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A. Tumor growth curves and Kaplan–Meier survival analysis of IB115 xenografts treated with M3554 (10 mpk single dose or 5 mpk on days 0 and 7), ADC control (10 
mpk), or doxorubicin (2 mpk weekly). Tumor growth inhibition (TGI) values are indicated. B. Tumor growth and survival of IB111 xenografts (GD2 positive cell line in 
xenograft model) treated with M3554(10 mpk or 2x5 mpk) compared with ADC control. Data are mean ± SEM; ****p < 0.0001 vs vehicle. NR = not reach

• M3554 significantly suppresses tumor growth and prolongs survival in dedifferentiated liposarcoma models with no signs of 
toxicity.

Background

RESULTS

• GD2, a disialoganglioside, is enriched in various malignancies and 
has recently emerged as a potential therapeutic target in select soft 
tissue sarcomas (STS). 

• Approved anti-GD2 antibodies are associated with adverse events, 
limiting broader applicability. 

• M3554 is a novel anti-GD2 antibody-drug conjugate (ADC) with a 
ß-glucuronide linker and exatecan payload (Figure 1) that has 
shown strong antitumor activity in neuroblastoma PDX models. The 
Fc region of M3554 has been engineered to reduce pain associated 
with anti-GD2 antibodies. 

Conclusions

RESULTS

Figure 2. Flow cytometry analysis of GD2 expression in soft 
tissue sarcoma (STS) cell lines

Percentage of GD2-positive cells measured by flow cytometry after anti-GD2 antibody 
staining across a panel of STS cell lines, grouped by histologic subtype: MFS = 
myxofibrosarcoma, LPS dd = dedifferentiated liposarcoma, LPS wd = well-differentiated 
liposarcoma, OS = extraskelettal osteosarcoma, LMS = leiomyosarcoma, UPS = 
undifferentiated pleomorphic sarcoma. Data represent mean ± SEM of at least three 
independent experiments. NCI-H446 was uses as a positive control. Statistical significance 
versus RH30 (negative cell line) : **p < 0.01, ***p < 0.001, ****p < 0.0001.

• These results suggest that GD2 is heterogeneously 
expressed across STS cell lines.

A Cell lines Histotype IC50 M3554 (nM) IC50 Rituximab ADC (nM)
RH30 Rhabdomyosarcoma 14,70 11,78
NCI-H446 Small cell lung carcinoma 0,9614 12,82
IB115 Liposarcoma (dedifferentiated) 4,571 15,19
IB128 Extraskeletal Osteosarcoma 1,991 14,51
IB152 Undifferentiated pleomorphic sarcoma (UPS) 11,27 24,33
93T449 Liposarcoma (well-differentiated) 24,78 23,33
IB146 UPS 24,94 19,22
JR588 UPS 13,39 38,86
94T778 Liposarcoma (wd) 7,659 35,12
IB144 UPS 20,6 31,61

M3554 is a promising anti-GD2 ADC with strong preclinical activity in GD2-expressing STS cell 
lines. Epigenetic modulation using EZH2 inhibition effectively upregulates GD2 expression, 
potentially enhancing therapeutic response and expanding the range of treatable tumors. 

These findings support the clinical development of M3554 in STS populations and provide a 
rationale for combining GD2-targeted therapies with epigenetic modulators. A first-in-human 
study of M3554 in patients with STS and IDH wildtype glioblastoma is ongoing (NCT06641908).
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A. Table summarizing IC₅₀ values for both M3554 and Rituximab ADC (isotype control) treatments in each cell line, along with corresponding histotypes. NCI-H446 
was used as a positive control. B. Pearson correlation analysis between GD2 expression levels (y-axis) and M3554 IC₅₀ values (x-axis). C. Representative viability 
curves after 120 hours treatment with M3554 (orange) or Control (ADC Rituximab, black) across a panel of STS models.

• M3554 shows in-vitro cytotoxicity in GD2-expressing STS cell lines.

Figure 5. GD2 expression induction by EZH2 inhibition in selected STS cell lines.

Figure 4. In vivo antitumor activity of M3554 in dedifferentiated liposarcoma xenografts 
IB115 (Dedifferentiated liposarcoma) IB111 (Dedifferentiated liposarcoma)A B

• Tazemetostat treatment enhances GD2 expression in selected sarcoma cell lines over time, particularly in low-GD2-
expressing models.
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• In this study, we 
evaluated the preclinical 
efficacy of M3554 in 
GD2 - expressing STS 
models and explored
the potential of EZH2 
inhibition to upregulate 
GD2 expression as
prior findings showed 
that EZH2 can silence 
ganglioside biosynthesis 
genes.

Figure 1. M3554 mechanism of action

Figure 3. M3554 induces dose-dependent cytotoxicity in STS cell lines, correlating with GD2 surface expression

GD2 expression was assessed by flow cytometry after 7 days 
(red) and 10 days (orange) of treatment with tazemetostat at 
10 µM versus control (blue). Bars represent mean ± SEM from 
three independent experiments. Significance by Multiple T test: 
**p < 0.01; ***p < 0.001; ****p < 0.0001
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