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Diffuse large B-cell lymphoma (DLBCL), the most common 
subtype of non-Hodgkin’s lymphoma (NHL) worldwide, 
accounts for 39% and 44% of nodal and extranodal NHL 
cases in China, respectively1. Standard first-line treatment for 
DLBCL is chemo-immunotherapy with rituximab, cyclophos-
phamide, doxorubicin, vincristine, and prednisone, which 
cures 50%–60% of patients2. Therefore, approximately 40% of 
DLBCL patients are refractory to or relapse after treatment. 
Glofitamab is a T cell-engaging bispecific monoclonal anti-
body targeting CD20 expressed on B cells and CD3 on the sur-
face of T cells, inducing tumor cell lysis and T cell activation, 
proliferation, and cytokine release3. Glofitamab has promis-
ing efficacy and safety in global and Chinese phase 1/2 stud-
ies involving patients with relapsed/refractory DLBCL4,5 with 
overall response rates (ORRs) of 52% and 67% and complete 
response rates (CRRs) of 40% and 52%, respectively4-6. Among 

these studies the most common adverse event (AE) was 
cytokine release syndrome (63%)4,6. Indeed, the incidence of 
grade ≥ 3 cytokine release syndrome was 4%4. Based on these 
promising results, glofitamab was approved for the treatment 
of relapsed/refractory DLBCL in China in November 2023. 
However, clinical studies comparing glofitamab with regimens 
frequently used in real-world Chinese practice are lacking. 
Therefore, this study aimed to compare the efficacy and safety 
of glofitamab versus real-world regimens in Chinese patients 
with third- or later-line relapsed/refractory DLBCL.

This study compared data from a multicenter glofitamab 
cohort with an external control [real-world data (RWD) 
cohort]. The study schema for the glofitamab cohort and 
observation period is provided in Figure S1. The glofitamab 
cohort was constructed using data from a prospective, open-la-
bel, single-arm phase 1 study conducted in five sites in China6. 
The RWD cohort was derived from a non-interventional, 
retrospective, observational cohort involving secondary data 
use with information originating from routine clinical prac-
tice. The primary efficacy endpoint was CRR. The secondary 
endpoints were ORR and time-to-next treatment (TTNT). 
The exploratory endpoints included the incidence and sever-
ity of hematologic AEs with severity determined according 
to National Cancer Institute Common Terminology Criteria 
for Adverse Events (version 5.0) and routine blood laboratory 
tests (neutrophil count, white blood cell count, platelet count, 
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hemoglobin concentration, and bilirubin, creatinine, lactate 
dehydrogenase, aspartate aminotransferase, and alanine ami-
notransferase levels). Additional details regarding the study 
design, study population, endpoint definitions, and statistical 
analysis are provided in the Supplementary methods.

The patient disposition is shown in Figure S2. In total, 30 
(100%) and 27 (90.0%) patients were included in the glofita-
mab safety set and full analysis set (FAS), respectively. The final 
FAS and safety set for the RWD cohort included 162 (73.6%) 
patients. Baseline covariates for inverse probability weight-
ing-average treatment effect on the treated weights using the 
propensity score method are summarized in Table S1. The 
median (min, max) treatment duration was 24.9 (0, 39) weeks 
in the glofitamab cohort and 4.0 (0, 65) weeks in the RWD 
cohort. The median [95% confidence interval (CI)] follow-up 
time was 14.52 (13.50, 19.68) months in the glofitamab cohort 
and 17.74 (10.78, 28.48) months in the weighted RWD cohort.

CRR

The unweighted CRR was 51.9% (95% CI: 31.95%, 71.33%) in 
the glofitamab cohort. The unweighted and weighted CRRs 
were 9.9% (95% CI: 5.75%, 15.54%) and 10.1% (95% CI: 0.00%, 
21.38%) in the RWD cohort, respectively (Table 1). The CRR 
for the glofitamab cohort was significantly higher than the 
RWD cohort in the weighted [rate difference (95% CI): 41.8% 

(19.80%, 63.76%), odds ratio (95% CI): 9.617 (2.235, 41.383); 
P = 0.0024] and unweighted groups [rate difference: 42.0% 
(22.58%, 61.37%), odds ratio: 9.827 (3.938, 24.523); P < 0.0001].

ORR and TTNT

The unweighted ORR was 66.7% (95% CI: 46.04%, 83.48%) in 
the glofitamab cohort. The unweighted and weighted ORRs 
were 30.2% (95% CI: 23.29%, 37.95%) and 31.1% (95% CI: 
13.72%, 48.52%) in the RWD cohort, respectively (Table 1). The 
ORR for the glofitamab cohort was significantly higher than the 
RWD cohort in the weighted [rate difference (95% CI): 35.5% 
(10.67%, 60.42%), odds ratio (95% CI): 4.426 (1.416, 13.837); P 
= 0.0105] and unweighted groups [rate difference: 36.4% (17.28, 
55.56), odds ratio 4.612 (1.937, 10.982); P = 0.0002].

