
Characteristic, n (%) Glofit + Lonca, 120 μg/kg
(n=20)

Glofit + Lonca, 150 μg/kg
(n=21)

All dose levels
(N=41)

Any-grade TEAEs 20 (100) 18 (85.7) 38 (92.7)

Grade ≥3 TEAEs 11 (55.0) 12 (57.1) 23 (56.1)

Grade ≥3 TEAEs occurring in >5% of patients

     Neutropenia 4 (20.0) 6 (28.6) 10 (24.4)

     Anemia 1 (5.0) 3 (14.3) 4 (9.8)

     Aspartate aminotransferase increased 2 (10.0) 1 (4.8) 3 (7.3)

     Gamma-glutamyltransferase increased 1 (5.0) 2 (9.5) 3 (7.3)

     Thrombocytopenia 2 (10.0) 1 (4.8) 3 (7.3)

Grade ≥3 treatment-related TEAEs 9 (45.0) 11 (52.4) 20 (48.8)

Grade ≥3 treatment-related TEAEs occurring in >5% of patients

     Neutropenia 4 (20.0) 6 (28.6) 10 (24.4)

     Anemia 0 3 (14.3) 3 (7.3)

     Aspartate aminotransferase increased 2 (10.0) 1 (4.8) 3 (7.3)

     Thrombocytopenia 2 (10.0) 1 (4.8) 3 (7.3)

Rates of CRS and ICANS

     CRS, grade 1 7 (35.0) 5 (23.8) 12 (29.3)

     CRS, grade 2 3 (15.0) 0 3 (7.3)

     CRS, grade 3 1 (5.0) 0 1 (2.4)

     CRS, grade ≥4 0 0 0

     ICANS, grade 1 1 (5.0) 0 1 (2.4)

     ICANS, grade 2 1 (5.0) 1 (4.8) 2 (4.9)

     ICANS, grade ≥3 0 0 0
TEAEs leading to study drug discontinuation

     TEAEs leading to Lonca discontinuation only 1 (5.0) 2 (9.5) 3 (7.3) 

     TEAEs leading to Glofit discontinuation only 0 3 (14.3) 3 (7.3)

A TEAE is defined as an adverse event that occurs or worsens in the period extending from the first dose of the study drug to 15 weeks after the last dose of the study drug or the start of a new anticancer therapy, whichever is earlier.
CRS, cytokine release syndrome; ICANS, immune effector cell-associated neurotoxicity syndrome; TEAE, treatment-emergent adverse event.

Table 2. Safety outcomes, treated population (N=41) 

RESULTS
Patient Population

 ●  As of 14 April 2025, 47 patients with R/R B-NHL had received ≥1 dose of treatment at the Lonca 90-,  
120-, or 150-μg/kg dose level

 – Of these, 41 patients with LBCL were treated at Lonca 120 or 150 µg/kg and comprised the treated 
population for this presentation; 30 were evaluable for efficacy

 – Six patients who received Lonca 90 μg/kg or had another B-NHL histology (ie, FL grades 1-3a or 
marginal zone lymphoma) were excluded from the present analysis

 ● Among the treated population, the median age was 71 years, 73.2% had de novo DLBCL, 51.2% received 
≥2 prior therapies, and 19.5% had received prior CAR-T therapy (Table 1)

Safety Outcomes
 ● A total of 38 (92.7%) patients presented with all-grade treatment-emergent adverse events (TEAEs), and 

23 (56.1%) presented with grade ≥3 TEAEs (Table 2)
 ● The most common grade ≥3 TEAE was neutropenia (24.4%)
 ● Grade 3 CRS occurred in 1 patient (120-μg/kg dose level); no grade 4 instances of CRS were observed at 

either dose
 – The rate of any-grade CRS was less frequent at the Lonca 150-μg/kg dose (23.8%) than at 120-μg/kg 

dose (55.0%)
 ● Grade 1 ICANS occurred in 1 patient (2.4%), and grade 2 ICANS, in 2 patients (4.9%); no grade ≥3 ICANS 

were observed at either dose
 – The rate of any-grade ICANS was 4.8% in the Lonca 150-μg/kg dose group and 10.0% in the Lonca  

120-μg/kg  dose group
 ● Neutropenia was the most common TEAE leading to dose delay of Lonca (12.2%) and Glofit (17.1%)
 ● There was 1 patient who had a dose reduction of Lonca

PK and Biomarker Outcomes
 ● Lonca exposure (AUClast and Cmax) showed a dose-dependent increase in the first 2 cycles 

