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Substance:avapritinib 

 

Brand Name:Ayvakyt 

 

Originator/licensee:Bluepri

nt Medicines (Netherlands) 

B.V. 

 

Classification:NI 

 

ATC code:L01EX18 

 

OrphanStatus: 

Eu: Yes 

US: Yes 

 

Mechanism of action: 

Avapritinib is a selective TKI 

that binds to and inhibits 

specific mutated forms of 

PDGFRα and KIT. This 

results in the inhibition of 

PDGFRα- and KIT-mediated 

signal transduction 

pathways and the inhibition 

of proliferation in tumor 

cells. [1] 

--------------- 

 

 

Authorized Indication:  

EMA: avapritinib is 

indicated as monotherapy 

for the treatment of adult 

patients with ASM, SM-AHN 

or MCL, after at least one 

systemic therapy [2]. 

 

FDA: avapritinib isindicated 

for the treatment of adult 

patients with 

AdvSM.AdvSMincludesASM, 

SM-AHN and MCL[3]. 

 

Route of administration: OS 

 

Licensing status 

EU CHMP P.O. date: 

27/01/2022 

FDA M.A. date: 16/06/2021 

 

EU Speed Approval 

Pathway:No 

FDA Speed Approval 

Pathway: Yes 

-------------- 

ABBREVIATIONS:  
AdvSM: advanced systemic 

mastocytosis 

AE: adverse event 

ASM: aggressive systemic 

mastocytosis 

CHMP: Committee for Medicinal 

Products for Human Use 

ECNM: European Competence 

Network on Mastocytosis 

IFN-α: interferon alfa 

IWG-MRT-ECNM: International 

Working Group -

Myeloproliferative Neoplasms 

Research and Treatment - 

European Competence Network 

on Mastocytosis 

M.A.: Marketing Authorization 

MCL: mast cell leukemia 

ORR: overall response rate 

PDGFRα: platelet-derived 

growth factor receptor alpha 

P.O.: Positive Opinion 

Pts: patients 

SAE: serious AE 

SM: systemic mastocytosis 

SM-AHN: systemic mastocytosis 

with an associated hematological 

neoplasm 

TKI: tyrosine kinase inhibitor 

Summary of clinical EFFICACY:The efficacy of avapritinib was demonstrated in two single-arm, open-label clinical trials: thephase I EXPLORER 

(NCT02561988) study[4] and the phase II PATHFINDER (NCT03580655) study.  

The EXPLORER study comprised a dose-escalation phase and a dose-expansion phase, andavapritinib was evaluated at starting doses ranging from 30 to 

400 mg once daily in 86 pts, of which 69 had AdvSM. 

The PATHFINDER trial is still ongoing and only results of a prespecified interim analysis have been published[5]. Pts were enrolled at a starting dose of 200 

mg once daily. 

In both studies avapritinib was administered in 28-day cycles until disease progression, intolerance, death or withdrawal by the investigator or patient. 

The primary efficacy (response-evaluable) population included all pts with AdvSMevaluable by modified IWG-MRT-ECNM criteria at baseline,who received 

≥1 dose of avapritinib and had sufficient follow-up to be assessed for response.The efficacy endpoint was ORR, defined as pts who achieved a complete 

remission, a complete remission with partial recovery of peripheral blood counts, a partial remission or a clinical improvement as per modified IWG–MRT–

ECNM criteria. 

Median follow-up was 23 months for the EXPLORER trial and10.4 months for the interim analysis of the PATHFINDER trial.60% ofresponse-evaluable pts 

with AdvSM(N=53) in the EXPLORER trial and 72% of the interim analysis efficacy population (N=32) in the PATHFINDER trial had prior antineoplastic 

therapy. 

Efficacy results in pts with AdvSM enrolled in EXPLORER and PATHFINDER are summarized below [4-5]. 