The median (95% CI) TTNT was not reached (6.64 months, 
not estimated) in the glofitamab cohort. The median (95% CI) 
TTNT was 3.84 (3.02, 5.52) and 3.94 (2.83, 7.52) months in 
the unweighted and weighted RWD cohorts, respectively. The 
12-month TTNT rate (95% CI) was 60.9% (41.92%, 79.88%) 
in the glofitamab cohort, 29.8% (21.59%, 37.96%) in the 
unweighted RWD cohort (Figure 1A), and 30.6% (19.96%, 
41.23%) in the weighted RWD cohort (Figure 1B). Hazard 
ratios (95% CI) in the glofitamab cohort for TTNT versus 
the RWD cohort were 0.432 (0.231, 0.808; P = 0.0086) before 
weighting and 0.450 (0.208, 0.974; P = 0.0426) after weighting.

Table 1  Complete and overall response rates based on ATT weights

Glofitamab cohort n = 27 Unweighted RWD cohort n = 162 Weighted RWD cohort n = 27.2

Complete response 14 (51.9) 16 (9.9) 2.7 (10.1)

  95% CI 31.95, 71.33 5.75, 15.54 0.00, 21.38

 � Rate difference (95% CI), 
glofitamab vs. RWD cohort

– 42.0 (22.58, 61.37) 41.8 (19.80, 63.76)

 � Odds ratio (95% CI) vs. 
glofitamab cohort

– 9.827 (3.938, 24.523) 9.617 (2.235, 41.383)

  P value vs. glofitamab cohort – < 0.0001 0.0024

Overall response 18 (66.7) 49 (30.2) 8.5 (31.1)

  95% CI 46.04, 83.48 23.29, 37.95 13.72, 48.52

 � Rate difference (95% CI), 
glofitamab vs. RWD cohort

– 36.4 (17.28, 55.56) 35.5 (10.67, 60.42)

 � Odds ratio (95% CI), glofitamab 
vs. RWD cohort

– 4.612 (1.937, 10.982) 4.426 (1.416, 13.837)

  P value vs. glofitamab cohort – 0.0002 0.0105

Data are shown as n (%) unless otherwise stated. ATT, average treatment effect on the treated; CI, confidence interval; RWD, real-world data
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Safety

The incidence rate (95% CI) of hematologic AEs was 56.7% 
(37.4%, 74.5%) in the glofitamab cohort, 60.5% (52.5%, 
68.1%) in the unweighted RWD cohort, and 60.9% (43.5%, 

78.3%) in the weighted RWD cohort. There were no signifi-
cant differences in the incidence rate of hematologic AEs in 
the glofitamab cohort versus the unweighted RWD cohort 
[odds ratio (95% CI): 0.854 (0.388, 1.878); P = 0.6944] or 
the weighted RWD cohort [0.839 (0.300, 3.331); P = 2.343]. 
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Figure 1  Time-to-next treatment in the glofitamab cohort and the real-world data cohort. Time-to-next treatment for each cohort was ana-
lyzed in (A) unweighted and (B) weighted populations. The numbers of patients at risk in the weighted population are rounded to the nearest 
integer. RWD, real-world data.
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Table S2 lists the hematologic AEs reported during this 
study. Table S3 summarizes the key changes in routine 
blood tests from baseline-to-worst post-baseline measure by 
clinical significance in the RWD cohort.

Sensitivity analysis

Sensitivity analysis showed that glofitamab was associated with 
significantly greater CRRs and ORRs, as well as longer TTNTs 
compared to the unweighted and weighted RWD cohorts, 
even after considering patients without prior chimeric antigen 
receptor T therapy and using an alternate definition of TTNT.

CRRs and ORRs improved with glofitamab compared to 
frequently used real-world regimens. The higher CRRs in the 
glofitamab cohort compared to the RWD cohort could indi-
cate that patients with DLBCL have deeper tumor responses. 
The findings are supported by previous studies in which other 
bispecific antibodies were used7,8. The 12-month TTNT rate 
was significantly higher in the glofitamab cohort than the 
RWD cohort, indicating a longer remission time for patients 
with DLBCL treated with glofitamab compared to patients 
receiving other therapies in a real-world setting. These find-
ings are consistent with previous clinical trial data that 
demonstrated prolonged TTNTs with bispecific antibody 
therapies versus standard treatments or historical controls8,9. 
In addition, the findings of the current study supported the 
existing literature regarding the safety of glofitamab10. The 
present study had some limitations, including the variability 
of data sources, retrospective RWD cohort data, lack of control 
over the study variables and potential unmeasured factors, and 
reliance on existing data sources that may result in incomplete 
or inconsistent data. Residual confounding may have existed 
even though the key prognostic factors were adjusted, which 
bias efficacy comparisons due to the limited sample size and 
an inability to adjust for all prognostic factors.

In conclusion, the glofitamab cohort had a favorable efficacy 
profile compared to RWD cohorts across various endpoints, 
with better tumor responses, longer response times, and gen-
erally better hematologic safety profiles than frequently used 
therapies in real-world settings among Chinese patients with 
relapsed/refractory DLBCL. These results supplement existing 
evidence from previous studies comparing bispecific antibod-
ies with real-world regimens for relapsed/refractory DLBCL, 
filling gaps in comparative data, and therefore may provide 
guidance for clinicians making therapeutic choices in real-
world clinical practice.
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