Safety and Efficacy of INCA033989, a Novel
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CALR Mutations Are Frequent in Essential Thrombocythemia
With No Mutant-Specific Treatment Available
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frequency6,7 Bone marrow biopsy of patient with ET displaying megakaryocyte hyperplasia and

clustering (arrows)

1. Briére JB. Orphanet J Rare Dis. 2001;2:3. 2. Guglielmelli P, et al. Blood. 2024;143:1310-1314. 3. Klampfl T, et al. N Engl J Med. 2013;369:2379-2390. 4. Campbell PJ, et al. Lancet. 2005;366:1945-1953. 5. Loscocco GG, et al. Blood Cancer
J. 2024;14:10. 6. Knudsen TA, et al. Blood Adv. 2022;6:2107-2119. 7. Yacoub A, et al. Clin Lymphoma Myeloma Leuk. 2021;21:461-469.
CALR, calreticulin.



INCAO033989 is a mutCALR-Targeted Therapy for Patients
With ET and MF

e INCAO033989 has a unique mechanism of action compared with other available therapies

— INCAO033989 is a novel, fully human, high-affinity, Fc-silenced, immunoglobulin G1 monoclonal antibody that selectively
targets mutCALR in complex with thrombopoietin receptor to inhibit oncogenic signaling and proliferation of cells’
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Figure reprinted from Reis E, et al. Blood. 2024;144:2336-2348 [visual abstract] with permission of Elsevier Inc. Copyright © 2024 American Society of Hematology.
1. Reis ES, et al. Blood. 2024;22:2336-2348.
CALR, calreticulin; ER, endoplasmic reticulum; ET, essential thrombocythemia; JAK2, Janus kinase 2; MF, myelofibrosis; mutCALR, mutations of calreticulin; TPO-R, thrombopoietin receptor (myeloproliferative leukemia protein).



Two Ongoing Phase 1 Studies Evaluating INCA033989 in
Patients With ET and MF

Study Design

Dose Escalation Dose Expansion
(
ET Primary Endpoints ET
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e INCA033989-101 (NCT05936359; outside the US) and INCA033989-102 (NCT06034002; US only) are phase 1, first-in-human,
multicenter, open-label studies evaluating INCA033989 in patients harboring a CALR exon-9 mutation with high-risk ET or MF
(as monotherapy or in combination with ruxolitinib)

o INCAO033989 was administered intravenously every 2 weeks (range 24-2500 mgq)

1. Barosi G, et al. Blood. 2013;23:4778-4781.
CALR, calreticulin; ELN, European LeukemiaNet; ET, essential thrombocythemia; JAKI, Janus kinase inhibitor; MF, myelofibrosis; MPN-SAF, Myeloproliferative Neoplasms Symptom Assessment Form; mutCALR, mutations of calreticulin;
TSS, total symptom score; WHO, World Health Organization.



Demographics and Disease Characteristics

Total Total

Variable (N=55) Variable (N=55)

Median age (range), years 61 (23, 87) Mean CALR VAF.T % (SD) 33(9.5)

65, n (%) 23 (41.8) Median platelets (range), GI/L 931.0 (447.0, 2017.0)
Female, n (%) 35 (63.6) Med?an Ieukocyte§ (range), GI/L 7.0 (3.1, 13.8)
Median time from initial diagnosis (range), years 7.0(0.3, 27.9) msg::z &i?ig:??gg??g&gg;”‘ 112450(?04512701))
CALR exon 9 mutation type, n (%) Median spleen volume** (range), mL 316.0 (126.0, 866.0)

Type 1 28 (50.9) INCA033989 dose level, n (%)

Type 2 18 (32.7) 24 mg 3 (5.5)

Other 9(16.4) 50 mg 3 (5.5)

Prior systemic anticoagulant therapy, n (%) 11 (20.0) 70mg 3(5.9)

Prior aspirin therapy, n (%) 34 (61.8) 100 mg 3(5.9)

Prior cytoreductive therapy,” n (%) ;08 Mg 85 (194;1)
Hydroxyurea 49 (89.1) 420 Eg 5((9_'15))
Anagrelidet 18 (32.7) 750 mg 9 (16.4)
Interferonst 18 (32.7) 1500 mg 9 (16.4)
Other$ 7(12.7) 2500 mg 7(12.7)

Data cutoff: September 25, 2025.

