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Dissecting neuroendocrine mixed tumors by single cell RNA-seq
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K(l) Abstract h /(4) Distinct populations of cancer cells by differentiation and cell cycle programs \

We use single cell RNAseq to comprehensivelycharacterizethe cellular diversity of

omixeckE tumors that contain both a neuroendocrine and a non-neuroendocrine

component Here,we analyzea largecell neuroendocrinecarcinomaLCNEQ)ombined

with squamo_uscell carcinoma We identify the tvyo expecte_d canc_ercomponen_ts- Squamous Progenitor Undifferentiated Neuroendocrine

neuroendocrineand squamousg but also populationsof undifferentiated/progenitor |“|¢
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Cancer cells:
Epithel

® Neuroendocrine

® Progenitor/Cycling
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Non-cancer cells:

B cells

T cells
® Macrophages
® Endothel
®

Fibroblasts e e .' ‘. e poraen e e - 55 - : - S o(\(\ : '?’}@ Q '
. %‘Mﬁﬁf ",ﬁn'vrf-.f,ﬂf**: r"*:ﬁ,"'p'l"' o e T "..'.r'f.,,' S I A = T 1y ,.I .':In-.-..".','.:"'-:"!I'r"rr:'ﬁw:"r‘1r1:"'.1:;.'.‘|"r 'II"H-— .' T O - < Q O
! :Il.,,.l.,J.l. .J.,. l..,. _....: i 'II—‘f.ll.' ' cmuim am oo : ; ‘. 1= ! i irive o w ‘:-—' inmg e maan : : ll l'. e SPRR1B 2 606 ‘eo Q‘OQ @ 66

Fig:(w‘“ il tilas bl it it et TS SRR .| S100A8

it ; | ' '..:. I a.i,.H II. s 't .| H-I ,.'.; i .' u-.f'..rl..'?..”l .|._.||u'. o 1||-J ..'.1. T.'.'.a.l_ F..- .'-J .o r,a I'I ' L T Wa— '.1', — (%) Q
' ; ¢ ' ‘ g ﬁ!r".hl'?,\:" ””\ H. H.I rﬂ?a..a.- .".-.".". '..... "' ' "-..'. "."-"l. ! '.' - 'f' I y '”. "J"" " ' ‘.|.'. ". “'. I '| 3 ;“'.‘ 'l.= i Lwl‘:"' rl':g 1 " .: * ; :" .'* ' ' " " LCN2 % 0
st .“ Bl ’uﬁqm A priin et il w. o i a‘ b u.'l.,:-':.-.| R :#4,: Fhab mnpr.'f.q r.r-.' :" '.'g' = by okl Ay R Vil Hf' o i [t g 'r..v .,.J..r.;:.'., S )

o
Expression
2

_50_

. . . . Cells
-25 0 25 50
\ t—-SNE dim1 / J

@) Inference of copy-number abberations (CNAS) ) /(5) Progenitors retain partial expression \ /(6) Conclusions )

=== T T§ ] = — = of differentiation programs A Singlecell RNAseq may be usedto improve
| 3 | B = EfE our understanding of tumors with poorly

understoodbiology,suchasamixecE tumors.

/Senescence Epithel Neuroendo. Progenitor GZM G1S

EI_ = | B4 W C SE = - f A A single tumor with combined LCNECand

c = ; = £ : ; E squamoushistologywas examined Thistumor

'§ T2 ET e = harbors a third population of progenitorlike

= == N == — T - cells that we do not yet understand but

= 1= = — appearsto reflect anintermediatebetweenthe
e R e = =5 = sl i=EE two differentiated states

A Further work is needed to examine the
function of the progenitors,their presencein

Inferred CNA additionaltumorsandthe clinicalimplications
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