 – Coadministration of Lonca + Glofit showed lower Lonca Cmax, especially in cycle 2, compared with 
Lonca monotherapy, while  AUClast was within the range of values observed with Lonca monotherapy 

 ● No post-dose Lonca antidrug antibodies were detected with Lonca + Glofit, indicating low 
immunogenicity with the combination

 ● Flow cytometry assessment showed similar patterns of T-cell (CD3+/CD4+ and CD3+/CD8+) margination 
with Lonca + Glofit compared to that previously reported with Glofit monotherapy (data not shown)13

 ● The number of circulating activated T cells (HLA-DR+) also increased during treatment (orange and yellow 
lines, Figure 3)

 ● Monocytes (CD14+) and natural killer cells (CD3-/CD16+/CD56+) were similarly modulated and showed a 
trend of increase over time (data not shown) 

 ● Cytokine profiles, assessed by multiplex immunoassay, indicated immune activation as exemplified by 
IFN-γ (blue line, Figure 3)

 – Patterns of IFN-γ  were consistent with previous reports of Glofit monotherapy; there was a transient 
increase of IFN-γ after the first Glofit infusion, which decreased by the second infusion and then 
normalized; a similar pattern was seen for IL-6 (data not shown) 

 ● Of the 30 efficacy evaluable patients, 28 were responders with a best response of CR or PR, including 26 CRs 
 ● Of the 28 responders, 27 remained in response, with 25 of 26 maintaining their CR at the data cutoff 

(Figure 2) 
 ● A total of 12 patients converted to a CR from a PR (11) or SD (1) 

 – Most responses were observed at the initial assessment at 6 weeks for both doses
 ● For most patients who have ended treatment, response was sustained beyond the end of treatment
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Characteristics Glofit + Lonca, 120 μg/kg
(n=20)

Glofit + Lonca, 150 μg/kg
(n=21)

All dose levels
(N=41)

Age, years, median (range) 70 (50-82) 74 (26-85) 71 (26-85)

Sex, male, n (%) 11 (55.0) 12 (57.1) 23 (56.1)

ECOG PS score, n (%)

     0 9 (45.0) 14 (66.7) 23 (56.1)

     1 10 (50.0) 7 (33.3) 17 (41.5)

     2 1 (5.0) 0 1 (2.4)

Ann Arbor Disease stage, n (%)

     Stage I/II 3 (15.0) 3 (14.3) 6 (14.6)

     Stage III/IV 17 (85.0) 18 (85.7) 35 (85.4)

IPI score, n (%)

     0-2 9 (45.0) 10 (47.6) 19 (46.3)

     3-5 11 (55.0) 11 (52.4) 22 (53.7)

Bulky disease, n (%) 2 (10.0) 2 (9.5) 4 (9.8)
LDH levels high, n (%) 11 (55.0) 10 (47.6) 21 (51.2)

LBCL histology, n (%)

     de novo DLBCL 13 (65.0) 17 (81.0) 30 (73.2)

     HGBCL 4 (20.0) 2 (9.5) 6 (14.6)

     trFL 2 (10.0) 2 (9.5) 4 (9.8)

     FL grade 3b 1 (5.0) 0 1 (2.4)

DLBCL subtype, n (%) 

     GCB 10 (50.0) 11 (52.4) 21 (51.2)

     non-GCB 5 (25.0) 8 (38.1) 13 (31.7)

Double hit/triple hit, n (%) 3 (15.0) 5 (23.8) 8 (19.5)
Number of prior lines of therapy

     Median (range) 2 (1-4) 2 (1-5) 2 (1-5)

     1, n (%) 10 (50.0) 10 (47.6) 20 (48.8)

     ≥2, n (%) 10 (50.0) 11 (52.4) 21 (51.2)

Refractory status, n (%)

     Refractory to primary therapy 8 (40.0) 13 (61.9) 21 (51.2)

     Refractory to last prior therapy 7 (35.0) 13 (61.9) 20 (48.8)

Prior stem cell transplant, n (%) 3 (15.0) 1 (4.8) 4 (9.8)

Prior CAR-T therapy, n (%) 4 (20.0) 4 (19.0) 8 (19.5)

Table 1. Baseline characteristics, treated population (N=41) 

CAR-T, chimeric antigen receptor T cell; DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FL, follicular lymphoma; Glofit, glofitamab; HGBCL, high-grade B-cell lymphoma; 
IPI, International Prognostic Index; LBCL, large B-cell lymphoma; LDH, lactate dehydrogenase; Lonca, loncastuximab tesirine; trFL, transformed follicular lymphoma.

