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Fig. S1. Gene set enrichment analysis of YAP target genes in keratinocytes. RNAseq analysis was performed on A431 keratinocytes 5
transfected with YAP5SA or siRNA against YAP. Results were compared to HaCaT keratinocytes. Gene sets induced upon YAP5SA expression (@)

and decreased upon YAP siRNA are listed in the table. Individual genes that are crucial regulators of each gene set contain several TEAD-specific
binding motifs within 1kb of their transcription start sites.
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Fig. S2. Reduction in YAP/TAZ target gene expression in yap/taz double knockout skin. Several
YAP-dependent genes identified in RNAseq experiments were selected for analysis in wild type
versus yap/taz double conditional knockout skin. (A) We find downregulation of PCNA at the protein
level by immunostaining. Quantitation was performed on n=300 cells from at least 3 different mice.
(B) We find downregulation of CyclinE at the protein level by immunostaining. Quantitation was
performed on n=300 cells from at least 3 different mice. (C) We find downregulation of multiple YAP-
dependent genes at the mRNA level by quantitative RT-PCR.

C
o
)

©

£
fu
L
£

o)

|

©
-

C

(0]

£
Q

o

Q

>
(2]

L]
-

[

(0]

£

Q
o

()

>

(O]
(@]




Development 143: doi:10.1242/dev.133728: Supplementary information

1 week post-TAM ~5 weeks post-TAM

Fig. S3. Repopulation of YAP/TAZ dKO skin by cells escaping Cre-mediated recombination. (A)
YAP staining is low in backskin 1 week post-tamoxifen administration (note mosaic deletion). (B) TAZ
staining is low in backskin 1 week post-tamoxifen administration. (C) YAP staining is increased in the
basal cells of the epidermis, similar to wild type levels, in backskin ~5 week post-tamoxifen
administration. (D) TAZ staining is increased in the basal cells of the epidermis, similar to wild type
levels, in backskin ~5 week post-tamoxifen administration.

C
o
)

©

£
fu
2
£

o

|

©
4+

C

(0]

£
Q

o

Q

-}
(2]

L]
-

[

(0]

£

Q
o

()

>

(O]
(@]



Development 143: doi:10.1242/dev.133728: Supplementary information

MERLIN SAV1
A 5 . =
3
s
8 2
B g3
£
& J
“w
S
g
§
K
§
25
k
S
2
z L
E = e
2 2 H
z 8 £
] 5
55 g

Simple

MER/
SAV

Fig. S4. Merlin and Sav localise in the same manner as Crb3. (A-L) MERLIN and SAV1 localise in
the same apical manner as CRB3 in columnar cells of various epithelia. Compare with Fig 3. (M)
Schematic diagram of MER/SAYV localisation in various epithelial types.
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Fig. S5. Kibra and Ezrin localise in the same manner as Crb3. (A-L) KIB and EZR localise in the
same apical manner as CRB3 in columnar cells of various epithelia. Compare with Fig 3. (M)
Schematic diagram of KIB/EZR localisation in various epithelial types.
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Fig. S6. Integrin-Src-EGFR-YAP localisation in stratified columnar epithelia. Human Protein
Atlas data were mined to examine the localisation and expression of YAP, ITGB1, SRC and EGFR.
(A) YAP localises to the nucleus in basal layer stem/progenitor cells of bronchus, salivary gland,
epididymis and prostate. (B) ITGB1 is expressed in the basal layer stem/progenitor cells of bronchus,
salivary gland, epididymis and prostate. (C) SRC is expressed in the basal layer stem/progenitor cells
of bronchus, salivary gland, epididymis and prostate. (D) EGFR is expressed in the basal layer
stem/progenitor cells of bronchus, salivary gland, epididymis and prostate. (E) Schematic diagram of
YAP regulation in stratified columnar epithelia.
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YAP staining of mouse small intestine

P
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Fig. S7. Srcis required for YAP activation after intestinal irradiation. (A) Mouse small intestines
stained for YAP before and after 72hrs of gamma-irradiation with 14Gy. Note elevation of YAP levels
in crypt progenitor cells. Note decreased YAP levels and nuclear localisation in Src, Fyn, Yes triple
knockout intestines or in Src single knockout intestines after 14Gy irradiation. (B) Mouse small
intestines from control (Villin-CreER) and Apc K-RasG12D intestines featuring hyperproliferative crypt
progenitor expansion. Note that only basal crypt cells feature nuclear YAP, while columnar epithelial
cells feature mostly cytoplasmic YAP localisation. Thus, loss of Apc or gain of Ras signalling is not
sufficient to induce YAP nuclear localisation in vivo.
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Percentage of Nuclear YAP in HaCAT Cell
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Percentage of Nuclear YAP in Caco-2 Cell
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Fig. S8. Comparison of YAP perturbation in HaCAT and Caco-2 cells. Data from Fig 4E and 7G
are reproduced to enable direct comparison.
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