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The analysis workflow
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Source	of	genomic	data
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Stratification of GC according
to mutation burdens
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Mutation	spectrum	of GC with	
different	mutation	burdens

5



Mutational signature deciphering
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Mutational signatures operative
in gastric cancer
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Mutational signatures operative
in gastric cancer
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Kernal PCA of mutational signatures
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The importance of mutational
signature in distinguishing
between RGC and HGC
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The presence of mutational
signatures

APOBEC signature mutation: TCW (whereW = A or T)
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The APOBEC signaturemutation

APOBEC signature mutation: TCW (whereW = A or T)
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Mutational landscape in
regular-mutated GC
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Prognostic significance of
C1/2 in RGC
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Prognosis of C1/2 stratified by
Lauren’s classification
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Prognostic
significance of
C1/2 in the 2nd

cohort
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Altered signalling pathways in
regular-mutated GC
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Mutational landscape in
hyper-mutated GC
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Prognosis of CDH1mutation in
diffuse-/intestinal-typeGC

19



Prognosis of CDH1mutation in
the 2nd diffuse-type GC cohort
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Conclusions

• There are ubiquitous	and	specific	mutational	processes	underlying	
the	pathogenesis	of	different	subtypes	of	GCwith	varying	mutation	
burdens.

• Several	novel	SMGs	that	are	mutated	at	intermediate	or	low	
prevalence	were	identified.

• Regular-mutated GC can	be	further	stratified	into	two	subtypes	(i.e.	
C1/2)	with	distinct	clinical	outcomes.

• CDH1 mutation	is	an	independent	prognostic	factor	for	poorer	
survival	in	patients	with	diffuse-type	GC.
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