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CONCLUSIONS RESULTS

To our knowledge, this is the first comparative analysis between loncastuximab Efﬁcacy resu ItS SafEty resu |tS

tesirine and glofitamab. While accounting for the known matching-adjusted

indirect comparison (MAIC) limitations, in patients with relapsed or refractory The results of the naive unadjusted and weighted efficacy comparisons and MAIC * Safety results significantly favoured loncastuximab for serious adverse event
diffuse |arge B-cell |ymph0ma (R/R DLBCL) after >2 Systemic therapies) these analyses Comparing loncastuximab tesirine and gIOﬁtamab are summarised in Figure 1, (SAE) CytOkIne release Syndrome (CRS)I and Slgnlﬁcantly favoured gIOﬁtamab for
Figure 2, and Table 2. treatment discontinuation due to treatment-emergent adverse events (TEAEs); Grade

analyses show no evidence of a difference between the treatments for all

_ , . 3—4: any adverse events (AEs), gamma glutamyl transferase (GGT) elevation and
assessed efficacy endpoints (overall response rate [ORR], duration of response

* No statistically significant treatment differences were observed between loncastuximab

- thrombocytopenia.
[DORY], duration of complete response [DOCR], progression-free survival [PFS], and- glofitamab for.ORR, D-OR' DOLE, P-FS’-?nd 05 (Table 2) v * Numerically higher odds of Grade 3—4: anaemia and febrile neutropenia were observed
overall survival [0S]), except complete response (CR) which was higher with  Patients treated with glofitamab had significantly greater odds of achieving a CR, but _ y nig -ana . P vere o
, P P P g this did not lead to significant differences in long term endpoints such as PFS and OS. with loncastuximab treatment, and numerically higher odds of any grade infections;

glofitamab, but this did no’F lead to dlfferenc.es in long term endpoints such as - Results from the naive unadjusted and weighted analyses were very similar. Gra(.je 3—4: infections, neutropenia, and tumourily5|s syndrome were gbservgd \-N‘Ith
PFS and OS. Safety comparisons show few differences between the treatments, glofitamab treatment, although none of these differences were statistically significant.
in line with their known safety profiles. » There were no notable differences between treatments for fatal AEs and SAEs.

Figure 1: Forest plots showing OR estimates for response and HR estimates for

DOR/DOCR, for naive unadjusted and weighted (sandwich or bootstrap) estimators Table 3: Comparison of safety outcomes: loncastuximab tesirine (LOTIS-2)
INTRODUCTION .
OR estimates for response

