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Email: chgueireto@ipatimup) HIF1A-AS2 is upregulated in gastric cancer and associated with poor wiﬂ:eﬁ:?‘;zrg::maiv;seas%.a:zwwﬂgse varli:nls that diseace risk var ion n

prognosis. Dig Dis 5ci. 2015;60:1655-1662.

31. Sun J, Song Y, Chen X, et al. Novel long non-coding RNA RP11-
119F7.4 as a potential biomarker for the development and progres-
sion of gastric cancer. Oncol Lett. 2015;10:115-120.

1 | STEM CELLS AT THE ORIGIN OF
GASTRIC CANCER (GC)

Stemn cells occupy a privileged position in the cell hierarchy of tissues,
permitting them to populate tissues om long timescales with their
progeny. They are therefore st the highest a-prior risk for inftisting
ith progenitor and differentisted cells.
er number of steps for transformation
Heficobacter pydon and stem cells might
sights on how infection can lead to cancer.

In the stomach. understanding tissue and stem cell organization is
complicated by the differences between stomach regions (antrum, cor-
pus, and fundus), the high number of differentiated cell types and the
complex migration patterns im the stomach glands. Among the stem
cell markers proposed inthe pastz"‘ initial studies based on microsco-
py showed a clear origin of epithelial proliferation and migration at the
gland isthmus® corresponding to a zone inthe upper third of glands in

more recent study, Hayakawa et al’ identify a new class of stem cells
in glands of the corpus based on the marker Mistl, a transcription
factor first described as a marker of chief cell=® found at the crypt
base near Lgr5+ cells” but also at the isthmus. Mist1+ isthmus cells
show bidirectional expansion, give rise to all epithelial cell types and
to long-time perszistent clonal glands, while basal Mistl+ cells seem to
dizappear after few days. Importanthy, it could be shown that lineage
tracing did not depend on Lgr5+ cells. Growth of three-dimensional
organoids derived from Mistl+ cells in vitro did not require canonical
Wint signaling, but could be enhanced by the Motch ligand Jagged-1.
The authors identified two factors defining the isthmus miche: Caoord+
intra-epithelial innate lymphoid cells as sources of WintSa, which medi-
ates expansion of Mistl+ cells, and Cxcll2 originating from nearby
endothelial cells inducing Wint3a production in Cxcrd cells” This study
further showed that the Mist1+ stem cells in the isthmus are relevant
for the inftiation of gastric cancer (GC) in the corpus. Introduction of
kmown gastric driver gene mutations like KRAS in Mistl+ cells led to

e S L B e e L

affect gene expression in various cell types remains

a context-dependent manner, in a specific subset of cell types
g i - is lisease

ation studies. PLoS Genet. 5, e1000529.

Howie, B.N., Donnelly, P., and Marchini,
genotype imputation method for the next generation of genome-wide associ-

isatha-human.bat e iains it ol etk

J. (2009). A flexible and accurate a[rl'sﬁc
hf spe-
Lessed
levels

Hubbard, L.L., and Moore, B.B. (2010). IRAK-M regulation and function in host fuman
defense and immune homeostasis. Infect. Dis. Rep. 2.

results
ipecific

Keir, M.E., Butte, M.J., Freeman, G.J., and Sharpe, A.H. (2008). PD-1 and its ["sd°

levious

ligands in tolerance and immunity. Annu. Rev. Immunol. 26, 677-704. bystern

I lines

Kim, W.J., Lim, M.N., Hong, Y., Silverman, E.K., Lee, J.H., Jung, B.H., Ra, [aa.,
S.W., Choi, H.S., Jung, Y.J., Park, Y.B.,

et al. (2014). Association of lung [types

. . . . . eQTL
function genes with chronic obstructive pulmonary disease. Lung 792, [ a,
473-480. labase

it loci
{(eQTLs) and epigenomics) project was established to define
INTRODUCTION the transcriptional and epigenomic landscape of many human

Genomic surveys of individuals from multiple populations have
revealed significant genetic heterogeneity, with over 80 million
it I single i phisms (SNPs), includi
~8 million common variants (Auton et al., 2015). Disease risk as-
snciatinns for several thonsand of these SNPs have haon icden-

immune cell types in relation to genetic variation, thereby identi-
fying both the cell-type and p ial function of
human disease-associated SNPs.

In this first report from the DICE project, we identified common
genetic that are i with the exp ion of several
tho imand nrotein-cndina and non-codinn RMA= in 13 tvoes of im-
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