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Oncology today: 

between guidelines and personalized medicine 



Thomas Muhlenberg, J Clin Oncol 42:1439-1449 © 2024 by American Society of Clinical Oncology

The incredible evolution of GIST therapy



The “dog chain” of our clinical daily practice



Why narrowing treatment personalization? 

NICE clinical guidelines:

“Recommendations on how healthcare and other

professionals should care for people with specific

conditions”



Agenda

Diagnosis

Pre-op diagnosis (most of the time)

Genotype (not mandatory, but …)

“Wild-type” (Reference Centers do exist)

Surgery

Margins (GISTs are different from sarcomas)

The tinier, the better

If metastasis/ses: stop surgeons 

Rectal GIST: let’s talk about it

Therapy

You must genotype (always!)

The AIFA label is clear (not rational)

New actors (avapritinib and ripretinib)

Oligo-progressions and tumor board

Re-challenge/s
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Gastro-enteroloGIST and RadioloGIST



When a putative GIST is not a GIST 

https://radiologyassistant.nl/abdomen/bowel/small-bowel-tumors



Does GIST diagnosis mandate genotyping?

Cancers 2021, 13, 3158. https://doi.org/10.3390/cancers13133158



GIST genotype carries information 

-KIT mutations are different: exon 11 del 557-558 vs. exon 11 del 560

-GIST SDH-deficient: lymph node metastases

-PDGFR-: poor uptake FDG tracer

-NF1 GIST: multiple GISTs

-……………………………….



Diagnostic (not research) genotyping

https://stores.biotecnika.org/products/molecular-biology-techniques-hands-on-training-internship-program-jan-2025



“Referring” a tumor specimen is easy



Agenda

Diagnosis

Pre-op diagnosis (most of the time)

Genotype (not mandatory, but …)

“Wild-type” (Reference Centers)

Surgery

Margins (GISTs are different from sarcomas)

The tiniest the better

If metastasis/ses stop surgeons 

Rectal GIST: let’s talk about it

Therapy

You must genotype (always!)

The AIFA label is clear (not rational)

New actors (avapritinib and ripretinib)

Oligo-progressions and tumor board

Re-challenge/s



GIST treatment strategy: tumor board 



Surgical margins: GIST are not “sarcomas”



GIST surgery: principles

-Complete

-Not multivisceral

-No lymph node dissection (see genotype)

-Avoiding contamination/rupture ( ≈ M1)

-Resectable metastatic GIST: TKI first!



A plea: do not touch rectal GIST

R1 surgery worsens prognosis (mesorectal & distal margin)

Any mistake causes abdomino-perineal amputation

Biopsy and genotype to set pre-op treatment

To be discussed within a tumor board (experienced!)
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GIST medical treatment: be precise!

RegorafenibSunitinibImatinib

median-PFS = 20 months median-PFS = 6.3 months median-PFS = 4.8 months



Likely kit-mutated, but not always

Rare
Very-rare
Ultra-rare

https://doi.org/10.3389/fgene.2022.864499

https://doi.org/10.3389/fgene.2022.864499


AIFA label is “boring” and a bit irrational

Imatinib e' indicato per: il trattamento di pazienti adulti con tumori 

stromali gastrointestinali maligni (GIST) non resecabili e/o metastatici 

positivi a Kit (CD 117).

Sunitinib è indicato nel tumore stromale del tratto gastrointestinale 

(GIST) nei casi in cui l’imatinib (un altro medicinale antitumorale) non 

ha più effetto o non può più essere assunto. 

Regorafenib è indicato nei tumori stromali gastrointestinali 

(gastrointestinal stromal tumors, GIST) non resecabili o metastatici, dopo 

progressione di malattia o intolleranti al trattamento precedente con 

imatinib e sunitinib. 



Equally active, but off-label (toxic+expensive)



Take into account initial mutation

Secondary kinase mutations were significantly more common 

in GISTs with primary KIT exon 11 mutations than in those 

with exon 9 mutations (73% vs. 19%; p=  .0003). 



Later TKIs may exhaust the patient



A parsimonious use of TKIs: tumor board 



GIST deposits destruction: 

an effective strategy

Surgery:

Radiofrequency (and the likes):

Radiotherapy:

Embolization:

1. DOI:https://doi.org/10.1016/j.ejso.2013.12.020
2. https://doi.org/10.1200/jco.2004.22.90140.902
3. http://dx.doi.org/10.1016/j.radonc.2015.07.025
4. doi: 10.1007/s12029-014-9663-2.

https://doi.org/10.1016/j.ejso.2013.12.020
https://doi.org/10.1200/jco.2004.22.90140.902
http://dx.doi.org/10.1016/j.radonc.2015.07.025


When tumor board is mandatory

“Surgical excision of progressing disease has not been beneficial in published 
retrospective series, but surgery of focal progression, such as the ‘nodule 
within a mass’, up to one or few nodules/masses when the rest of the disease 
is still responding, has been associated with a PFS in the same range as for any 
furtherline treatment. Therefore this may be an option for the individual 
patient with limited progression, while continuing imatinib at the same dose 
[IV, C]. Nonsurgical procedures [e.g. local treatment, such as ablations or 
radiotherapy (RT)] may be selected”



GIST treatment strategy: final steps

Per i pazienti con GIST avanzato si deve prendere in considerazione la 

partecipazione a studi clinici con nuove terapie o combinazioni di farmaci. 

Sulla base dell’esperienza clinica e delle conoscenze biologiche della malattia, 

ci sono evidenze che indicano come il re-challenge con imatinib possa dare 

qualche beneficio e rallentare l’evoluzione di una malattia in franca 

progressione.



Do not stick to, but remember guidelines
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