Median OS of 21.5 months among 44 patients with treatment-refractory leiomyosarcoma, liposarcoma, and undifferentiated pleomorphic sarcoma  astract #s23
treated with mecbotamab vedotin, an AXL-targeting ADC
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Background Safety Efficacy

AXL, a cell-surface receptor tyrosine kinase, is highly expressed in a wide variety of solid Mec-V was generally well-tolerated with a manageable safety profile LMS, Liposarcoma, and UPS pts treated with Mec-V experienced meaningfully longer Figure 4. Overall Survival analysis of Mec-V Q2W monotherapy versus
tumors including several STS subtypes * Most TEAEs were low grade and reversible; related G3 or G4 TEAE of special interest were median OS when compared to approved agents Mec-V Q2W in combination with anti-PD-1 antibody (N=44)
: : : — : : neutropenia (21%), hepatic transaminase elevations (16%), and hyperglycemia (3%)
* Despite advances in therapy, sarcomas remain a significant unmet need with median OS * No ocular AE or interstitial lung disease was observed; no treatment-related death was observed . ' ' +-
among patients with treatment-refractory soft tissue sarcomas (STS) treated with either _ Jung T _ Two pts achieved partial response: (Table 3) 1007 Events  Median
trabectedin, pazorialnib, dacarbazine or eribulin previously reported to range from 11.5 to 13.6 ° ;Frﬁatmeg’grelated O’Iclfcf:o(ntmll;ftlons (n=8): [G2 peripheral neuropathy (n=5), G2 ileus (n=1), G1 e 1 pt with LMS who received Mec-V combination N A1 smake 102W mono 14 4211;)0)18 ) ((7~20N]f:))
: : atigue, G3 pancreatitis (n= — o ' A
Z‘;Lnths (Flg.ure :) i i e | N " - . | * 1npt with UPS who received Mec-V monotherapy B: 1.8mg/kg 1Q2W comb 6 ( 54.5) 22.9 (14.2, NE)
° expression has been shown to drive increased metastasis, resistance to chemotherapy, an , o _
ooor oEtcomes5 Py Table 2. Summary of AEs * Median PFS for Mec-V monotherapy and combination was 2.5 and 2.7 months, respectively 80 -
- ) : 6-8
* Previous clinical experience with Mec-V demonstrated antitumor activity regardless of AXL Monotherapy | Combination Total compared with 1.5-4.6 months for a.pproved afgent.s (Figure 3) | | -
expression by tumor as assessed by immunohistochemistry (N=54) (N=25) L) * 12-month OS was 73% compared with ~50% historic 12-month OS for approved agents in patients =
with recurrent STS (Figure 4)%°.10 = 60 -
. . oy e . . . . o) S
Mecbotamab Vedotin (Mec-V) is conditionally active biologic (CAB) anti-AXL ADC Any Adverse Events, (n, %) 52 (96) 23 (92) 75 (95) e Median OS in Mec-V monotherapy vs. Mec-V + nivo combination therapy was 18.4 vs 22.9 months, 2
. CABs: Related Adverse Events, (n, %) 44 (82) 20 (80) 64 (81) respectively, across STS subtypes with 45% of events recorded (Table 3, Figure 5) % 50 -
* Are not masked or caged prodrugs and do not require enzymatic cleavage for activation G3 AE 15 (28) 8 (32) 23 (29) * Median OS (95% Cl): E 40 T
* Conditionally and reversibly bind to AXL under the low-pH conditions (pH 5.3-6.7) of the G4 AFE 2 (4) 2 (8) 4 (5) * LMS:19.0(7.9, 29.9) g
TME, Sparing normal tissues . 0 ° L|posarcoma 21.7 (37’ NE) 30 -
* Reduce off-tumor AEs without increasing immunogenicity, avoid tissue-mediated drug Any related serious AE, (n, %) 4(7) 5 (20) 9(11) e UPS: 21.5 (5.0, NE)
disposition, and improve PK* Related AEs leading to death, (n, %) 0 0 0 PeTm AT 20
* Mec-V (Conditionally Active Biologic (CAB)-AXL-ADC) is designed to reduce off-tumor toxicit : ] .. ] .
V| Y Active Blologic [CAB) 0C) g L Y Related AEs leading to treatment 7 (13) 1(4) 3 (10) Table 3: Summary of antitumor activity amongst patients treated with Mec-V 1.8 10 -
and improve pharmacokinetics by conditionally binding to AXL under low-pH conditions (pH discontinuation, (n, %) . . . . . .
. . - , (N, %0 mg/kg Q2W monotherapy and in combination with anti-PD-1 antibody
53-67) of the tumor microenvironment® Relatedness was assessed by the investigator. Missing responses were counted as related
. . 0
* As previously reported, every-other-week delivery of Mec-V attained disease control in 43% of Mec-V Q2W Mec-V + nivo Q2W | . | | . | | | | | | | | | | |
patients with treatment-refractory sarcomas (n=33)* (n=11) 63 6 9 1215 B8 21 24 27 30 33 36 39 42 45
* Partial responses were observed among patients with osteosarcoma and undifferentiated Mec-V Q2W monotherapy and combination regimens were both reasonably . g“mz’:’ a:g;'\;v a7 10 1 11 10 Mo;th s?ce FérSt Dfse .