 

EXPLORER PATHFINDER 

All evaluable 

pts (N=53) 

ASM 

(N=3) 

SM-AHN 

(N=37) 

MCL 

(N=13) 

All evaluable 

pts (N=32) 

ASM 

(N=2) 

SM-AHN 

(N=26) 

MCL 

(N=4) 

ORR per modified IWG-MRT-ECNM, % 

(95%CI) 

75 

(62-86) 

100 

(29-100) 

76 

(59-88) 

69 

(39-91) 

75 

(57-89) 

100 

(16-100) 

81 

(61-93) 

25 

(1-81) 

       Complete remission with full or partial  

       hematologic recovery, % 
36 67 38 23 19 50 19 0 

       Partial remission, %  34 33 35 31 31 50 31 25 

       Clinical improvement, %  6 0 3 15 25 0 31 0 

Stable disease, %  23 0 22 31 13 0 8 50 

Progressive disease, % 0 0 0 0 3 0 0 25 

Not evaluable, % 2 0 3 0 9 0 12 0 

Summary of clinical SAFETY:At data cutoff of the EXPLORER trial, 51% of the 69 pts had discontinued treatment. The most frequenthematologic AEs of any 

grade were anemia (58%), thrombocytopenia (51%) and neutropenia (22%) (treatment-related as determined by the investigator were 42%, 39% and 19%, 

respectively). The most frequentnon-hematologic AEs of any grade were periorbital edema (65%), peripheral edema (45%), diarrhea (43%), nausea (42%) 

and fatigue (35%) (treatment-related:64%, 33%, 25%, 32% and 22%, respectively). Six deaths due to AEs (acute myeloid leukemia, gastric hemorrhage, 

intracranial bleeding, cardiac arrest, staphylococcal sepsis and septic shock)were reported [4]. 

At data cutoff of the PATHFINDER trial, 62 pts were included in the safety analysis. 10% of pts experienced AEs leading to permanent treatment 

discontinuation;two (5%) pts discontinued due to a treatment-related SAE (subdural hematoma and bleeding propensity with subcutaneous hematoma). 

The most frequent hematologic AEs of any grade were thrombocytopenia (45%), anemia (32%) and neutropenia (24%) (treatment-related:40%, 19% and 

23%, respectively). The most frequentnon-hematologic AEs of any grade wereperipheral edema (50%), periorbital edema (48%), diarrhea (23%), nausea 

(18%) and vomiting (18%) (treatment-related:42%, 45%, 11%, 8% and 10%, respectively). Grade ≥3 treatment-related AEs were reported in 52% pts, and 

three (5%) deaths due to AEs (disease progression, necrotizing fasciitis and hemorrhagic shock) were reported, none of which were considered related to 

treatment [5]. 

He t 

Ongoing studies: 

● For the same indication:No 

● For other indications:Yes 

 

Discontinued studies (for the same indication):No 
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Cost of therapy: 

In Italy, the ex-factory price for 30 tablets of 

Ayvakyt® 200 mg is 29,090.91€. [6] 

 

Epidemiology: 

SM is a rare hematological malignancy, 

related to an abnormal 

accumulation/proliferation of neoplastic 

mast cells, that is classified into non-

advanced subtypes (indolent and smoldering 

SM) and AdvSM, which comprises ASM, SM-

AHN and MCL.The prevalence of SM in 

Europe is estimated between 1/7,700 and 

1/10,400 [7], while the prevalence of AdvSM 

was found to be between 5.2 and 7/1 million 

inhabitants, based on a recently published 

study conducted on pts from two specialized 

centers of the ECNM in Germany. [8] 

 

POSSIBLE PLACE IN THERAPY 

USA guidelines suggest, for most pts with 

ASM, MCL,and for SM-AHN in which the SM 

component requires more urgent treatment 

than theaccompanying AHN, an initial 

systemic treatment 

withmidostaurinoravapritinib (with some 

exceptions), sincethese drugsoffer a more 

favorable balance of response vs toxicity 

compared with other agents (such as 

cladribine and IFN-α). No studies have 

directly compared the efficacy and toxicity of 

midostaurin and avapritinib, 

however,avapritinib should not be given 

when the platelet count is <50,000/µLdue to 

an increased risk of intracranial hemorrhage 

in these pts. [9] In the EU, instead, avapritinib 

is not considered a 1
st

-line therapy as it is 

indicated for pts who have already received 

at least one systemic therapy [2]. 

 

OTHER INDICATIONS IN DEVELOPMENT: 

solid tumors 

 

SAME INDICATION IN EARLIER LINE(S) OF 

TREATMENT: 

Yes(USA indication) 

 

OTHER DRUGS IN DEVELOPMENT for the 

SAME INDICATION: 

Phase 2: bezuclastinib, brentuximab vedotin 

Phase 1-2: CD16/IL-15/CD33 Tri-Specific Killer 

Engagers (TriKEs,GTB-3550 )  

 

*Service reorganization: No 

*Possible off label use: Yes 

 