Loncastuximab tesirine, Loncastuximab tesirine versus glofitamab,
. . . n (%) odds ratio (95% Cl)
* Diffuse large B-cell ymphoma (DLBCL) is the most prevalent type of malignant ] - Glofitamab - Weighted
. . . . . onca Vvs. ’
lymphoma with up to 40% of patients experiencing R/R disease after | 0 Outcome Unadjusted | Weighted |n (%) (N=154) Naive Weighted comparison
initial treatment (1). glofitamab  Model OR (95% Cl) (N=133.5) unadjusted comparison®" (sandwich
* There are limited treatment options for patients with R/R DLBCL who have NP30179 ORR estimator)
. . . : . Treatment
prevpusly rec?'ve‘?' two or more lines of systemic treatment, and hence prognosis Naive unadjusted 0.91 (0.57, 1.45) discontinuation 35(26.1) | 35.3(26.4) 14 (9.1) 3.54(1.84,7.12) | 3.59(1.87,7.22)  3.59 (1.82,7.06)
remains poor in this population (2-4). due to TEAEs
. . . . Weighted (sandwich estimator) 0.96 (0.60, 1.53)
* Loncastuximab tesirine and glofitamab are two novel treatments recently approved in
third-line R/R DLBCL (5, 6). ot Any grade infection | 44 (33) | 44.2(33.1) 59 (38) 0.79 (0.48,1.28) | 0.80(0.49,1.29) | 0.80 (0.49, 1.30)
» Loncastuximab tesirine is a CD19-targeted antibody drug conjugate (ADC), \ai Husted - 0.49 (029, 0.581)
. . . . . . . aive unadjuste . .29, 0. -
delivering a potent and cytotoxic pyrrolobenzodiazepine (PBD) dimer alkylating . AE Grade 34
agent through a stable and protease-cleavable linker (7). Weighted (sandwich estimator) @ 0.56 (0.32, 0.90)
5 Glofitamab is a T-cell engaging bispeciﬁc ant body (Ab) with a novel 2:1 Any AE, Grade 3-4 97 (72.4) 95.7 (71.7) 87 (56.5) 2.02 (1.23, 3.31) 1.95 (1.20, 3.21) | 1.95(1.18, 3.21)
configuration that enables bivalent binding to CD20 on B cells and monovalent NP30179 PR
Weighted (sandwich estimator) @ 2.43 (1.28, 4.61) ;
O BJ E CT I V E Cytokine release 0 (0)* 0 (0)* 6(3.9) | 0.08(0.005,1.52)" 0.09 (0.005, 1.53)"
syndrome
! ! Febrile
0o 1 5 _ 4 (3.0) 4.0 (3.0) 4(2.6) 1.15(0.28,4.71) | 1.15(0.27,4.95) | 1.15(0.28, 4.74)
I > neutropenia
* Given that there are no head-to-head trials of loncastuximab tesirine versus glofitamab Favours  Favours
in adult patients with R/R DLBCL after two or more systemic therapies, the objective of glofitamab  loncastuximab GGT elevation 28(20.9) | 27.3(20.4) 4(3) 9.91(3.75,34.2) | 9.64(3.64,33.3) | 9.64(3.26, 28.5)
this analysis was to conduct a MAIC to evaluate their relative efficacy and safety.
Infections 11(8.2) 11.3 (8.4) 23 (15) 0.51(0.23,1.07) | 0.52(0.24,1.09) | 0.52(0.24, 1.13)
HR estimates for DOR/DOCR
Neutropenia 35(26.1) | 34.0(25.5) | 41(26.6) 0.97 (0.58, 1.65) | 0.94(0.55,1.59) | 0.94 (0.55, 1.60)
Lonca vs.
* A systematic literature review identified LOTIS-2 (loncastuximab tesirine trial, glofitamab  Model HR (95% Cl) Thrombocytopenia | 23 (17.2) | 21.9(16.4) 12 (7.8) 2.45(1.17,5.14) | 2.32(1.12,5.04) | 2.32(1.10, 4.90)
NCT03589469) and NP30179 (glofitamab trial, NCT03075696) for inclusion in an .
indirect comparison. NP30179 DOR :;‘3‘:;‘:;:5'5 0(0) 0(0) 2 (1.3) 0.23(0.01, 4.77)" | 0.23 (0.01, 4.78)"
* Both trials were single-arm and had similar inclusion criteria, and therefore unanchored Naive unadjusted ® 1.11 (0.63, 1.96)
* Baseline variables that were identified as having the potential to impact patient
outcome included age, histology (high-grade B-cell ymphoma [HGBL] vs non-HGBL), NP30179 DOCR Any SAE 49 (36.6) | 483(36.2) | 73(47.4) | 0.64(0.40,1.03) | 0.63(0.39,1.01) | 0.63(0.39,1.01)
disease stage (I-Il vs llI-1V), Eastern Cooperative Oncology Group status (O vs 1
. . ( . )' . P &y P ) ( )' .. Naive unadjusted ® 0.52 (0.19, 1.41) )
previous systemic therapy (<3 vs 23 lines) and refractory status. Baseline characteristics Cytokine release 0(0) 0(0) 32(20.8) | 0.01(0.001,0.23)" 0.01 (0.001, 0.23)" )
are summarised in Table 1. Weighted (bootstrap estimator) @ 0.71(0.21, 1.38) syndrome’ ’ ’
J Tq reduce pgtenhal blas. a§SOC|ated with t-he cross-study comparisons, baseline varla!oles Fatal AEs 5(3.7) 49 (3.7) 8 (5.2) 0.71(0.23,2.22) | 0.70(0.21, 2.16) | 0.70 (0.22, 2.21)
with potential prognostic impact were adjusted to ensure more closely matched patient | i
characteristics for both efficacy and safety comparisons. 0 1 2
, o , o , < > Sepsis 0 (0) 0(0) 6(3.9) |0.08(0.005,1.52)" 0.09 (0.005, 1.53)"
* This was done by re-weighting the available individual patient data (IPD) for Favours  Favours
; % ; o ; loncastuximab glofitamab
|OncaStUX|mab teSIrIne tO matCh the average base“ne CharaCtenShCS Of gIOﬁtamab for Bold font = statistically significant difference between treatments: OR<1.0 favours loncastuximab tesirine; OR>1.0 favours glofitamab.
WhICh Onl a regate data arere OI"tEd. tGraded according to the approach of ASTCT; $Only 1 patient experienced this AE and this event was Grade 1; |Zero loncastuximab events make it difficult to accurately esti-
y aggreg P
. . . mate the OR; OR estimated using a continuity correction of 0.5 for patients with events / without events in both treatment arms.
@ Haza rd ratios (HRS) were CaICUIatEd for Su ervaI outcomes and Odds ratios (ORS) for Bold font = statistically significant benefit for patients receiving glofitamab. HR<1.0 favours loncastuximab tesirine, with a reduced hazard of an event (loss of response) and Abbreviations: AE, adverse event; ASTCT, American Society for Transplantation and Cellular Therapy; Cl, confidence interval; GGT, gamma glutamyl transferase; OR, odds ratio;
OR>1.0 favours loncastuximab tesirine, with higher odds of achieving a response. SAE, serious adverse event; TEAE, treatment-emergent adverse event.

