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INTRODUCTION OUTCOMES Table 3. Study assessments Table 5. Results for LOTIS-5 safety run-in (n = 20)
» Patients with refractory or relapsed diffuse large B-cell lymphoma (R/R DLBCL) typically have poor outcomes following * The primary endpoint is progression-free survival by independent central review
standard treatment’ * Key secondary endpoints include overall survival, overall response rate, safety, duration of response, Efficacy ‘ Safety Efficacy in patients with R/R DLBCL
i iri i irine-lovl: i i _ i S| - nharmacokinetic parameters, and changes in patient-reported outcomes (Table 1 ,
o Loncastuximab Fesmne (ancastuxmab tesirine-lpyl; L.onca') S a novel gnmbody drug.comugate comprising an anti-CD19 D g P P ( ) Disease assessment » AEs graded to CTCAE v5.0 N (%) 0504 |
monoclonal antibody conjugated to a pyrrolobenzodiazepine (PBD) dimer toxin, indicated for the treatment of R/R DLBCL macing (PET.CTY “COG perf
fter >2 systemic treatments?? * Imaging (PET-C1) ’ performance status Overall response rate? 15 (/5%) (50.9, 91.3)
altel =2 5y Table 1. Studv obiect d endpoi o Clinical examination for lymphoma o Clinical laboratory tests® P ’ oo
» Lonca is internalized by cells expressing CD19, the linker is cleaved, and the PBD dimer causes interstrand DNA crosslinks able 1. >tudy objectives and endpoints Shvsical Nt
, e FhysICal eXamination Complete response 8 (40%) (19.1, 63.9)
that lead to cell death (Figure 1)* . — . . « Pregnancy test (if applicable)
o Rituximab (R) is part of standard immunotherapy for DLBCL, both as frontline therapy and in subsequent treatments®’ Primary objective ‘ Primary endpoint » Vital signs Partial response 7(35%) (154, 59.2)
o Preclinical evidence suggests that the addition of rituximab to anti-CD19 ADC therapy may result in prolonged tumor control® . - . . o oFS (ovind dent central review o Height and weight Safety endpoints
o LOTIS-5 aims to evaluate Lonca + R (Lonca-R) vs. standard immunotherapy of R + gemcitabine + oxaliplatin (R-GemOx) in * tvaluate the efficacy of Lonca-R versus k-bemux ‘ y INAEPENAENT CEntral TEVIEW o 12-lead ECG
hatients with R/R DLBCL - - Any grade TEAE, n (%) 19 (95%)
" ; PK and immunogenicity Symptoms, PROs, and overall health
Secondary objectives \ Secondary endpoints Rach 5 (25%)
Figure 1. Mechanism of action of loncastuximab tesirine » PKof Lonca PBD-conjugated A, total Ab, and SG3199 free warhead o EORTC QLQ-C30 . 2 0%
o Further efficacy evaluation o OS, ORR, CRR, and DoR » ADAin blood o EQ-5D-5L dtigue (20%)
t;;ﬁf,f”“m;iu o Characterize the safety profile of Lonca-R » Frequency and severity of AEs and laboratory values . _ym§ subscale of FACT-Lym Increased gamma-glutamyltransferase 4 (20%)
D19 » Characterize PK of Lonca-R » PK'parameters for Lonca total Ab, PBD-conjugated Ab, anao » GP>item of FACT-Lym Grade >3 TEAESs, n (%) 10 (50%)
A End C}E}ftGSiS L P Eva|uate |mmunogen|C|ty Of Lonca_R ﬁl’ee SGB/I 99 *Performed at baseline and at 6 and 12 weeks after cycle 1, day 1, and then every 12 weeks until the end of treatment. "Hematology, chemistry, coagulation, and urinalysis. Ab, antibody; ADA, antidrug antibody; AE, adverse event; CTCAE, Common Terminology
: : ; s0s50mMe 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
At ErEaten ’ ® E\/a|uate |mpaCt O]C LOﬂca—R OonN PROS aﬂd O\/era” hea|th ® ADA t|terS tO LOﬂca ;E%r’ag;/ti—e:%/_r:epphoo&nez; Suiig:naerﬁgféhgfjitt;ygcidljceegicetztio;;?gent;’PLonca, Ioncastamabésirine; Lyms, ISmphomga subscale; PBD, pyrrolobenzodiazepine; PET-CT, pgsitron emissio?] tomography and computerized tyomography; PK, pharmacokinetic; |ncrea56d gamma_glL’Ita myltranSferase 3 (/I 5%)
status o Changes in PROs from baseline INncreased alanine aminotransferase 2 (10%)
o RESULTS
ArnZANon.D G Neutropenia 2 (10%
DNA-toxin crosslinks Tumor cel e o RESULTS FOR LOTIS-5 SAFETY RUN-IN (PART 1) ’ %)
v '”e‘ . t‘ AeglAmsntietxee;n?no Or‘nAleat;OT/:rr;e teveenltr'St ngcsc?r]ne meattelorr;sO c:szzrrraetr;'cgc?lgogtzerzzlsgloorresaénS;?Toizg—CSch):castuxima tesirine + rituximab; ORR, overall response rate; overall survival; PBD, pyrrolobenzodiazepine; . . . . : : : Data cutoff: February 28, 2022
éE’S,a;:l)bgoriZ’sion—%ree SCLjJrvei%/al; Pi, S%/érrr;acdokinetic; PR(,),Cpat’ient—rE:)orted Eutcome; Fé—Gerr%gx, rituximgb +F:gemc;tabine+,o|><a|ip|atin, ’ VORR I resp 05 I ; , pyrrolob diazeping; PY The ZO patlents N the Safety rUn-1Nn wWere g medlaﬂ age Of 745 yea S (l’a ﬂge 35‘93) aﬂd FECEIVEd a mEdIaﬂ Of/l pre\/|OUS °By central review !
therapy (range 1-6)
C Arrest of DNA
replication ELIGIBILITY CRITERIA * As of the February 28, 2022, data cutoff:
* Key inclusion criteria and exclusion criteria are shown in Table 2 — The median number of doses administered was 5 (range 1-8), and the median duration of follow-up was 5.83 months CONCLUSIONS
renge 197109 R demonstrated fety signals and showed ng antit tivity |
() -
Table 2. Key inclusion and exclusion criteria — 19 (95%) patients had at least 1 treatment-emergent adverse event (TEAE), and 10 (50%) patients had grade >3 TEAES _Oﬂ.Cc’a gmons ale ﬂ.O NEW sarety Slgl.ﬂa > dlds Owe. encpuragmg anutumor acivity In
OBJECTIVE — The most common all-grade TEAES, regardless of the relationship to the study treatment, were rash (5 [25%]), fatigue (4 patients with R/R DLBCL in a nonrandomized safety run-in period (part 1)
Key inclusion criteria Key exclusion criteria - i _ i : i j i
To characterize the safety and preliminary efficacy of Lonca + rituximab (Lonca-R) y y [20%)]), and increased gamma-glutamyltransferase (4 [20%)) * The randomized part of LOTIS-5 (part 2) commenced in January 2022; recruitment is ongoing

