoma (DLBCL) or high-gr -
Phqse 3 andomlzed I rlql efractory (R/R) diftuse large B-cell lymphoma ( CL) or high-grade Table 1. Baseline characteristics for patients enrolled in LOTIS-5 safety run-in Biomarkers
y B-cell Iymphoma (HGBL) “ o Of the 16 tumors examined for CD19 IHC expression, 12 had H-scores >150, indicating high CD19
: : : Sex, female, n (%) 1 (55) expression. No correlation was observed between CD19 H-score and best overall response (Figure 3)/
- = - Response was sustained beyond end of treatment (EOT) in 5 patients; 1 Median (range) age, years 74.5 (3593 PFS (data not shown), suggesting that CD19 IHC expression is not predictive of response to Lonca-R
o Oncqs UXImq eSIrlne P, e S o In the 8 patients with ctDNA measurements, 7 (3 CR/4 partial response) had ctDNA results at baseline
went to stem cell transplant (SCT) and 4 maintained complete response £COG score, n (%) and C3D1 (Figure 4) '
Grade O 6 (30)
- - - (CR) for 28.5+ months beyond EOT crace o - ctDNA decrease from baseline was noted at C3D1 in all 7 patients
raae . o
With Rituximab Versus . . .
Maximum concentration (Cmax) ana trough concentration (Ctrough) Stage | 1(5) - Of the 4 patients with undetectable ctDNA levels at EOT, 3 reached MRD negativity by C3D1
- Values were genera”y Compa rable between Lonca monothera py and itzgz::l ;SZ; o Ofthe4 patients with CR with the |Oﬂg€St DOR that are Stl” OﬂgOiﬂg, 2 patients had evaluable ctDNA
: : : : : : : Stage IV 7 (35) measurements and both were MRD negative at C3D1 (Figure 2)
combination therapy with R. Antidrug antibody (ADA) testing did not Histology, n (%) , , N ,
: - DLBCL NOS 18 (90) Figure 3: Baseline tumor CD19-positive H-score by response to Lonca-R assessed by independent
demOﬂStrate aﬂy IMmmu ﬂogeﬂ|C|ty HGBCL with MYC and BCL2 and/or BCL6 rearrangements 2(10) review
[ | [ | Prior stem cell transplant, n (%) 1(5)
T ' . . I Median ( ) ber of prior th 1(1-7) Kruskal-Wallis P=0.508
Pdtlents Wlth RIR CD19 staining by immunohistochemistry (IHC) was not predictive of e ) rsKaaT
| 300 - O
5 Response to last prior therapy, n (%)
effica cy Relapsed 9 (45) °
Refractory? 11 (55) o
D L BC LIH G B L Fu rther response tO thera py WaS aSSOC|at6d Wlth ea rly (CyC|e 3, day /I °Refractory is defined either as having stable disease or progressive disease as the best disease response to prior therapy, or if partial response or complete response was achieved, as disease relapse within 6 months from the last treatment date. I ' | [
DLBCL, diffuse large B-cell ymphoma; ECOG, Eastern Cooperative Oncology Group; HGBCL, high-grade B-cell lymphoma; NOS, not otherwise specified. _—— [ o
[C3D1]) circulating tumor DNA (ctDNA) decrease; all 3 CR patients with 2001 N ¢
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Carmelo Carlo-Stella,™ Michal T. Kwiatek, Julien Depaus,” Sebastian ctDNA results were minimal residual disease (MRD) negative at C3D1 sricacy Guicomes ot S | :
. 1 . 5 . . 6 . / . 5 e The ORR by central review was achieved in 16/20 (80%) patients, with CR observed in 10/20 (50%) T+ -
Grosicki,* Sylvia Snauwaert,> Edwin Kingsley,® Javier Lopez-Jiménez, S o LA . ” e satients (Table 2) >
- A - Part 2 of LOTIS-5 is ongoing, with enroliment complete S o
Blanca Sanchez-Gonzalez,® Andrzej Urban,” Andrew Niewiarowski,™ sONe, P e Five patients who achieved CR were refractory to their most recent prior treatment U
Neus Domper-Ru bio,° Luqiang \Wa ﬂg,” Fva Tiecke,® Marie Toukam,” e Median DOR was 8.0 months (95% Cl, 3.2-not estimable [NE]) for all responders and not reached for CRs e .
: : e Median PFS was 8.3 months (95% Cl, 4.5-NE
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. . . . . e Response was sustained beyond EOT and last assessment in 5 patients; T went to SCT and 4 maintained
e For patients with R/R DLBCL/HGBL, outcomes are generally poor, with median overall survival (OS) of 6-7 CR for more than 28.5 months beyond EOT
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° | _ , ) ° _ fgy > month;, with 2-year O5 ofapproxmately 20/9 . - Among the 4 ongoing CRs, 2 were ctDNA evaluable, and both were MRD negative 0- ®
Humanitas Research Hospital-IRCCS, Milano, Italy; 2Centrum Medyczne Aidport, Poznan, Poland; *Department of e Loncais a CD19-targeted, antibody-drug conjugate (ADC) that is approved by the US Food and Drug . . . .
