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INTRODUCTION METHODS ELIGIBILITY CRITERIA STUDY ASSESSMENTS
Y . — . . e o Keyinclusi |usi iteri h in Table 2 . |

« Rituximab (R) in combination with chemotherapy (R-CHOP [cyclophosphamide, doxorubicin, vincristine, and STUDY DESIGN ey inclusion and exclusion criteria are shown in Table Study a.sses'srnents are shown " Table 3

prednisone]) is the standard first-line therapy for patients with DLBCL' * This is a phase 2, open-label, response-adapted study of Lonca-R in previously untreated unfit (Cohort A) or frail » Screening visits should occur within 4 weeks of day 1 of cydle 1
« Aging unfit or frail patients who may not tolerate R-CHOP represent an increasing unmet need? (Cohort B) patients with DLBCL Table 2. LOTIS-9 key eligibility criteria « Imaging will be performed at screening (baseline), before cycle 4, and at the end of cycle 6 (as applicable)

. . . e . : and then every 12 (£2) weeks up to 1 year, every 24 weeks up to 2 years, and annually to 5 years

— There are limited treatments for patients who are frail and/or ineligible for anthracycline-based therapy — Fitness (Cohort A) and frailty (Cohort B) will be assessed using the sGA . . o

« There s also significant heterogeneity in how fitness for therapy is assessed Key inclusion criteria (both cohorts) « All safety assessments on dosing days will be performed before study drug administration; additional
N oy | | o | | | — Lonca-R treatment. assessments may be performed as clinically indicated

 The simplified geriatric assessment (SGA) is a validated objective tool to assess fitness status and predict overall survival , . o :

(0S) of patients >64 years with DLBCL * R(IV; 375 mg/m?) on day 1 of cycles 1-4 » Pathologic diagnosis of stage |-V DLBCL?

* Lonca 150 ug/kg IV on day 2 of cycle 1 and day 1 of cycle 2, and Lonca 75 pg/kg IV on day 1 of cycles 3 and 4 o ECOG perf tatus of 0-2 or ECOG PS 3 if 3 decline in status is d d related to lvmph d notentiall
— The sGA includes three distinct categories (fit, unfit, and frail) and is based on age, activities of daily living (ADL), _ ' = ’g et S P SO .pe OITANCE Slats O o 119 GECINE 1N SEUS 15 GEEMEC TEAted 1o ymphoma and POtentialy Table 3. Study assessments
| o o | | L . — Patients will receive 3 Lonca-R cycles reversible
instrumental activities of daily living (IADL), and the Cumulative lliness Rating Scale for Geriatrics (CIRS-G) _ _ ‘ _ _ ‘ _ . .
* Patients who achieve complete response (CR) or partial response (PR) after 3 cycles will continue to receive » Measurable disease (2014 Lugano Classification) Safety ‘ Efficacy
1 or 3 additional cycles of Lonca-R, respectively » No prior therapy for DLBCL, HGBCL, or grade 3b FL, with the exception of <14 days of corticosteroids for symptom . — imary: CRe
P, — / ' / = « Physical examination Primary: CR
Table 1: The Simplified Geriatric Assessment o Dat : : A -
p—— ; . Pat|e.n.ts in Cohort B who ach|eye stable d|§¢ase and derive clinical benefit, as determined by the treating » No dlinically significant third space fluid accumulation (ie, ascites requiring drainage or pleural effusion that is either « Height and weight Disease assessment
physician, may continue to receive an additional 3 ¢ycles of Lonca-R requiring drainage or associated with shortness of breath) Jitalsigns maging
ADL >50 <50 6° <6° e Vital si ’
» Adequate organ function defined by screening laboratory values® , _ Clinical -
. . PY ® t
. . . * All patients will be followed every 12 weeks for 1 year, then every 24 weeks for up to 3 years, and then annually Pregnancy test, if applicable it examinaton
IADL =6 <6 8 <8 for Up to 5 years « Safety laboratories (hematology, chemistry, urinalysis) PK, PD, and immunogenicity
CIRS-G 0score =34 =1 score =34, 0 score =34, 21 score =34, e Each cohort will enroll 40 patients Inclusion criteria specific for Cohort A * AES/SAEs, grading per Common Terminology Criteria « PK of Lonca-conjugated antibody, total antibody, and
- - for Adverse Events, version 5.0 unconjugated SG3199 warhead in serum

Age, years <80 <80 >80 >80 - T Unfit as defined by the sGA (includes all of the following): o ADA in whole blood
+ g~ 0 years  Hod bomarkers, DA ZDNA
ADL, activities of daily living; CIRS-G, Cumulative Iliness Rating Scale for Geriatrics; IADL, instrumental activities of daily living. Patients will be followed for up to 5 years PY ADL score Of 6 ° TumOr tISSue bIOmarkerS

