ASH # 5349

Session: 623

Mantle Cell, Follicular, Waldenstrom'’s,
and Other Indolent B Cell Lymphomas:
Clinical and Epidemiological: Poster Il

Study overview

This is a single arm study of BI-1206 in combination with rituximalb and
acalabrutinib, aiming to enroll 30 R/R NHL patients in total. It consists of
a safety run-in with escalating SC doses of BI-1206 (150 & 225 mg) and
an expansion phase at selected dose level. BI-1206 + rituximab is given
weekly for a 4-week induction period, and patients exhibiting disease
control at week 6 are eligible for an additional induction period, followed
by maintenance therapy with dosing of BI-1206 and rituximab every 8
weeks for up to 6 cycles. Acalabrutinib is dosed at 100 mg

BID throughout study duration (1 year).

Phase 1 (BI-1206 + rituximab) Phase 2a (BI-1206 + rituximab + acalabrutinib)
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Background

Anti-CD20 antibodies like rituximalb are crucial for treating non-Hodgkin’s
B-cell ymphoma. However, 15% of patients do not respond to treatment,
and 25% relapse within 3 years following treatment.

One contributing resistance mechanism is through the inhibitory Fc recep-
tor FcyRIIB. Activation of this receptor triggers rituximab internalization, and
high intratumoral FcyRIIB expression correlates with markedly lower re-
sponse rates in FL, MCL, and DLBCL.

BI-1206, an anti-FcyRIIB IgGl antibody, blocks rituximalb internalization and
enhances its efficacy. In R/R FL patients, BI-1206 combined with rituximab
showed promising results, with a 59% ORR (CRR 41%, DCR 86%, n=22) and
excellent tolerability when administered subcutaneously.

Preliminary efficacy

With the completion of the safety run-in portion of the Study 50% of patients showed complete response, and the absolute
17-BI-1206-02 triplet, 14 patients were evaluable for disease majority of patients are still on treatment at this date. ﬁﬁfge“gg of Dose] g Dose2 g Signdl Seeking Dose g
assessment. A high number of responses have been observed : : : SC Dose (h=6 = (h=6) = (n=upto30)

. : ) . : There was no apparent difference in safety or efficacy between
(ORR=79%) and warrants continuation trial into the expansion

phase of up to 30 patients at 225 mg SC the two studied dose levels of BI-1206.

Dose Escalation Adaptive Dose Optimization

Safety Run-in Dose expansion

Rationale

The combination of obinutuzumab + zanubrutinib in the ROSEWOOD! trial
demonstrated a beneficial effect of adding BTK inhibition to CD20 block-
ade for the treatment of FL. Obinutuzumab vs obinutuzumab + zanubrutinib,
showed an ORR increase from 45% to 69%.
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Addition of BTKi to rituximab (Strati et al?) did not provide a similar addi-

tional value, speaking to the need to adress rituximab resistance. Patient charachteristics
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FL SD M 67 150 I R-CHOP, R + copanlisib/placebo, R-GEMOX NO YES
FL PR 56 150 ] R-CHOP YES YES
FL CR 66 225 ] R-EPOCH, GemOX YES NO

As BI-1206 specifically targets the mechanism of resistance to rituximab,
the combination of BI-1206 with rituximalb and the next-generation BTKi
acalabrutinib is expected to provide a safe and effective treatment for
NHL patients.
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Overcoming rituximab resistance
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Dose levels: 225 mg, 150 mg 200

Study day

OR = Best recorded objective response to current study treatment
POD24 = Patients who showed progress within 24 months after initial therapy

BI-1206

FcyRIIB blockade (BI-1206) may overcome rituximab resistance by several mechanisms acting on

BI-1206
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Waterfall plot of safety run-in portion Swimmer plot of safety run-in portion Spider plot of sum of longest perpendicular diameter

With blockade of the
FcyRIIB-receptor, the
immune effector cells
can kill the tumor cell

Safety findings

We report here the results of the safety run-in portion of
the study, whereas of October 9th, 2025, 16 patients have

Conclusions

Combination treatment of SC BI-1206 + rituximab + acalabrutinib

SC for BI-1206 IV for rituximab PO for acalabrutinib

umerandimmune efector el been treated with BI-1206 in combination with rituximab + 1206 Dose 150 mg 225mg appears safe and well tolerated, and results in high response rates,
acalabrutinib. 14 pCItIentS had recorded AE related to StUdy Number of subjects 8((100%)’) 8((1007;) with 50% of patients Gchieving qa Complete response.
I I Subjects with at least 1 TEAE any grade 7 (86% 7 (86%
Resistance oo Activc%ﬂr;rg]golzrcggll—%ﬁﬁ]egndent medication. 5 . Subjects with >Grade 3 TEAEs 5 (63%) 3 (38%) The treatment combination shows promise to become the safest
N il ] Most adverse evgnts were classified as mllgl or moderate Subjects with TEAES related to study drugs 7 (86%) 7 (86%) and most efficacious treatment option in subjects with indolent
Tumor killing R — (87%). Seven subjects had Gr3 events considered related subjects with >Grade 3 TEAEs related to study drugs 5 (63%) 2 (25%) B-cell non-Hodgkin’s lymphoma (NHL) who have relapsed or are
(6.9, obinutuzUMGD) + (FeyRilla) or possibly related to at least one of the study drugs: 4 subjects with serious TEAEs related to study treatment 1(13%) 1 (13%) refractory to rituximab.
ritu_ximqb + FcyRIIB blockade +++ (FeyRI/lia/llla) SUbje.CtS hdd Gr3 r)eUtropeniC‘, 2 SU bjeCtS hCId Gr3 Iymph_ Subjects with treatment related AEs that led to discontinuation 0 0)
(871206) openla. The fO“OWIﬂg Gr3 events were recorded In 2 SUbJeCtS: Most common adverse events considered related to 1, 2 or all 3 drugs
I o . | | urticaria and headache (1 subject), IRR, elevated GGT and Subjects with any grade Neutropenia 3 (38%) 2 (22%)
gr?(rjnep:r:grc])geotur;;ug;rgiglFlsi:lliigglneermg, and FcyRIIB blocking strategies to counteract resistance maculopdpular rash (-I SUbJeCt). Subjects with s6rade 3 Neutropenia m— =
Two serious adverse events were recorded: Gr2 pain 18 Subjects with any grade Thrombocytopenia 3 (38%) 3 (33%)
extremity’ Gr3 neutropeniq. Subjects with 2Grade 3 Thrombocytopenia 0 0 . .
Subjects with any grade Lymphopenia 2 (25%) 0 Contact information Acknowledgements
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