. . . " CR PR PD NE
Hematology, Centre Hospitalier Universitaire (CHU) Université Catholique de Louvain (UCL) Namur Site Godinne, Administration (under accelerated approval) and Europgar;gl\/ledmmes Agency (under conditional Table 2. Efficacy outcomes for the LOTIS-5 safety run-in Local BOR
YVOir, Belglum, 4Depa rtment of Cancer PreventiOﬂ, Medical UniverSity of SileSia, KatOWice, PO|and,' 5A|gemeen approval) for R/R DLBCL/HGBL after 22 SyStemlc theraples ’ . . Efficacy outcomes in safety run-in population (N=20) BOR, best overall response; CR, complete response; Lonca-R, loncastuximab tesirine + rituximab; NE, not estimable; PD, progressive disease; PR, partial response.
, - ,6 , e Risamonoclonal antibody that targets and binds to CD20 on the surface of B lymphocytes, resulting in R 5 6 e . .
Ziekenhuis Sint-Jan Brugge, Brugge, Belgium; ®Comprehensive Cancer Centers of Nevada, Las Vegas, NV, USA; cell lysis? S —— 0007972 8) Figure 4. Change in ctDNA from C1D1 to (A) C3D1 and (B) EOT
’Hospital Universitario Ramoén y Cajal, Madrid, Spain; 8Cancer Research Program and Department of Hematology, o Preclinical and clinical evidence suggests that adding R to an anti-CD19 ADC therapy may enhance tumor Median PFS (95% Cl), months 8.3 (4.5-NE) A B
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Hospital del Mar, 08003 Barcelona, Spain; ADC Therapeutics SA, Epalinges, Switzerland; YADC Therapeutics control> Median DOR (95% Cl), months 8.02 (3.19-NE) BOR central BOR central
(UK) Ltd, London, UK; "ADC Therapeutics America, Inc., New Providence, NJ, USA; 2Division of Hematology and o LOTIS-5 (NCT04384484) is the confirmatory phase 3 trial for the accelerated approval of Lonca, ”tsf n (%) | S 5(31.3) ° =§§ ° =§FF:
Oncology, Medical College of Wisconsin, Milwaukee, Wi, USA evaluating Lonca-Rvs R+ gemcitabine + oxaliplatin (R-GemOx) in patients with R/R DLBCL/HGBL who e — = ) - RS
were not a candidate for SCT Events, n (%) 3(30.0) .
MRD results in patients with ctDNA measurements (n=8) 2]
CR and MRD negative, n (%) 4 (50.0)
OBJECTIVE OF THE SAFETY RUN'IN MRD negative at end of treatment, n (%) 4 (50.0)
@ o B ECTIVE PS TO Cha racterlze the pl’e“mlﬂary Safety, efﬂcacy, and pha rmacoklnetlc (PK) pl’Ofl|e Of Lonca_R and exp|ore CRR, complete response rate; ctDNA, circulating tumor DNA; DOR, duration of response; MRD, minimal residual disease; NE, not estimable; ORR, overall response rate; PFS, progression-free survival. g 4 E 2 -
.' correlations of clinical activity and tumor and blood biomarkers in the safety run-in population Figure 2. Swimmer plot of safety run-in population (N=20) e 2
To characterize the safety, efficacy, and PK profile of loncastuximab tesirine + rituximab Z ) P y Pop c S sl
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o LOTIS-5(NCT04384484) is a phase 3, randomized, open-label, 2-part, multicenter trial in patients with R/R | —— > 3 ° 3
El:l:' DLBCL (Figure 1) 5 12- _= T = of ¥
%ﬁ PHASE 3 LOTIS-5 TRIAL UPDATED SAFETY RUN-IN RESULTS - Part 1: nonrandomized safety run-in evaluating Lonca-R (updated results presented here) S =— - o -]
Eligibility criteria Median duration of follow-up: - Part 2: 1:1 randomized trial to evaluate the efficacy and safety of Lonca-R vs the standard = 7] — * > response assessment ongoing
37.2 (range, 34.1-41.5) months immunochemotherapy, R-GemOx 3 e e .
