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Fig. S1. Immunohistochemical analyses of Hippo core component (LATS1, LATS2,

YAP, TAZ, phosphoYAP) expression during female reproductive tract

development.
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Figure S2

Fig. S2. Evaluation of knockout efficiency in the female Lats11°¥10%; [ g¢s2f0x/flox,
Amhr2* reproductive tract. (A). RT-qPCR analysis of Lats! and Lats2 mRNA levels
in Miillerian ducts from E17.5 mutant mice of the indicated genotypes. Data are
presented as means (columns) = s.e.m (error bars). Columns labeled with asterisks are
statistically significantly different from controls (**=P<0.01, n=4, Student’s t-test). (B).
Immunohistochemistry analysis of LATS1 and LATS2 expression in uteri from P1 mice
of the indicated genotypes. The ectopic myofibroblast cell population is delineated with a
black dashed line. Apparent residual LATS1 and LATS2 staining in the myofibroblast
population in the Miillerian ducts of Lats11o¥f0x; [gts2flox/flox. g py2ere mice represents

background signal.
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Fig. S3. Representative tumor marker immunohistochemistry photomicrographs. O

= ovary, * = neoplastic tissue. Bars = 100uM.
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A Biological processes associated with upregulated genes in millerian ducts of
Lats1ﬂ0X/f|0X; LatsZﬂOX/ﬂOX; Amhr20l’6/+ mice

G0:0048514: blood vessel morphogenesis

GO:0006954: inflammatory response

GO0:0030335: positive regulation of cell migration

GO0:0043408: regulation of MAPK cascade

GO0:0030155: regulation of cell adhesion

G0:0010942: positive regulation of cell death

G0:0070848: response to growth factor

R-MMU-1474244: Extracellular matrix organization

G0:0042060: wound healing

G0:0030029: actin filament-based process

GO:0007169: transmembrane receptor protein tyrosine kinase signaling pathway
GO0:0002274: myeloid leukocyte activation

G0:0001816: cytokine production

G0:0031589: cell-substrate adhesion

mmu04380: Osteoclast differentiation

G0:0008360: regulation of cell shape

G0:0048729: tissue morphogenesis

GO0:0072593: reactive oxygen species metabolic process
G0:0040008: regulation of growth

GO0:0051271: negative regulation of cellular component movement

0 5 10 15 20 25 30
-log10(P)

B Biological processes associated with downregulated genes in millerian ducts of
Lats1"ox; Lats21ox; Amhr2¢ mice

| | GO0:0009954: proximal/distal pattern formation

| R-MMU-112316: Neuronal System

] G0:0016198: axon choice point recognition

| G0:0007416: synapse assembly

] R-MMU-75109: Triglyceride biosynthesis

| G0:0007411: axon guidance

] GO:0046475: glycerophospholipid catabolic process

] G0:0048608: reproductive structure development

] G0:0001676: long-chain fatty acid metabolic process

] G0:1903531: negative regulation of secretion by cell

] G0:0042476: odontogenesis

] G0:0048589: developmental growth

] GO0:0001953: negative regulation of cell-matrix adhesion
] G0:0015698: inorganic anion transport

| G0:0019226: transmission of nerve impulse

J G0:0010665: regulation of cardiac muscle cell apoptotic process
GO0:0009755: hormone-mediated signaling pathway
GO0:0043269: regulation of ion transport

Hog10(P)

Fig. S4. Microarray gene ontogeny analysis (A). Biological processes associated with
genes upregulated in the uteri of Lats 111X, [ags 20X/ gpyr 2™ mice relative to
controls. (B). Biological processes associated with genes downregulated in the uteri of
Lats 11o¥/flox; [ qgg 210x/M0x - g3 by 2ere’* mice relative to controls. All results were obtained

using Metascape (http://metascape.org) (Zhou et al., 2019).
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Table S1. Fertility trial.

Genotype n Total litters Total pups Litter size
Lats [Mox/ilox; [ qts 2fox/flox 7 7.57+0.30 67.29+5.06 8.88+0.37
Lats 11oV1ox; Amhr2ere’ 6 7.86+0.14 60.86+4.90 7.75+0.46
Lats2M1ov/fox; Ay 2ere’+ 6 7.83+0.17 55.33+4.36 7.06+0.34
Lats 110fox; L qts 200x/0ox; Ay 2¢rel* 6 0.0+0.0%*** 0.0+0.0%*%** 0.0+0.0%*%**

Values are expressed as means + SEM

***% Means are significantly different (P<0.0001)

Table S2. Tumor marker immunohistochemistry analyses.

Marker Signal strength

CK19 ++
PAXS8 +
INHIBIN -
CALRETININ -
WTI1 +/-
CK5 +++
PAX2 ++
KI67 +
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Table S3. gPCR primers

Gene Forward Reverse
Acta2 AGCCATCTTTCATTGGGATGG CCCCTGACAGGACCTTGTTA
Caldl GTTGCTGCCCTAGAGATAGTCA AACCTTTGACTGTCCACCCC
Cnnl TGCGCTTGTCTGTGTCATCT TCTGGGCCAGCTTGTTCTTT
Ctgf GAGGAAAACATTAAGAAGGGCAAAA CCGCAGAACTTAGCCCTGTA
Cyr6l1 TTGACCAGACTGGCGCTCT AGTTTTGCTGCAGTCCTCGT
Latsl AGCAGCACGTAGAGAACGTC TCTCATTTGATCCTGGGCATCT
Lats2 TGCACTGGATTCAGGTGGACTCA GAGAATGTGCCAGGCACCTCT
Nanog ACCTGAGCTATAAGCAGGTTAAGA TGAATCAGACCATTGCTAGTCTTC
Oct4  CCATGTTTCTGAAGTGCCCG ACCATACTCGAACCACATCCTTC
Pri8a2 CTCACTTCTCAGGGGCACT AGCCATTCTCTCCTGTTTGACA
Ptgs2 CCTGAAGCCGTACACATCATTTGA AGGCACTTGCATTGATGGTGGCT
Rpl19 CTGAAGGTCAAAGGGAATGTG GGACAGAGTCTTGATGATCTC
Sox2  GCGGAGTGGAAACTTTTGTCC CGGGAAGCGTGTACTTATCCTT
Sppl  CCTTGCTTGGGTTTGCAGTC TGGTCGTAGTTAGTCCCTCAGA

Table S4. ChIP primers

Position Forward Reverse

-3739 CAAACATCCATGCTTCCTTCCAA TTAAGGAGTGTGCCCTCTCACA
-3639 TCTGGCATACGCCCCCTG TGTGTCCTAGGTTCAGTCATGT
-3539 TGCTGACAGCCCAGTGTATG GTGGAACGTGACTCAAAGCC
-2292 CACAACGCATCTGTTTCCTG CTCGATTTCGTTGCTCTCAGTG
-1792 GCCTCTTCTCTTTGAGGAATGCT GTGTGAGTGGCTTGAAGTGTG

-1242 ACAACACAGGTCCTAAATGAATG GAACTGCTACTTAGTTTCTGTAAGG
-208 CAGAACTGGCAAAGAGATTTTTAAG TCCATATCATCTTCTCACCCCTC

-108 GCGAGCTAAAGTGTGCCAG TTGACACTCCACATTCCTCCG
-58 GTGTCAAGGGGTCAGGATCAA CCACCTTCCTGCCTCATCAAC
-43 TGAGTTGATGAGGCAGGAAGG CGCCAAAGAACTGAATGGAGTC
462 GAACTGTGTACGGAGCGTGAC CAGAAGAGGCCCTTGTGTGGG
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