*Categories not mutually exclusive. TAnagrelide (n=14), anagrelide hydrochloride (n=4). *Categories not mutually exclusive: interferon(s) (n=6), interferon alpha (n=1), peginterferon alpha-2a (n=10), peginterferon-alpha (n=1), peginterferon (n=1),
ropeginterferon alpha-2B-NJFT (n=1). §Categories not mutually exclusive: bomedemstat (n=1), pelabresib (n=1), busulfan (n=2), ruxolitinib (n=5). IMeasured centrally in peripheral blood by next-generation sequencing (n=54). 'n=53. **n=52.
CALR, calreticulin; MPN-SAF, Myeloproliferative Neoplasms Symptom Assessment Form; SD, standard deviation; TSS, total symptom score; VAF, variant allele frequency.



INCAO033989 Monotherapy is Well Tolerated

Summary of TEAEs Most common TEAEs (215% of patients) Most common grade 23 TEAEs (>1 patient)

Total Total Total

TEAE, n (%) (N=55) TEAE, n (%) (N=55) TEAE, n (%) (N=55)

Any TEAE 53 (96.4) Fatigue 17 (30.9) Neutropenia 4(7.3)

Treatment-related 36 (65.5) Headache 15 (27.3) Amylase increased 2(3.6)

Grade >3* 14 (25.5) URTI 15 (27.3) Anemia 2(3.6)

Serioust 3 (5.5) Anemia 11 (20.0) Lipase increased 2(3.6)
Fatal 0 Diarrhea 10 (18.2)
Discontinuation due to TEAEs 1(1.8) Pruritus 10 (18.2)
Dose reduction due to TEAEs 1(1.8) Arthralgia 9(16.4)
Infusion interruption due to TEAEs 1(1.8) Dizziness 9(16.4)
Dose delay due to TEAEs 15 (27.3) Lipase increase 9(16.4)
Dose-limiting toxicity 0 Nausea 9(16.4)

Overall, 51 (93%) patients are still receiving treatment, and 4 patients discontinued treatment*
e No dose-limiting toxicities were observed; maximum tolerated dose was not reached

Grade =3 anemia and/or neutropenia TEAEs occurred in 5 patients (all received hydroxyurea prior or during the event), no grade =3
thrombocytopenia TEAEs were observed

Lipase increases resolved in all 9 patients, were transient, and were not associated with dose

*1 grade 4 TEAE was observed (transient neutropenia related to concomitant hydroxyurea). TVisceral venous thrombosis (n=1; 24 mg; considered related to INCA033989) followed by melena (after anticoagulant initiation; considered
unrelated to INCA033989) and treatment discontinuation; diverticulitis (n=1; 400 mg; considered unrelated to INCA033989); polymyalgia rheumatica (n=1; 1500 mg; considered unrelated to INCA033989). *Adverse event (visceral venous
thrombosis; n=1), lack of efficacy (n=1), pregnancy (n=1), and patient withdrawal (n=1).

TEAE, treatment-emergent adverse event; URTI, upper respiratory tract infection.



Rapid and Durable Platelet Normalization With
Optimal Response at Higher Doses of INCA033989

Platelet Counts (24-250 mg* Q2W; n=25)

Platelet Counts (400-2500 mg* Q2W; n=30)
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e Median (range) duration of exposure was 45.0 (4.0, 94.1) weeks
e Of the 34 patients who enrolled with concomitant cytoreductive therapy (hydroxyurea [n=27] or anagrelide [n=7]), most (71%)

discontinued and remained on study

Median (range) time to discontinuation of cytoreductive therapy (hydroxyurea and anagrelide) was 23.0 (1.0-322.0) days

Dotted lines indicate upper (400 G/L) and lower limit (150 G/L) of normal. Boxes denote the first and third quartiles, lines represent the median. Number of patients with available data at each visit is noted below the x axis.

*Starting dose.
C, cycle; D, day; Q2W, every 2 weeks.




Rapid and Durable Hematologic Responses With
INCA033989 Monotherapy (Doses 24-250 mq)
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e 25 patients with starting dose 24-250 mg
— HR: 22 (88.0%)
— CHR*: 17 (68.0%)
— Durablet (12 weeks) HR: 14 (56.0%)
— Durable CHR: 11 (44.0%)

Visit
Response Mutation Type
AOCHR A®PHRA®NR O Type1 A Non-type 1

4 Discontinued

*CHR defined as platelet count <400 x 10%/L and leukocytes <10 x 109/L, partial hematologic response (PHR) defined as platelet count <600 x 10%L and leukocytes <10 x 109/L (baseline platelet count >600 x 10%L). tDurable response defined as

maintaining for 212 weeks.
C, cycle; CHR, complete hematologic response; D, day; HR, hematologic response; NR, no response; PHR, partial hematologic response.