CR, complete response; DOR, duration of response; NE, not estimable; ORR, overall response rate; PD, progressive disease; PR, partial response; SD, stable disease.
aThe efficacy evaluable population (N=30) included all patients who received ≥1 dose of the study drug with a valid baseline and ≥1 valid postbaseline disease assessment. Patients who did not have a postbaseline assessment owing to early 
clinical progression or death were also included.
bIn the efficacy evaluable population, the DOR and probability of maintaining an event-free response were evaluated in responders (n=28), including all patients who had a best response of CR or PR.

Table 3. Best overall response and DOR, efficacy evaluable population (N=30)

Figure 2. Efficacy over time (N=41)

Efficacy measures Glofit + Lonca, 120 μg/kg Glofit + Lonca, 150 μg/kg Total

Best overall responsea (n=15) (n=15) (N=30)
     ORR (CR+PR), n (%) [95% CI] 14 (93.3) [68.1-99.8] 14 (93.3) [68.1-99.8] 28 (93.3) [77.9-99.2]
     CR, n (%) [95% CI] 13 (86.7) [59.5-98.3] 13 (86.7) [59.5-98.3] 26 (86.7) [69.3-96.2]
     PR, n (%) 1 (6.7) 1 (6.7) 2 (6.7)
     SD, n (%) 1 (6.7) 0 1 (3.3)
     PD, n (%) 0 1 (6.7) 1 (3.3)
DORb (n=14) (n=14) (n=28)
     Event, n (%) 0 1 (7.1) 1 (3.6)
     Median NE NE NE

      Probability to remain event-free for 6 months (95% CI) 100 (100-100) 90.9 (50.8-98.7) 95.2 (70.7-99.3)
Time to first response (CR or PR) (n=14) (n=14) (n=28)
     Median, days 42.0 42.0 42.0
Time to first CR (n=13) (n=13) (n=26)
     Median, days 80.0 42.0 70.5

CONCLUSIONS
 ● This multinational, phase 1b, 2-part, open-label trial (LOTIS-7; 

NCT04970901) evaluates the safety, tolerability, and anticancer activity of 
loncastuximab tesirine (loncastuximab tesirine-lpyl [Lonca]) in combination 
with other anticancer agents, including glofitamab (Glofit), in patients with 
relapsed/refractory (R/R) B-cell non-Hodgkin lymphoma (B-NHL)

 ● Lonca + Glofit in second-line or later (2L+) large B-cell lymphoma (LBCL) 
demonstrated a manageable safety profile and robust efficacy (overall 
response rate [ORR], 93.3%; complete response [CR] rate, 86.7%),  with the 
median time to first CR being shorter in the 150-μg/kg than the 120-μg/kg 
dose group (42.0 vs 80.0 days, respectively)

 ● No grade 5 treatment-emergent adverse events (TEAEs) occurred, and rates 
of cytokine-release syndrome (CRS) and immune effector cell-associated 
neurotoxicity syndrome (ICANS) were low, with no grade ≥3 ICANS events
 – Any-grade CRS was less frequent at the 150-μg/kg (23.8%) than at 

120-μg/kg (55.0%) dose group and was lower than the rate previously 
reported for Glofit monotherapy (63%)1

 ● These encouraging early findings suggest that the Lonca + Glofit 
combination has a manageable safety profile and robust clinical benefit, 
which warrants further evaluation

 ● Enrollment is expanding at the Lonca 150-μg/kg dose to include additional 
patients

INTRODUCTION
 ● Loncastuximab tesirine (loncastuximab tesirine-lpyl [Lonca]), an antibody–drug conjugate comprising a 

humanized CD19-targeted antibody conjugated to a pyrrolobenzodiazepine dimer (PBD) cytotoxin, and 
glofitamab (Glofit), a CD20×CD3 T-cell–engaging, bispecific antibody, are both approved for third-line 
or later (3L+) R/R DLBCL by the United States Food and Drug Administration, the European Medicines 
Agency, and other national regulatory authorities.2-9

 ● The pivotal phase 2 LOTIS-2 trial of Lonca monotherapy in patients with R/R DLBCL showed that an 
intravenous (IV) infusion over 30 minutes on day 1 of each 3-week (Q3W) cycle produced durable 
responses with manageable toxicity using a dose of 150 μg/kg for 2 cycles and then 75 μg/kg for 
subsequent cycles10

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

 – Combining CD20×CD3 T-cell–engaging antibodies, including Glofit, with the CD19-targeting antibody–
drug conjugate Lonca is expected to increase antitumor activity11

 ● This LOTIS-7 analysis evaluates the safety and efficacy of Lonca (120 and 150 µg/kg) + Glofit in patients 
with 2L+ LBCL