v R/R DLBCL/HGBL , 4 First response of CR
~ >1 prior svstemic th e Lonca-Rregimen: Lonca 0.15 mg/kg + R 375 mg/m? every 3 weeks for 2 cycles, then Lonca 0.075 mg/kg + ] — = First response of SD 424
=1 p y IC therapy EFFICACY SAFETY R 37 /m? 3 ks f 6 additi | | %: _| ¢ @ PD or Death
v Not a candidate for SCT . v | 5 mg m evel’y WeekKSs T0r Up tO d ItIOﬂa CyC es .- | IFirstschedulledassessmelntat6weeksI . . . | | | | | | | o Tr?nsplant | | | " <LLOQ <LLOQ <LLOQ <LLOQ - <LLOQ <LLOQ <LLOQ <LL0Q
. The most common gradess o Efficacy assessments were assessed via PET/CT at screening, and at week 6, 12, and every 12 weeks after T E I et | | | | | | | | | | | | |
Part 1: Safety run-in (N:ZO) TEAEs were increased GGT C1 D/I Best overall response ENE EPD mPR mCR @ MRD negativity 12 2z 13 15p 16 17 18 12 22 12 13 15b 17
e eneneeRene e PKof Lonca and its analytes were assessed using validated methods, with key parameters (eg, C_,, and L T S S e I A e
C.ouer) derived via non-compartmental analysis Recuced analica sensiivty i boseline srmples resute reporeed a5k
. . . . . BOR, best overall response; C, cycle; CR, complete response; ctDNA, circulating tumor DNA; D, day; EOT, end of therapy; LLOQ, lower limit of quantification; ND, not defined; PR, partial response.
BIOMARKERS e ADA responses were evaluated using a tiered immunogenicity testing strategy Safety Outcomes S o ) y S q o
Part 2: Lonca-R vs R-GemOx (N=420) + CD19 IHC staining was not o Penpheral blood samples were assessed for ctDNA by PhasEDSeq, and available archival or nonarchival o All patients had >1 treatment-emergent adverse event (TEAE), and 11 (55%) patients had grade >3 TEAEs *Contact Information:
0 predictive of efficacy tissue was assessed for CD19 by IHC
80% ORR * Response to therapy was (Table 3) c o Carlo-Stella. MD: | ostella@hunimed
Median DOR: 8.0 months assoclated with early cCtONA i 1. Studv desien of LOTIS-5 e The most common grade >3 TEAESs occurring in >20% of patients were increased gamma-glutamy! armelo Farioroteta, M- carmeto.carpsielaunimed e
Median PES: 8.3 months . iﬁc;ia::atiemswith oA igure 1. Study design o § transferase in 5 (25%) patients and neutropenia in 4 (20%) patients Acknowledgments
results were MRD negative at | ] e Serious adverse events were observed in 9 (45%) patients, with infection being the most common in 6
Up to 8 cycles of treatment C3D1 Treatment period Follow-up period (30%) patients The LOTIS-5 trial (NCT04384484) was funded by ADC Therapeutics SA and partially funded by Sobi. Medical writing and editorial support was provided by
e With a median follow-up time of 37.2 months, 9 (45%) patients died with 5 (25%) due to disease Katherine Bowles, PharmD, from Citrus Health Group (Chicago, lllinois, USA), and funded by ADC Therapeutics SA and Sobi.
co N C L U s I O N s Lonca 0.15 mg/kg + rituximab 375 progression, 2 (10%) due to COVID-19 infection, 1 (5%) due to pancreatic neoplasia, and 1 (5%) due to
mg/m? Q3W for 2 cycles, then liver failure Disclosures
Fixed trea-tment .duration O.f F—OHC?'R showe-d no new safety signals a""d demonStrétEd o -'-°“‘.:a 0.15 mg/kg +2 - Lonca 0.075 mg/kg + rituximab - For both .parts Of the study, Table 3. Safety outcomes for the LOTIS-5 safety run-in C Carlo-Stella: consultant or advisory role for ADC Therapeutics SA, Celgene/Bristol Myers Squibb, Karyopharm, Merck Sharp & Dohme, Novartis, Roche,
encouraging antitumor activity, with early signs of durable response in patients with R/R N.E L 22/ DT = = 375 mg/m?Q3W for up to 6 o irrespective of disease status, _ - _ | | ,
DLBCL/HGBL maintained for >28 months after EOT E g - Q3W for 2 cycles, then 8 TI,- additional cycles % patients W||| be followed for “ Sanoﬂ, and Scenic B|otech, honoraria from AstraZeneca, Celgene, Gilead Soences, Incyte,Janssen OﬂCO|Ogy, Merck Sharp & Dohme, and Roche.
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g “g rituxima;b 375 mg/m? = %0 E withdrawal of consent, e =2 TEAE 1155 Company Limited. S Grosicki: no disclosures. S Snauwaert: consultant or advisory role for AbbVie, AstraZeneca, BeiGene, Bristol Myers Squibb,
R, complete response; ctDNA, circulating tumor DNA; D1, cycle ay 1; DLBCL, diffuse large B-cell lymphoma; DOR, duration of response; EOT, end of therapy; GemOx, gemcitabine + oxaliplatin; T, gamma- O w C = o —f . 2 - —_ GGTincreased 5(25)
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pharmacokinetic; R, rituximab; R/R, relapsed/refractory; SCT, stem cell transplant; TEAE, treatment-emergent adverse event. additional cycles gemCitabine 1000 mg/m? + whichever occurs first

oxaliplatin 100 mg/m? COVID-IZHEOWID-E el 23] Sankyo, and Seagen. ] Lépez-Jiménez: consultant or advisory role for AbbVie, BMS, Gilead, Janssen, and MSD; speakers bureau for AbbVie and Janssen;
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