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Background

Tenosynovial giant cell tumours (TGCTs) are rare, chronic inflammatory and locally aggressive mesenchymal tumours, often debilitating
and resulting in decreased function and range of motion (ROM), pain, stiffness, and joint degeneration. Treatments include surgery or oral
colony-stimulating factor 1 receptor (CSF-1R) inhibitors, and tyrosine kinase inhibitors require chronic administration. Emactuzumab
(EMAQC) is a novel, intravenous monoclonal antibody in development that inhibits CSF-1R and requires only short-course therapy for TGCT.
We present the primary analysis of the phase 3 TANGENT trial.

Methods

TANGENT (NCT05417789) is a randomised, double-blind, global, placebo-controlled, phase 3 trial evaluating the efficacy and safety of
EMAC in TGCT. Pts were randomised 2:1 to 1000 mg of EMAC or placebo (PBO) every 2 weeks (wk), for 5 doses. The primary objective was
to estimate the treatment effect of EMAC by overall response rate (ORR) at 6 months (mo). The primary endpoint was ORR by RECIST v1.1
and an associated key secondary endpoint was ORR by tumour volume score (TVS). Key secondary functional endpoints at 6 mo included
changes from baseline in PROMIS-PF TGCT, passive ROM, Worst Pain, Worst Stiffness, and EQ-5D-5L VAS.

Results

136 pts were treated (EMAC n=91; PBO n=45). Primary and key secondary endpoints were highly statistically significant vs PBO (Table).
Safety was consistent with phase 1 data and CSF-1R inhibitors.Table: LBA89

TANGENT primary and key secondary endpoints

. Responders . o Al
Endpoint PBO EMAC Difference (95% Cl; Pvalue)
ORR RECIST v1.12.2% 29.7% 27.8 (16.2, 38.5; P<0.001)
ORR TVS 6.7% 53.8% 47.8 (33.7,59.4; P<0.001)

LS mean change from baseline _. o A1

PRO Difference (95% CI,PvaIue)ENIAC
PROMIS-PF 13 43 5.6 (3.3,7.9; P<0.001)
Passive ROM 212 9.93 7.81(3.17,12.45; P<0.001)
Worst stiffness -0.3 -2.4 -2.1(-3.0,-1.3; P<0.001)
Worst pain -0.4 -2.5 -2.2 (-3.0,-1.4; P<0.001)
EQ-5D-5L VAS -0.4 2.0 2.4 (-4.2,9.1; P=0.238)
Conclusions

EMAGC, the only short-course treatment in development for TGCT (5 infusions over 8 wks), demonstrated robust evidence of efficacy,
radiographically and functionally, and manageable safety in pts with TGCT. EMAC may offer a potent treatment alternative for TGCT.
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