OBJECTIVE
 ● To characterize the safety, efficacy, and pharmacokinetic (PK) profile of Lonca + Glofit; identify the 

maximum tolerated/recommended dose for expansion; and explore correlations between tumor tissue, 
biomarkers, PK parameters, and clinical activity

METHODS
Study Design

 ● This phase 1b, open-label, multicenter, multiarm trial (NCT04970901) is divided into 2 parts (part 1: 
dose escalation at 90, 120, and 150 μg/kg; part 2: dose expansion at 120 and 150 μg/kg) and is enrolling 
patients with third line or later (3L+) R/R B-NHL (part 1) and second line or later (2L+) R/R LBCL (part 2) 
(Figure 1)12

 ● Eligible patients will have either failed or are intolerant to any approved therapy and have received ≥2 
(part 1) or ≥1 (part 2) prior systemic treatments

 ● The treated population received Lonca 120 or 150 μg/kg (part 1 and 2) Q3W for a fixed duration of up to 
8 cycles; Lonca doses of 120 and 150 μg/kg were reduced to 75 μg/kg for cycles ≥3 per label

 – After an initial pretreatment with obinutuzumab at 1000 mg on cycle 1, day 1, Lonca was 
administered on day 2; then Glofit was administered on day 8 at 30 mg Q3W with step-up dosing for 
up to 12 cycles

 ● A total of 47 patients with R/R B-NHL were treated at the 90-, 120-, or 150-μg/kg dose level
 ● The treated population reported in this presentation (N=41) included all patients from parts 1 and 2 who 

received Lonca 120 µg/kg or 150 µg/kg and had LBCL histologies, including R/R de novo DLBCL, high-
grade B-cell lymphoma (HGBCL), transformed follicular lymphoma (trFL), or FL (grade ≥3b)

 – The efficacy evaluable population (N=30), as defined in this presentation, included all patients who 
received ≥1 dose of study drug and had a baseline and ≥1 postbaseline disease assessment

2L+, second line or later; 3L+, third line or later; B-NHL, B-cell non-Hodgkin lymphoma; CAR-T, chimeric antigen receptor T cell; CR, complete response; CRS, cytokine release syndrome; DLBCL, diffuse large B-cell lymphoma; DOR, duration 
of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FL, follicular lymphoma; Glofit, glofitamab; Gpt, obinutuzumab; HGBCL, high-grade B-cell lymphoma; IV, intravenous; LBCL, large B-cell lymphoma; Lonca, 
loncastuximab tesirine; MTD, maximum tolerated dose; MZL, marginal zone lymphoma; NOS, not otherwise specified; ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetic; Q3W, every 3 weeks; 
RDE, recommended dose for expansion; RFS, relapse-free survival; R/R, relapsed or refractory; SCT, stem cell transplant; trFL, transformed follicular lymphoma.
aDose level 1, 90 μg/kg; dose level 2, 120 μg/kg; and dose level 3, 150 μg/kg.
bIf the starting dose of Lonca is 120 μg/kg or 150 μg/kg, the dose will be reduced to 75 μg/kg for cycles ≥3 per label.
cParticipants may continue Glofit for up to 12 cycles or until disease progression, unacceptable toxicity, or other discontinuation criteria, whichever occurs first. The follow-up period is for ≤2 years from the end of treatment.
dThe first dose of Glofit on cycle 1, day 8 has a 24-hour mandatory hospitalization; subsequent doses require hospitalization if grade ≥2 CRS occurs.

Figure 1. Study design and dosing schedule

  

 

 

 

 

 

 

Study population

• Patients with 3L+ R/R B-NHL (part 1) and 2L+ R/R LBCL (part 2)
• ECOG PS 0-2
• ≥2 (part 1) or ≥1 (part 2) systemic treatments
• Prior autologous SCT (>100 days) or CAR-T therapy (>100 

days) is allowed
• Measurable disease (per 2014 Lugano Classification8)
• Excludes patients with clinically significant third-space fluid 

accumulation

Endpoints

• Primary: safety and tolerability; MTD and/or RDE
• Secondary: ORR, DOR, CR rate, PFS, RFS, and OS; 

PK and immunogenicity
• Exploratory: concentration of Glofit in circulation; 

association between tumor tissue and/or blood 
biomarkers and PK measures with clinical endpoints
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2L+, second line or later; B-NHL, B-cell non-Hodgkin lymphoma; CR, complete response; CRS, cytokine release syndrome; DLBCL, diffuse large B-cell lymphoma; DOR, duration of response; FL, follicular lymphoma; 
Glofit, glofitamab; HGBCL, high-grade B-cell lymphoma; LBCL, large B-cell lymphoma; Lonca, loncastuximab tesirine; MZL, marginal zone lymphoma; ORR, overall response rate; PK, pharmacokinetics; PR, partial 
response; R/R, relapsed/refractory; TEAE, treatment-emergent adverse event; trFL, transformed follicular lymphoma.

