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PANCREASKANKER
PDAC

Grey’s Anatomy m adenocarcinoma ®other pancreatic cancers



BEHANDELING
mPDAC
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MOLECULAIRE SUBTYPES
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PEGASUS DOELEN
mPDAC

De overleving en kwaliteit van leven van patiénten met alvleesklierkanker
verbeteren.

@ Bepalen of moleculaire subgroepen de respons op FOLFIRINOX in uitgezaaide
alvleesklierkanker kunnen voorspellen

@ Het predictieve profiel versimpelen tot een eenvoudigere en goedkopere test

© Het profiel verbeteren met op DNA gebaseerde biomarkers, en mogelijkheden
voor targeted interventies identificeren



©® PEGASUS COHORT
mPDAC

Total CPCT-02 n=330 /|

No biopsy n=34
Biopsy n = 296
= Exclusion criteria n=43
Lesion not RECIST n=-1
Other pathology n=7
' No/other treatment* n=235
WGS eligible n = 253
Quality issues n=127
Not evaluable n=_86
Failed library prep n=28
! RNA-seq QC issues n=13
WGS evaluable n = 126
- DRUP/WIDE/ACT n=5
\
RNA available n = 131 = All patient samples were
used for Figure 1 & 3
» Other/No treatment™* n=39
/

RNA available n =92

Lansbergen et al. 2024



@ SUBTYPES IN PEGASUS

mPDAC COHORT
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©® SUBTYPES
FOLFIRINOX RESPONS
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® VERSIMPELEN PROFIEL
SURROGAAT IHC MARKER
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Lansbergen et al. 2024



® VERSIMPELEN PROFIEL
SURROGAAT IHC MARKER
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© PROFIEL VERBETEREN MET WGS

Total CPCT-02 n =330

No biopsy n=34
Biopsy n =296
Excluded from WGS** n=43
Lesion not RECIST n=1
* Other pathology n=7
No / other treatment n=235
WGS eligible n =253
Not evaluable for WGS n =86
» Purity <20% n=10
CN noise n=2
WGS evaluable n =148
“ DRUP/WIDE/ACT n=11

WGS evaluable n=159
FOLFIRINOX n=108
No FOLFIRINOX n =51

Lansbergen et al. 2025



Amplified Top 10 mutated genes
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© PROFIEL VERBETEREN MET WGS
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CONCLUSIES
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HORDES EN UITDAGINGEN
VOOR IMPLEMENTATIE

» Moleculaire analyse niet praktisch

Ondanks goedkope, eenvoudig te implementeren IHC:
 Niet duidelijk predictief

 Verschuivend mechanistisch inzicht

« [se case?
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A: OncoKB level 1, 2 and 3 targetable alterations for pancreatic cancer.

(L)i‘::::KB Gene Alteration Drug Prevalence
1 NTRK1 fusion entrectinib 1

1 NTRK3 fusion larotrectinib 1

1 other MSI-H pembrolizumab 1

1 other TMB-H pembrolizumab 10
2 BRCA1 oncogenic mutation rucaparib 1
2 BRCA2 oncogenic mutation rucaparib 2
3 NRG1 fusion zenocutuzumab 2
3 NTRK1 fusion repotrectinib 1
3 NTRK3 fusion repotrectinib 1
3 TP53 Y220C PC14586 2

B: OncoKB level 1 and CIVIC level A alterations for other tumor types than pancreatic cancer.

Level Gene Alteration Drug Prevalence Cancer type
OncoKB
1 MET D1010, 963_1010del, capmatinib 1 NSCLC
963 1010splice, exon 14
deletion
1 ATM oncogenic mutation talazoparib + 4 prostate
enzalutamide cancer
1 PIK3CA C420R and other alpelisib 4 breast cancer
alterations
1 SMARCB1 deletion tazemetostat 1 epithelioid
sarcoma
1 ALK amplification crizotinib and other | 1 NSCLC
drugs
1 ERBB2 amplification trastuzumab (+ 6 breast cancer

chemotherapy)




	Dianummer 1
	Pancreatic and EsophagoGastric cAncer: �improving Survival and qUality of life through perSonalized medicine
	Dianummer 3
	Dianummer 4
	Dianummer 5
	Dianummer 6
	Dianummer 7
	Dianummer 8
	Dianummer 9
	Dianummer 10
	Dianummer 11
	Dianummer 12
	Dianummer 13
	Dianummer 14
	Dianummer 15
	Dianummer 16
	Dianummer 17
	Dianummer 18

