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Aim of the present study:

Conclusions
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1. Existing molecular subtypes are not readily applicable to post-chemotherapy bladder

T-cell gene signature
Material & Methods oo 05 i == calmeEn
R ) A R . 2. Two post-chemotherapy subtypes (CC3/CC4) lack clear basal or luminal gene
» 0.4- : — : § .
Dataset pre- and post-neoadjuvant chemotherapy 303 Wl 5 expression.
c @) . . . .
_ . 2 | _| 3. Two post-chemotherapy subtypes (CC1/CC3) are highly immune infiltrated.
TURBT before Neoadjuvant chemotherapy Cystecomy e oL — 2 | . .
| _ 0.0 < 4. CC4: Gene expression resembles tumor bed scar and patients show favourable
neoajduvant chemotherapy | | 23 cycles (platinum-based) REST 3 .
B cCi-Basal [ CC3-Immune y prognosis.
B CC2-Luminal CC4-Scar-like O _ _ _ _ _ _
— 5. Further investigation will determine whether these subtypes can be used to guide
PD-1 = :
Former tumor bed gt O — 5 second line therapy.
> > n=21 (scar) oo S 0301 7] i @ ‘
90251 ' — TURBT
© 0.20+ o
Q —_
CC3 Immune L|>j 0.157 : : E E é
n=343 | Invasive tumors 0100+ 4 4 T . . . _
\ Matched pairs / aa ResT 005{ — ~ 3 ‘ B Luminal axis Basal axis
n=116 - L .
L . . . Consensus cluster 4: Characteristics of scarcification and wound healin
Investigations of specimens In this dataset -
Gene expression IHC H&E NAC
HUEX microarray Tissue microarrays Large sections . ~
» Performance of subtyping * Enrichment analysis of e Basal: KRT5/6, CD44 « Quantification of lq:) L L L L LL] L L L _
methods ***>° gene signatures tumor content = 2
» Consensus clustering: e Concordance to protein e Luminal: GATA3, PPARY
Discovery of molecular classes expression « Tumor regression
* Investigation of biological  Immune infiltration: CD8 grading !
characteristics of classes
 Proliferation: KI-67 — — — — — — — —
CC1 Basal CC2 Luminal | CC3 Infiltrated | CC4 Scar-like CC1 Basal CC2 Luminal | CC3 Infiltrated | CC4 Scar-like
KI67 positive tumor cells ECM gene signature - N / \
- 1.4 - - ] ]
Resu |tS 50 12 _ CC2 Luminal - CC3 Immune A CC1 Basal CC4 Scar-like
_ _ o _ ;%f’ 40 3 (1)'2: —— _— B CCi-Basal [@ CC3-Immune Luminal-like phenotype High immune infiltration Basal-like phenotype Stromal phenotype
Performance of published subtyping methods in invasive bladder cancer ; S el m= | ' M cc2-Luminal [[] CC4-Scar-like (GATA3+ | KRT5/6) Strong immune genes (KRT5/6+ & GATA3-) Weak cancer signals
_ & 0. Soal __ Low immune infiltration | | Weak cancer signals Immune infiltrated Low proliferation
after neoadjuvant chemotherapy (NAC - . Y s Low proliferation Moderate proliferation Highest proliferation Favorable prognosis
Concordance 0 — 0.0 . S J N AN /
L . ENE 2| 3] I o Fumor regression grading CC4 vs Scar Tissue . % of cancer cells in tumor area
umina asa eiss’ Kappa ® p<0.01 & fc >0.2 _ —— —_—
ore NAC 05 i p=0.026 CC1l-Basal JCC2-Luminal | CC3-Immune CC4-Scar-like ’ ; E - : v v v
. © 80 -
p <0.001 TRG 2 2 2 4 8 3 - . ; Targeted therapy Checkpoint inhibition Checkpoint inhibition Partial responders
post-NAC |[1EARMARMHRIARIRRIRNRHAR R e o2 mea | w | @ | w [ geoq s N 55 Adjuvant chemo?
S s : — s
. . Igg 2: predominant fibrosis containing scattered residual cancer ‘;\cz 40 7 i ReferenCeS
Lower concordance accross different subtyping methods Meance of recroasts changme | Penent oTHRIOSIs of 20 1. Choi, Cancer Cell, 2014 2. Faltas, Nature Gen 2016; 3. Daumrauer, PNAS, 2014: 4. Kardos, JNCI; 5. TCGA, Nature, 2014; 6. Sjodahl, Clin Cancer Res, 2012:

7. Fleischmann, Am J Surg Pathol, 2014