(o) .
pleomorphic sarcoma (UPS; reported previously) well-tolerated DCR (n, %) 17(52) 6 (55) 23 (52) 1_823,,(3 1Q2W ?00,22 11 11 11 1 10 9 8§ 7 4 4 1 0
Trial Design PR (n, %) 13) 19" 2 ()
Figure 1. Phase 2, Part 1 open-label study design Figure 2. Most frequent TEAE >15% B . . .
g : , p y desig A, Mec-v Q2W monotherany (ncsd) PD (n, %) 15 (46) 5 (46) 20 (46) Figure 5. Mec-V mono and combo associated with longer median OS compared to
Kev Eliaibility Criteria SA3011 18 malka monaiherany o ORR (n, %) 1(3) 1(9) 2 (5) approved agents (11.5-13.6 months)™”
>12 vears of age . Q2w T Fatigue 40%' 38% 1% I33% Median PFS (monthS, 95% CI) 25 (14, 58) 27 (13, 88) 25 (14, 46)
y g * DCR (objective
AXL-expressingT locally . - response or stable Nausea il B b Median OS (months, 95% Cl) 18.4 (7.2, NE) 22.9 (14.2, NE) 21.5 (14.2, 29.9) Mec-V combo
Screenin BA3011 1.8 mg/kg + nivolumab :
advanced, unresectable, or orod Q2W disease for 212 weeks) Peripheral Neuropathy 31 1% 2% 2% *one patient was not evaluable
metastatic sarcoma L e e el © Number of responders Abdominal pain 1 e B “confirmed Mec-V mono
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anthracycline and <3 prior lines " s TEAE Anaemia A R T 120 Figure 3: PFS of Mec-V was generally consistent with current approved agents®? Eribulin
of approved systemic therapy for el Gyl Gycle . Decreased appetite 2 o e
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receive chemotherapy® e e for il sy o ot il recsechamhray, Neutropenia z2v. [ % I - 100 +[_| Events  Median
R Vomiting = [ 2 00 - ,I —— A 1.8 mg/kg Q2W mono 2’;’1 ((/;)1.8) ;9; ?1?5.8) Dacarbazine 11.5(9.6-13.0)
Res u Its Aspartate aminotransferase increased 16%. 14% 12% I14% <1 B. 1.8 mg/kg Q2W comb 9 ( 81.8) 2.7 (1.3-8.8)
Patient characteristics and disposition Sonsupation Al AEs i il Related AEs _ 80 0 > 10 15 20 25
* As of March 25, 2025 data cut, 79 pts with soft tissue sarcoma received Mec-V 1.8mg/kg Q2W o Sk 0% o A% 1°%Patients 0,10% e S0% A0% sG% e = 0 Months
(monotherapy) (n=54) or 1.8 mg/kg Q2W + nivolumab (combination) (n=25); (Table 1) MAEe  Relame g | ]
* Pts had previously received a median of 2 prior lines of therapy (range 0-10) g orace g e ; 60 — ] :
* Ptsreceived a mean of 15 weeks of Mec-V (range 2-63 weeks) . o . . 2 COnCIUS|OnS
* Current efficacy analysis characterizes overall survival among subset of pts with B. Mec-V Q2W in combination with anti-PD-1 (n=25) £ 50 — L[ ) ) )
leiomyosarcoma, liposarcoma, and undifferentiated pleomorphic sarcomas (N=44) becreased appeite L L . , SI ' Among pts with treatment-refractory Ielomyosarcoma, Ilposarcoma,
. . _ ' ' — 24% b 40 — . . . .
Table 1. Patient demographics ot e — e : li_ and undifferentiated pleomorphic sarcoma, treatment with Mec-V, a
naemia 32% 2 20% 12% 16%
: isti Monotherapy | Combination|  Total Nausea 2 30 - conditionally binding, AXL-targeting ADC achieved a median overall
Patlent Characterlstlc Constipation 24% 24% 8% 8% -
(N=54) (N=25) (N=79) _ P o . cal .
Peripheral Neuropathy 20 - survival of 21.5 months compared with ~12 months with approved
Age, y, mean (range) 57 (23-78) 55 (25-80) 56 (23-80) Vomiting 24% - 24% 8% : | | t
Alanine aminotransferase increased 20% 16% 8% 12%
ECOG Status’ n (%) Aspartate aminotransferase increased 20% {50 16% 8% [ 12% 10 — l—| agen S
Diarrhoea 20% 20% 16% 16% ° °
0 23 (43) 12 (48) 35 (44) Headache e e e e o | The observed safety profile of Mec-V as monotherapy, and in
1 31 57 13 52 44 56 Neutropenia 20% [T 4% 4% ST 20% o o o o o o
| | | (57) (52) (56) i uopene A combination with anti-PD-1 antibody, was manageable and consistent
# of prior systemic therapies, n (%) Pruritus ‘ . .. . . .
coviD-19 —— Number at Risk Months from first dose with conditional binding of the AXL target restricted to the tumor
1 12 (22) 4 (16) 16 (20) Hypokalaemia 16% W 12% " [4% 4% A.1.8mgkgQ2Wmono 3331 151111 9 8 4 4 4 3 3 3 3 3 3 3 3 2 1 1 1 0 . .
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3+ 24 (44) 9 (36) 33 (42) s 0% 40% 3o% 20% 10% 1% 2% 0% 40% 50% e0% In the context of reported historical OS data from approved
. . Patients, % o " " ° °
Not entered 1(2) 0 1(1) Abbreviations References | treatments, overall survival findings with Mec-V are provocative
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