The primary objective is to characterize the safety, tolerability, and anticancer activity of Lonca in combination with other 
anticancer agents, including Glofit, and to identify the maximum tolerated dose or the recommended dose for expansion. 
Secondary objectives are to evaluate the antitumor effects of Lonca + Glofit, and to characterize the PK and immunogenicity 
of Lonca and Glofit, as measured by antidrug antibodies.

OBJECTIVE

To date, Lonca + Glofit in 2L+ B-NHL has shown a clinically meaningful CR rate (86.7%) in heavily pretreated patients 
with LBCL, with responses sustained beyond the end of treatment. Given the shorter time to CR and lower rates of CRS 
in the Lonca 150-μg/kg dose group than the 120-μg/kg dose group, further expansion at the Lonca 150-μg/kg dose is 
planned. These encouraging early findings suggest that the Lonca + Glofit combination has a manageable safety profile 
and robust early clinical benefit.

CONCLUSIONS

PHASE 1b LOTIS-7 TRIAL

Eligibility criteria

• The most common grade ≥3 TEAEs was neutropenia (n=10, 24.4%)

• Grade 3/4 TEAEs of interest included generalized edema (4.9%), rash 
(2.4%), and photosensitivity reaction (2.4%) 

• One patient (2.4%) demonstrated grade 3 CRS, and no patients had 
grade 4 CRS; rates were numerically lower in the Lonca 150-μg/kg than 
the 120-μg/kg dose group

Part 1: R/R DLBCL, HGBCL, 
trFL, FL (all grades), or MZL 
and ≥2 prior lines of therapy

Part 2: R/R de novo DLBCL, 
HGBCL, trFL, or FL (grade 3b) 
and ≥1 prior line of therapy

Lonca + Glofit

Part 2: Dose expansion

Part 1: Dose escalation

Lonca + Glofit Lonca + other 
anticancer agents

MANAGEABLE SAFETY PROFILE (N=41)

INITIAL SAFETY AND EFFICACY RESULTS

• Lonca + Glofit showed comparable 
exposure but lower maximum 
concentration vs Lonca monotherapy

• No post-dose Lonca antidrug antibodies 
were detected with Lonca + Glofit

• T-cell activation was appreciable, 
and circulating activated CD4+ and CD8+ 
T cells increased during treatment

PK/BIOMARKER RESULTS

Median DOR: not reached
Probability to maintain event 

free for 6 months: 95.2%
 

CR: 86.7%

PR: 6.7%

ORR: 93.3% (28/30)
EFFICACY (N=30)

Each bar represents one patient in the study. Response is determined by independent reviewer. 
CR, complete response; Glofit, glofitamab; Lonca, loncastuximab tesirine; PR, partial response; SD, stable disease. 
aPatients were not yet efficacy evaluable because they had not reached the 6-week assessment (n=10) or had withdrawn before any assessment (patient 39).

C, cycle; D, day; EOI, end of infusion; HLA-DR, human leukocyte antigen – DR isotype; IFN-γ, interferon gamma; PRE, pretreatment.

Figure 3. Patterns of helper T cells, cytotoxic T cells, and IFN-γ
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• 12 patients converted from SD (1) or PR (11) to CR over time
• 25/26 CRs remain in CR as of the data cut off:
    – Median time to CR at the Lonca 120 µg/kg dose: 80 days  
    – Median time to CR at the Lonca 150 µg/kg dose: 42 days 
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Best Overall Response:

Efficacy Outcomes
 ● The efficacy evaluable population (N=30) treated at 120- and 150-μg/kg doses of Lonca consisted of 

patients who had LBCL histologies, including R/R de novo DLBCL (n=19; 63.3%),  
HGBCL (n=6; 20.0%), transformed FL (n=4; 13.3%), and FL grade 3b (n=1; 3.3%)

 ● The ORR was 93.3% (28/30), CR rate was 86.7% (26/30), and the median duration of response was not 
reached; responses were maintained after the end of treatment (Table 3)

 – The ORRs for the 120- and 150-μg/kg dose levels were both 93.3% (14/15)
 ● The median time to first response (CR or partial response [PR]) was 42.0 days, and the median time to CR 

was 70.5 days
 – The median time to first CR was numerically shorter for the 150-μg/kg (42.0 days) versus the 120-μg/kg 

(80.0 days) dose group