CR

Lonca-R: —> Lonca-R: cycle 4°
Lonca IV Q3W 0.15 mg/kg for s

cycles 1 and 2, then 0.075 mg/kg for (o

PRIMARY ENDPOINTS ® |AD|_ Score Of 8 “Defined as the proportion of patients with a BOR of CR according to the 2014 Lugano Classification criteria.

e CIRS-G: no score of 3-4 and < 5 scores of 2

o Loncastuximab tesirine (loncastuximab tesirine-Ipyl; Lonca), an antibody-drug conjugate comprising a humanized

. . . . . . ) , . + Cohort A: CR rate (2014 Lugano classification)
anti-CD19 monoclonal antibody conjugated to a pyrrolobenzodiazepine (PBD) dimer toxin, is approved as a o 3 cycles* . s B e T STUDY STATUS
. . . ¢ ¥ PR LoncaR: cycles 4-b who completed 4 cycles/total number of patients) . . . P . . .
monotherapy in relapsed or refractory (R/R) DLBCL after >2 systemic treatments, based on data from the pivotal Rituximab IV<: | = Inclusion criteria specific for Cohort B o The study opened for recruitment in April 2022
' Target enroliment, n=40 | 375 mg/m? for cycles 1-3 . y
phase 2 LOTIS-2 trial* | E |
« As the PBD component of Lonca produces cell death via DNA damage in a similar fashion to many cytotoxic = . SEC2ECONDARY. ERBROMNTS Frail as defined by the sGA: KEY MESSAGE
N ' o ' _ Lonca-R: CR ST ‘S o Aced > 80
chemotherapy agents,” the addition of R is expected to produce similar improvements in outcomes and could sbtondly = Lt IV G 0:15 ing g e - bt 3 * ORREOLA Luganerclassification]. Zyear PRS- ° Aged = ol years
frail or patients with 21 - QA & b il 5 o i The safety and efficacy of Lonca-R in unfit or frail patients with untreated DLBCL, high-grade B-cell
potentially result in prolonged tumor control cardiac comorbidity 3 cyces pe—— e Sy sttt g o ADL score of <6 and/or | i e i o | T , o .
: . . . . . . . = et e ’ . PS, PK/PD ters!, PROsE _ _
« The safety and efficacy of Lonca-R versus immunochemotherapy are being studied in patients with R/R DLBCL in an e e R , » IADL score of < 8 and/or ymphoma, or grade 3o follicular lymphoma Is being evaluated in the phase 2, open-iabel, LOTIS-S clinica
ongoing, separate study (LOTIS-5; NCT04384484) o CIRS-G > 1 score of 3-4 and/or > 5 scores of 2 trial (NCT05144009)
° The eﬂ:lcacy aﬂd Safety Ofthls Comblﬂatlor] |ﬂ Uﬂtreated Uﬂf|Ufra|| pat|eﬂts ha\/e ﬂot beeﬂ eSta b||Shed =‘Define(fi bythedsGAas >80 years ofag{e; an AiL score of 6; anf\AiLsc;)re ofh8;and for‘CIRS—G‘, no Scorekof3—4§nd <5 Scotr)es of 2 basefd on tlhe FILt?oI. bDefinbed byghe SGCAjaS zf‘Oydears oiage; and/or an AD]& score o|f<6; and/or an IADL | or
r <8; and/or CIRS-G, =1 r 3-4 and/or =5 r 2 n FIL .4 is3w 21 . 9A subcutaneous formulation of rituximab m. u 1400 mg, starting from 2.D r 3. . . . R . . e
?chni;ntrat;ns aond PK parang)rf;Lon:a-PBOD-conSjZZaetSegantiSZZy,ct)ot;\intib;?dc;,amgySCGe;% ueni;nj’ugatzﬁwar;ea; ftraeqi(;nscyoofcor?;romeczd pésitiveaantijfugeamii)oztyares;o:ssee;their assogc;idttitgersoancj,yicf:pp\\'caotji,srjesuifa\;{ggactivity i Aged > 65 - <80 Wlth at |eaSt one Ofthe fO”OWlng Ca rd|aC Comorbldltles that ma ke anth raCyC“ne'Contalnlng
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. Re|atIOﬂ bet\/\/een blOOd/USSUG b|omarkers and Se|eCtEd C|IﬂICa| eﬂdeIﬂtS *As defined by the 2016 WHO classification, including patients with DLBCL transformed from indolent lymphoma, HGBCL, or grade 3b FL. *Contdct |nfOI'mC|ti0n:

Absolute neutrophil count >1.0 x 103/pL (and off of growth factors for at least 72 hours); platelet count =75 x 103/uL without transfusion in the past 7 days; alanine aminotransferase, aspartate aminotransferase, and gamma glutamy!
transferase <2.5 x the ULN; total bilirubin <1.5 x ULN (patients with known Gilbert's syndrome may have a total bilirubin of up to <3 x ULN); and calculated creatinine clearance >30 mL/min by the Cockcroft-Gault equation.
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