— The most common grade >3 TEAES were increased gamma-glutamyltransferase (3 [15%]), increased alanine

o Adults with a pathologic diagnosis of R/R DLBCL o Previous treatment with Lonca or R-GemOxX aminotransferase (2 [10%]), and neutropenia (2 [10%))
METHODS i | | thi '
(including DLBCL transfor.med from indolent » Autologous SCT within 30 days before the start of the study drug — The overall response rate by central review was 15/20 (7/5%); a total of 8/20 (40%) and 7/20 (35%) patients attained Acknowledgments & Study Funding
STUDY DESIGN lymphoma), or HGBCL, with MYCand BCLZ and/or | Allogeneic SCT within 60 days before the start of the study drug complete response and partial response, respectively - SR - - | - -
- . . . . . / The authors would like to thank all participating patients and their families, all study co-investigators, and
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* Inpart 1, 20 patients were enrolled in a nonrandomized safety run-in period with Lonca-R to characterize the safety of Lonca-R systemic treatment regimen » Serologic evidence of chronic HBV infection and unable or

combination therapy o Measurable disease (2014 Lugano Classification) unwilling to receive standard prophylactic antiviral therapy or asen harcterlstlcs — Disclosures

' ' ' ' . ' _ ' ' _ ' ' _ ' ' _ : . . 2e, medalan (min, max), years : - i . . ' ' ' [ '

