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Background. Systemic AL amyloidosis is a rare disorder
characterized by deposition of misfolded monoclonal im-
munoglobulin light chains as insoluble amyloid fibrils in vari-
ous tissues and organs, leading to life-threatening organ dys-
function. Treatment (tx) is mostly directed against plasma
cells (PCs) and focuses on stopping production of amyloid-
-forming light chains. Daratumumab (Dara), a human IgGk
monoclonal antibody targeting CD38, combined with borte-
zomib, cyclophosphamide, and dexamethasone, is the only
regimen indicated in the USA and Europe for the tx of new-
ly diagnosed AL amyloidosis. Some pts become refractory to
initial tx and most ultimately relapse. There is no currently
approved tx regimen for pts with relapsed/refractory dis-
ease. Tec, a B-cell maturation antigen (BCMA) x CD3 bispe-
cific antibody, has demonstrated deep and durable respons-
es in multiple myeloma (MM). BCMA is expressed on MM
and amyloid PCs; in vivo data confirm that soluble BCMA
levels positively correlate with involved free light chain lev-
els in pts with AL amyloidosis [Godara A, et al. Blood.
2019]. Moreover, results from 2 retrospective case series
suggest that Tec may induce rapid and deep hematologic re-
sponses in heavily pretreated AL amyloidosis with no unex-
pected adverse events [Forgeard N, et al. Blood. 2024; Stalk-
er M, et al. Blood. 2023], justifying prospective clinical
trials with Tec in AL amyloidosis. The ongoing phase 2 Te-
clistAMY (EMN40) trial is evaluating efficacy and safety of
Tec monotherapy in pts with previously treated AL amyloido-
sis.

Methods. This ongoing open-label study aims to enroll 30
pts =18 yrs with histologic diagnosis of systemic AL amyloi-

dosis, an ECOG performance status of 0-2, Mayo stage I-ITIA
cardiac disease at screening, measurable hematologic dis-
ease, a creatinine clearance of =220 mL/min, and absence of
symptomatic MM. Pts must have received =1 line of tx (in-
cluding Dara and bortezomib), and a wash-out period of
=14 days from date of last administration of any previous
antitumor tx or investigational tx for AL amyloidosis. Follow-
ing initial step-up dosing in Cycle (C) 1, Tec is administered
at a dose of 1.5 mg/kg on Days 8 and 15 of C1; from C2 on-
wards, Tec is administered Q4W at 3 mg/kg (Figure). All pts
undergo six 28-day cycles of tx. Pts may continue to receive
tx for up to 12 cycles if clinically indicated and upon discus-
sion between the investigator and sponsor. The primary end-
point is hematologic complete response rate after 3 cycles.
Secondary endpoints include hematologic overall response
rate, very good partial response or better, duration and time
to hematologic response, rate and depth of organ response,
hematologic progression-free survival (PFS), major organ de-
terioration-PFS, major organ deterioration-event-free survi-
val, time to subsequent tx, overall survival, safety/tolerabili-
ty, minimal residual disease, and quality of life.
Preliminary Results. The study is being conducted at 10
sites across 6 countries and is actively recruiting. The first
pt was enrolled in July 2025. As of January 14, 2026, 8 of
the 10 sites have been activated, with 22 patients screened,
18 enrolled, and 13 treated (ClinicalTrials.gov identifier: NC-
T06649695). A safety analysis was performed by an Indepen-
dent Data Monitoring Committee after 6 pts completed =1
cycle of tx. No safety signals were observed, and the trial is
continuing as planned. Updated results will be presented
during the meeting.
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Tec monotherapy: 6 cycles (28-day cycles)

or up to 12 cycles, if clinically indicated Follow-up
Screening Up to 12 months
28 days SUD* Cycle 1 s after last pagllclpant
C1D1 and Tec 1.5 mg/kg on coclesies enfers tho
' foll h
C1D4 C1D8 and C1D15 Tec.3img/hg vy MRS
+ 218 years of age Primary endpoint
« Histologic diagnosis of systemic AL amyloidosis + Hematologic CR rate after 3 cycles
(affecting 21 organ) Secondary endpoints
+ ECOG PS score of 0-2 + Hematologic ORR and =VGPR
*+ Mayo stage I-1lA cardiac disease at screening « Duration and time to hematologic response
* Measurable hematologic disease + Rate and depth of organ response
+ CrCl 220 mL/min + Hematologic PFS
+ Absence of symptomatic multiple myeloma - MOD-PFS
= =1 prior line of treatment (including daratumumab « MOD-EFS
and bortezomib) -« TST
« Wash-out period of 214 days from date of last - 0s

administration of any previous antitumor therapy

or investigational treatment for AL amyloidosis * Safety/tolerability

+ MRD after 3 cycles
« QOL
“0.06 mgkg on G101 and 0.3 mg'kg on G104,

A - amyiod grecha: €, Eycle. CR, complete response; ErCl, creatning dlearance, D, Day, ECOG PS, Easier Cooperatve Oncology Group pesformance status, EFS, event ﬂrw:-uwxv- EMN Ewww Myeloma Natwork, MOD, major organ deteroration;
ORR, overall . OF, overall sunvival; PFS, progression-free survival, Q4W, every 4 weeks; QOL, quais < SUD, T, time 5o subsecuent therapy; VGPR, very good partal response.
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