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Survival for SM subtypes
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diagnostica  della mastocitosi sistemica: 
valutazione midollare 

What’s the aim of SM therapy?



Ustun C et al, Blood Adv 2025

The current strategy
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Anti-mediator therapy may not be sufficient 



Ustun C et al, Blood Adv 2025

The current strategy



Avapritinib approved by FDA and EMA in ISM patients

Gotlib J et al, NEJM Evidence 2023



New drugs in clinical development in ISM patients with uncontrolled symptoms

ISM with 
uncontrolled
symptoms

Elenestinib (BLU-263)
Bezuclastinib
TL-895

NCT04910685, NCT05186753, NCT04655118



Mean Change in TSS at Week 24 [95 % CI]

Bezuclastinib Placebo P-Value

-24.32 
(-27.56, -21.08)

-15.41 
(-19.58, -11.24)

0.0002
-8.91 

(-13.56, -4.26)

≥50% Reduction in Serum Tryptase at Week 24 

Bezuclastinib Placebo P-Value

87.4% 0% <0.0001-30
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Bezuclastinib Placebo

Bezuclastinib induces clinically meaningful decreases in patient-reported 
symptoms and objective measures of disease burden

Rein L et al, ASH 2025



✓ What is the role of TKIs in preventing disease progression, if
any?

✓ TKIs in ISM: how long?

✓ TKIs in ISM: for which patients? Need for a shared and objective
evaluation of symptoms burden over time

Open questions (I)



Ustun C et al, Blood Adv 2025

The current strategy



Beyond KIT 

Hoermann G et al, J ALLERGY CLIN IMMUNOL PRACT 2025



Response assessment criteria



SINGLE AGENT 
ACTIVITY: 

ORR 60% 
(Valent criteria)

ORR 20-30%

(ImWG criteria)

MEDIAN 

OVERALL SURVIVAL

28.7 MONTHS

IMPROVEMENT OF 
PATIENTS-
REPORTED 

SYMPTOMS

MANAGEABLE 
TOXICITY

PROFILE

The first player: Midostaurin

Gotlib J et al, NEJM 2016



What did we learn from Midostaurin experience?

Jawhar M et al, Blood 2017



Gotlib J et al, Blood Advances 2026

Avapritinib is now approved after a 1st line of systemic therapy



Final database lock: March 13, 2025. DOR, TTR, and PFS were assessed in the response-evaluable population. aPFS was defined as the time from first dose to the time of initial documentation of progressive disease or death due to any cause, 

whichever occurred first.

Overall population First-line

All

(n=107)

ASM

(n=21)

SM-AHN

(n=71)

MCL

(n=15)

All

(n=38)

ASM

(n=7)

SM-AHN

(n=28)

MCL

(n=3)

Median follow-up, 

months (95% CI)

49

(44–52)

43

(21–46)

52

(47–56)

54

(43–59)

49

(44–55)

44

(21–49)

50

(45–57)

51

(42–NR)

Median TTR, 

months (95% CI)

2.3 

(0.3–20.3)

2.1

(0.3–15.0)

2.1

(0.5–20.3)

7.3

(1.7–12.2)

3.1 

(0.3–15.0)

1.8 

(0.3–15.0)

2.4 

(0.5–12.2)

9.2 

(9.2–9.3)

Median DOR, 

months (95% CI)

57.8 

(46.1–NR)

NR 

(26.5–NR)

54.5 

(42.6–NR)

NR 

(NR–NR)

NR 

(37.1–NR)

NR

(NR–NR)

NR 

(31.2–NR)

NR 

( 29.0–NR)

Median PFS,a

months (95% CI)

51.3

(38.7–NR)

NR

(NR–NR)

45.1

(31.4–61.6)

NR

(12.0–NR)

NR

(39.4–NR)

NR

(NR–NR)

48.1

(25.4–NR)

NR

(38.2–NR)

DOR, duration of response; NR, not reached; PFS, progression-free survival; TTR, time to response.

Gotlib J et al, Blood Advances 2026

Avapritinib demonstrated rapid, robust and sustained response 
with 4 years median follow-up 
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• Clearance of BM MC aggregates was seen in 74% of all 

patients and

84% of first-line patients

Final database lock: March 13, 2025. Error bars = ±SD. aSD = 85.5. bSD = 45.5  
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Overall population First-line patients

Serum tryptase

KIT D816V VAF Spleen volume

• A total of 64% of all patients and 67% of first-line patients had post-

baseline KIT D816V VAF of <1%

Overall population First-line patients

• A reduction in serum tryptase to <20 ng/ml was observed in 65% of 

all patients and 79% of first-line patients

• In patients with baseline palpable spleens, clinical resolution was 

observed in 78% of the overall population and 72% of first-line patients
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Gotlib J et al, Blood Advances 2026

Durable reductions in all biomarkers of disease burden were observed



OS in overall population

OS
All

(N=107)

ASM

(n=21)

SM-AHN

(n=71)

Pure MCL

(n=11)

Median (95% CI) 62 (60.0–NR) NR (NR–NR) 60 (50–NR) NR (NR–NR)

Months from first dose

21 20 20 17 16 15 14 14 11 10 5 2 1 0

71 68 64 59 58 51 47 46 43 36 29 16 8 0

11 10 9 9 9 9 9 9 9 8 6 3 1 0

107 102 96 88 85 76 71 70 64 55 41 22 11 0

ASM

SM-AHN

Pure MCL

Total
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Median follow-up: 49 months

OS was >5 years in the overall population

Gotlib J et al, Blood Advances 2026

MARS score and OS
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Ustun C et al, Blood Adv 2025

The current strategy



Clinical heterogeneity of SM-AHN

Schwaab J et al, J Allergy Clin Immunol Pract 2020; Valent P et al, HemaSphere 2021; Shouval R et al, Lanect Haematol 2021; Tremblay D et al Oncologist 2021 



How do we choose treatment in SM-AHN patients?

Radia DH et al, Hematology 2023



Sequential therapies?
Combo trials?

Tashi T et al, Immunol Allergy Clin N Am 2023

Potential consequences of KIT inhibition in SM-AHN



✓ How long should TKIs be delivered? 

✓ What’s the role of MRD monitoring? 

✓ SM-AHN is still a diagnostic and therapeutic
challenge→interaction between clinicians
and pathologists is mandatory. Combo trials are ongoing. 

Open questions (II)
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