response and safety outcomes. The standard error for HR and OR MAIC estimates were - R . g . .
. . . . Abbreviations: Cl, confidence interval; CR, complete response; Lonca, loncastuximab tesirine; DOCR, duration of complete response; DOR, duration of response; HR, hazard
calculated using a bootstrap or sandwich estimator, respectively. ratio; OR, odds ratio; ORR, objective response rate; PR, partial response.

* Endpoints of interest were response rates (ORR, CR and partial response [PR]), DOR, R E F E R E N C ES

Figure 2: Forest plots showing HR estimates for OS and PFS, for naive unadjusted

DOCR, PFS, OS, and key safety outcomes.

and weighted (bootstrap) estimators 1.Crump M et al. Blood. 2017;130(16):1800-8.
2.Van Den Neste E et al. Bone Marrow Transplant. 2016;51(1):51-7.

Table 1: Summary of baseline characteristics included in the MAIC analyses

Characteristic Description HOTI52 NPSOL7S Lon_ca " 0 3.Van Den Neste E et al. Bone Marrow Transplant. 2017;52(2):216-21.
Treatment (N) 1_|<\3|n=cizt5u)ximab tesirine :SI\I|o=ﬁ1ia5r2)aTb glofitamab  Model HR (95% Cl) 4.Radford J et al. Blood. 2019;134.

5. European Medicines Agency (EMA). Zynlonta (loncastuximab tesirine)
Line of treatment data is for - 3L+ 3L+ NP30179 OS EPAR (accessed Sept 2024).
Age, median years [IQR] <range> |- 66 [56, 71] <23, 94> 66 [NR] <21, 90> Naive unadjusted ¢ 118 (0.86, 1.60) 6. European Medicines Agency (EMA). Columvi (glofitamab)

Gender, n (%) Male 85 (59) 100 (65) Weighted (bootstrap estimator) —— 1.16 (0.95, 1.42) EPAR (accessed Sept 2024).
7.Tong JTW et al. Molecules. 2021;26(19).