Rapid and Durable Hematologic Responses With
INCA033989 Monotherapy (Doses 400-2500 mg)
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*CHR defined as platelet count <400 x 10%L and leukocytes <10 x 10°%/L, PHR defined as platelet count <600 x 10%/L and leukocytes <10 x 10°/L (baseline platelet count >600 x 109/L). tPatients with =12 weeks of INCA033989 treatment or early
termination. *Durable response defined as maintaining for 212 weeks.
C, cycle; CHR, complete hematologic response; D, day; HR, hematologic response; NR, no response; PHR, partial hematologic response.



Frequent Molecular Responses Correlate With Hematologic
Responses With INCA033989 Monotherapy

e Areduction in mutCALR VAF from baseline occurred in 50/52* (96.2%) patients with =1 postbaseline VAF measurement
— Best reduction in VAF 225%: 27/52 (52%)
— Best reduction in VAF 250%: 16/52 (31%)

Durable Hematologic Response ® Durable CHR @ Durable PHR ® No durable HR
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Number of Postbaseline Assessments
2 25433232563435245632342655262545534343355353353645H5

Patients

*3 patients were excluded due to lack of postbaseline assessment. Postbaseline assessments performed C2D15, C4D1, and every 3 cycles thereafter. CHR defined as platelet count <400 x 109/L and leukocytes <10 x 10%L, PHR defined as platelet
count <600 x 10%L and leukocytes <10 x 10%/L (baseline platelet count >600 x 10%L). Durable response defined as maintaining for 212 weeks.
C, cycle; CHR, complete hematologic response; D, day; HR, hematologic response; mutCALR, mutations in calreticulin; PHR, partial hematologic response; VAF, variant allele frequency.



Molecular Responses Are Rapid, Durable, and Improve at
Higher Doses of INCA033989

Doses 24-250 mg (n=25) Doses 400-2500 mg (n=27)

100 1

100 1

50 1

Percentage Change From Baseline of VAF
Percentage Change From Baseline of VAF

-100- -100+
Baseline  C2D15  C4DI C7D1 C10D1  C13D1  C19D1 Baseline ~ C2D15 C4D!1 C7D1 C10D1 C13D1
Visit Visit
Durable Hematologic Response @ Durable CHR @ Durable PHR @ No durable HR Durable Hematologic Response @Durable CHR ® Durable PHR ® No durable HR

e Reduction in mutCALR VAF was observed within 3-6 months and was maintained over time in most patients

e More consistent reduction in mutCALR VAF was observed at higher doses

C, cycle; CHR, complete hematologic response; D, day; HR, hematologic response; mutCALR, mutations in calreticulin; PHR, partial hematologic response; VAF, variant allele frequency.
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Reduction in mutCALR* Megakaryocytes (MK) Marks
Improvement in Bone Marrow Hematopoiesis

MK Staining by mutCALR IHC Changes in Bone Marrow MK (n=24)*

MK Clustering' (n=34)
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*1 patient with 0 mutCALR- MK at screening is not shown. Bone marrow mutCALR IHC quantitative assessment of mutCALR* and mutCALR- MK were conducted for patients with available samples at screening and at timepoints on-treatment
(primarily 3 or 6 cycles). "MK clustering was centrally assessed for patients with available samples at screening and C7D1. “Resolved”: present at screening and absent at C7D1; “Unchanged”: present at screening and present at C7D1.
C, cycle; CHR, complete hematologic response; D, day; IHC, immunohistochemistry; mutCALR, mutations in calreticulin; PHR, partial hematologic response.
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Conclusions

INCA033989 monotherapy is well tolerated in patients with ET who are resistant/intolerant to prior
cytoreductive therapy

— No dose-limiting toxicities were observed, and a maximum tolerated dose was not reached

— 93% of patients remain on treatment

Rapid and durable normalization of platelets was observed
— Trend towards improved responses at higher doses
— Most patients achieved a CHR

Molecular responses were frequent, rapid, durable and correlated with hematologic responses

Exploratory analysis indicated improvement of MK hyperplasia, and recovery of normal hematopoiesis
supports the disease-modifying potential of INCA033989

Dose expansion is ongoing, and a phase 3 study is planned for initiation in 2026
— Development of a subcutaneous formulation is ongoing

CHR, complete hematologic response; ET, essential thrombocythemia; MK, megakaryocytes.
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