* |In part 2, approximately 330 patients will be randomized 1:1 to receive Lonca-R or rituximab-gemcitabine-oxaliplatin (R-GemOXx) » Not a candidate for SCT based on performance with detectable HBV viral load o e theraen rmecian (i o 0 Kingsley: Em.ployee fO". US Oncology; research ]CU”d'ﬂg from A[?C Therapeutics, 3e|Gene, Daiich Sankyo, and
* Key inclusion criteria include age >18 years, diagnosis of DLBCL (including DLBCL transformed from indolent lymphoma) or status, advanced age, and/or significant medical » Serologic evidence of HCV infection without completion of Sex. 1 (%) Seagen. Gr05|ck|. No disclosures .to. report. Kwiatek: Spegkers bureau for Abb\ﬂe, resegrch funding from ADC
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* All patients in the safety run-in received Lonca 0.15 mg/kg + rituximalb 375 mg/m? every 3 weeks for 2 cycles and then Lonca directed therapy must have a biopsy that shows requiring drainage or pleural effusion either requiring drainage o ; L crork owmerehi Wane: Eriolovee of ADC Therabewtice with <tock owherhio. Depaus: Conculant for

0.075 mg/kg + rituximab 375 mg/m* Q3W for up to 6 additional cycles (Figure 2) on aft etion of th Staco | £ (30 P & HMpIoy Pe p. Depaus. .

CD19 expression after completion of the CD19- or associated with shortness of breath) JEE (3Y) Takeda, Novartis, and Janssen.
directed therapy . . stagel 030
Figure 2. LOTIS-S trial design o Major surgery, radiotherapy, chemotherapy, or other Stage IV 8 (40) nef
» ECOG performance status 0-2 antineoplastic therapy within 14 days before the start of the Primary category, n (%) ererences
Phase 3 trial of loncastuximab tesirine in combination with rituximab » Adequate organ function study drug unless approved by the sponsor DLBCL, NOS 17 (85) 1. Crump M, et al. Blood. 2017;130:1800-1808.
High-grade B-cell ymphoma, with MYC and BCLZ2 and/or BCL6 rearrangements 3(15) 2. Caimi PF et al. Lancet Oncol. 2021:22:790-800.
Prior stem cell transplant, n (%) 3. ADC Therapeutics SA. ZYNLONTA Prescribing Information. April 2021.
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s ‘T: o 150 ug/kg + rituximab 375 mg/m? ol Lonca (75 ﬂg?kg)+:i:ux?rt\cazs(375 mg/m?) E .For botth par]tcs d’f’fthe Sttufy’ First line prior systemic response, n (%) - Hart eyJ - EXP ert pIn BIo er. e i '
g s O Q3W for 2 cycles ° ? Q3W for up to 6 additional cycles ™ Irrae‘fiZizsIﬁITbeI:;T;ZZdaf;? Relapse 18 (90) 0. Sehn LH, et al. Blood. 201 5:7 25:22-32.
gt £z = p to 4 fter EOT until STUDY ASSESSMENTS Ref 2 (10) /. Corazzelli G, et al. Cancer Chemother Pharmacol. 2009:64:907-916
> 5 ; 5 5 5 = up to 4 years after unti . . . . erractory , , , . ,' : - .
G o o . L;’k”‘:f_sfll‘l’j;“;:;;s;g'r;f P E 5 R-GemOX: rituximab 375 mg/m? + & withdrawal of consent, o Study assessments are shown in Table 3. Time-to-event endpoints will be assessed for the Sther 0 3 Rvan MC et al Blood. 2017:130:2018-2026
- HE/KE n 8 - emcitabine 1000 mg/m? + c loss to follow-up, or death— . . . - . . . . . . Ryadl , et al. blood. / ' '
S » Q3W for up to 6 additional cycles m“plaﬁi 100 me/m2 Q2w s D e eyeles s wiiehisuerpeonsiie intent-to-treat population using a stratified log-rank test, and an interim futility analysis will be Last line prior systemic response, n (%)
conducted after one-third of the expected progression-free survival (PFS) events have occurred Relapse 14.(70) *Contact Information:
EOT, end of treatment; Q2W, every 2 weeks; Q3W, every 3 weeks; SCT, stem cell transplant. Refractory 5 (25) . . .. .
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