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GIST:

dalla diagnosi al trattamento



Hum Pathol. 1999

➢ Symptomatic: signs/symptoms related to location and size 
of tumor

• Vague GI pain or discomfort 

• GI hemorrhage 

• Anemia

• Anorexia, weight loss, nausea, fatigue, and additional 
GI complaints

• Acute intraperitoneal bleeding or perforation

B. Nilsson et al., Cancer 2005



GIST: standard treatment



Relapse patterns



2002 2006 2012 2020 2020

Imatinib
metastatic GIST

mPFS 20.4 mo
ORR 51%

Sunitinb
metastatic GIST

mPFS 5.6 mo
ORR 6.8%

Regorafenib
metastatic GIST

mPFS 4.8 mo
ORR 4.5%

Avapritinib
PDGFRA-D842V 

mutant GIST
mPFS 29.5 mo

ORR 87.5%

Ripretinib
metastatic GIST

mPFS 6.3 mo
ORR 9.4%

Demetri GD et al. Lancet 2006

Demetri GD et al. Lancet 2013

Blay JY et al. Lancet Oncol 2020

Heinrich MC et al. Lancet Oncol 2020

Verweji J et al. Lancet 2004



Molecular biology

Joensuu H et al. Lancet 2013

PDGFRAKIT

Lasota J et al, Histopathology 2008



Adattato da C.M. Kelly et al, J Hematol Oncol 2021
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Lancet 2004;364:1127
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Lancet Oncology 2024



Liegl B, J Pathol, 2008

Secondary resistance: 
molecular heterogeneity



Lancet 2006;368:1329

SUNITINIB

50 mg/die, 4 settimane on, 2 settimane off

SUNITINIB

37.5 mg/die



Lancet 2013;381:295

REGORAFENIB

160 mg/day, 3 settimane on, 1 settimana off



150 mg/die

RIPRETINIB

Lancet Oncol 2020; 381:295



Lancet Oncol 2013
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TKI

STOP TKI

TKI

TKIs beyond progression



PDGFRA

Corless CL, J Clin Oncol 2005



Avapritinib in D842V

300 mg/die

AVAPRITINIB



+ 1 month + 2 months

Imatinib Avapritinib in D842V



Lostes MJ et al. Ther Adv Med Oncol 2021





Choi’s

RECIST









Surgery
of responding residual disease



Stable disease

Progressive disease

Change 
treatment?

Change 
treatment!

Surgery
of progressing disease







Heinrich M et al, Nature Medicine 2024



INSIGHT: phase 3, randomized, global, multicenter, 
           open-label study 



Post imatinib only

(N 388)

Sunitinib 37,5 mg QD

Bezuclastinib 600 mg QD

+

Sunitinib 37.5 mg QD

PEAK Study: a Phase 3, Randomized, Open-Label, Multicenter Clinical Study of 

Bezuclastinib (CGT9486) and Sunitinib Combination Versus Sunitinib in Patients with 

Gastrointestinal Stromal Tumors (GIST)

crossover
R 1:1





Duration of Treatment and Response 

 ≥ 3 rd Line Patients 

Progression Free Survival 

 ≥ 3 rd Line Patients 

George S et al, CTOS 2024



Schoffski P et al, ASCO 2024



GIST: standard treatment



GIST - Adjuvant
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De Matteo RP et al. Lancet 2009

Casali PG et al. J Clin Oncol 2015

Joensuu H et al. J Clin Oncol 2016





Disease Free Survival Overall Survival



GIST - Adjuvant
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Joensuu H et al. J Clin Oncol 2016

JY Blay et al. Ann Oncol 2024



GIST: prognostic factors

▪ mitoses

▪ size

▪ site

▪ [genotype]



Cytoreductive therapy





GIST: «Tumor board»
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