DLBCL, not o/w specified | 127 (88) 110 (71) .
Histology, n (%) NP30179 PFS 8. Dickinson MJ et al. N Engl J Med. 2022;387(24):2220-31.
HGBL 11 (8) 11 (7) Naive unadjusted @ 0.98 (0.72, 1.36)
GCB 48 (33) NR Weighted (bootstrap estimator) —— 0.94 (0.73, 1.21) AC K N OW L E D G E M E N TS
GCB or ABC DLBCL, n (%) ABC/non-GCB 23 (16) NR
Unknown 74 (51) NR | | This study was funded by Sobi. Analyses and medical writing services were supported
Double-hit or trife-hit DLBCL 1 (%) 510 " 0 1 2 by Source Health Economics and medical writing and editorial support was funded by
ouble-hit or triple-hi , N (% - < » S .
obi and ADCT.
Dguble-expressor or ] 20 (14) NR Favours Favours
triple-expressor DLBCL, n (%) loncastuximab glofitamab
Yes >10 cm: 8 (6) ;g ?;nzi) 64 (42); >10 cm: D I S C LO S U R E S
Bulky disease, n (%) HR<1.0 favours loncastuximab tesirine, with a reduced hazard of an event (progression or death).
No 137 (94) NR Abbreviations: Cl, confidence interval; HR, hazard ratio; Lonca, loncastuximab tesirine; OS, overall survival; PFS, progression-free survival.
KW, FC, ZH, SM, DE: Employees of Sobi. AP, VC: Employees of Source Health Econom-
Extranodal disease, n (%) - 50 (34.5) 95 (61.3) ics which received consultancy fees for the systematic literature review and statistical
| 33 (23) 35 (23) Table 2: Efficacy results of the MAIC analyses (loncastuximab tesirine vs glofitamab) analyses presented in this abstract. TM: Previous employee of Source Health Econom-
Disease stage (Ann Arbor), n (%) . - ics. GL: Professor at University Hospital Muenster; Consultation (Immagene, Genase,
-1V 112 (77) 116 (75) . . . Loncastuximab tesirine . ) . .
Loncastuximab tesirine Glofitamab versus Lilly); Advisory Board (Roche, Gilead, Janssen, Bayer, Celgene, Novartis, AstraZeneca,
H 1‘ . . .
0 58 (40) 69 (45) unadjusted glofitamab Takeda, BMS, NanoString, AbbVie, incyte, MorphoSys, Genmab, Karyopharm, Constel-
ECOG PS, n (%) 1 78 (54) 84 (55) Viedian fvents. | Median Naive . lation, ADCT, Miltenyi, PentixaPharm, Sobi, Hexal/Sandoz, BeiGene, MSD GmbH, Pierre
months n (% months) | unadjuste comparison .
, - ” S (%) | (months) diusted ison™ Fabre Pharma GmbH)
<2 70 (48) NR Response outcomes: OR (95% Cl)
IPI score, n (%)
0.91 0.96
>2 75 (52 NR
(52) ORR 134 66 (49) NA 155 80 (52) NA (057, 1.45) (0.60, 1.53)
Median [IQR] <range> 31, 4] 3<2,7> 0.49 0.56
. CR 134 33 (25) NA 155 62 (40) NA (0.29, 0.81) (0.32, 0.90)
2 lines 63 (43) 62 (40) 249 243
Previous systemic therapy, n (%) PR 134 33 (25 NA 155 18 (12 NA ’ '
3 lines 35 (24) (23] (12) (1.34,4.75) | (1.28,4.61)
>3 lines: 92 (60) ot . 0
4 lines 47 (32) Time-to-event outcomes: HR (95% Cl)
DOR 13.4 18.4 1.11 1.09
Rel NR
apse 99 (68) (event=PD/death) = © | 21032 | g9 N | 8O NR 1 (13.7,NE) | (0.63,1.96) | (0.66, 1.65)
Response to 1st line, n (%) Refractory 29 (20)* 90 (58)7
DOCR 33 5 (15) NE 62 NR 26.9 0.52 0.71
Other 17 (12) NR (event = PD/death) (13.4, NE) (19.8, NE) | (0.19,1.41) | (0.21,1.38)
PFS
Rel 43 (3 NR . . . .
. apse 3 (event = recurence/ @ 134 65 (49) 2 96 101 2) 155 NR 3 j ?3 1) | (0 7(; 9536) (© 7% 9;121)
Respon.se to most recent line of Refractory 84 (58)" 132 (86) PD/death) Iy L 4 O Ly L 43, 4
systemic therapy, n (%)
(01 9.9 11.5 1.18 1.16
Other 18 (12) NR (event = death) 134 | 89 (66) 67,116) | NR (7.9,15.7) | (0.86,1.60) |  (0.95, 1.42)
Allogeneic 2 (1) NA
Previous HSCT. n (‘y) Autologous 21 (14) 28 (18) Bold font = statistically significant difference between treatments. HR<1.0 favours loncastuximab tesirine; OR>1.0 favours loncastuximab tesirine for efficacy and OR<1.0
’ 0 g favours loncastuximab tesirine for safety outcomes.
tTwo patients with ECOG PS 2 and nine patients with prior alloSCT were excluded from the LOTIS-2 ITT population (n=145) for the comparison with glofitamab; ¥Bootstrap or
Both 1 (1) NA sandwich estimate for variance; 9ESS for efficacy for loncastuximab tesirine group: 129.4 / DOR: 63.3 / DOCR: 29.9 / safety: 133.5.
Abbreviations: AlloSCT, allogenic stem cell transplant; Cl, confidence interval; CR, complete response; DOCR, duration of complete response; DOR, duration of response; ECOG
Yes 13 (9) 51 (33) PS, Eastern Cooperative Oncology Group performance status; ESS, effective sample size; HR, hazard ratio; ITT, intention-to-treat; MAIC, matching-adjusted indirect compari-
Previous CAR T-cell therapy, n (%) son; N, sample size; NA, not applicable; NE, not evaluable; NR, not reported; OR, odds ratio; ORR, objective response rate; OS, overall survival; PD, progressive disease;
No 132 (91) NR PFS, progression-free survival; PR, partial response.

tOnly reported for safety population of 154/155 patients enrolled; ¥Defined as no response to treatment; 9|Defined as no response or progression or relapse within 6 months
of anti-lymphoma therapy end date.

Abbreviations: 3L+, third- or later-line; ABC, activated B-cell; CAR T, Chimeric antigen receptor T; DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncol-
ogy Group performance status; GCB, germinal centre B-cell; HGBL, high grade B-cell lymphoma; HSCT, haematopoietic stem-cell transplantation; IPI, International Prognostic
Index; IQR, interquartile range; MAIC, matching-adjusted indirect comparison; NA, not applicable; NR, not reported; o/w, otherwise.
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