Supplemental Table 1. CRISPR–Cas9 reagents and genotyping primers used to generate TSC2R505*/+ minipig cardiac rhabdomyomas
	Name
	Type
	Sequence (5’-3’)

	ssTSC2 R505X g2
	crRNA
	UGGCAAGCUUUCGGACCUGG

	ssTSC2 R505X 3snp
	ssODN
	GGTGGGTGTGGCAGCCTTCGGCCAGGTCCACCAGCAGCTGGGTGGCCAGCTTTCAGACCTGGTGATCTCTGTCCTCGGGGATGTGGGAGAGCTGTGAGATGACCACCGAGT

	ssTSC2 R505X F1
	Primer
	CCGTCTTGCTGCCATTGTTC

	ssTSC2 R505X R1
	Primer
	TGCAGAGAACAGAGACAGCG














Supplemental Table 2. Genes comprising the TSC40 transcriptional signature
	List of Genes
	List of Genes (cont.)

	ACADSB
	NPM2

	ACSF2
	NUPR1

	AKR1C2
	PBLD

	AKR1C3
	PIK3IP1

	ASAH1
	PIK3R3

	CCND2
	RENBP

	CSTB
	RND3

	CTSA
	RRAGD

	EPHX1
	SCARB1

	FAM171B
	SCD

	GALE
	SCPEP1

	GDF15
	SESN1

	GNPDA1
	SLC40A1

	GPNMB
	SLC43A2

	HSD17B14
	SLC7A8

	IL1R1
	STX3

	MAF
	SULT1C2

	MOSPD1
	TMEM37

	NDRG4
	UAP1L1







	
Antibody
	Epitope
	Homology in Displayed Region
	Sequence Near Epitope

	pS6 (240/244)
	Residues surrounding Ser240 and Ser244 of human ribosomal protein S6
	100%
	KKNKEEAAEYAKLLAKRMKEAKEKRQEQIAKRRRLSSLRASTSKSESSQK
KKNKEEAAEYAKLLAKRMKEAKEKRQEQIAKRRRLSSLRASTSKSESSQK
KKNKEEAAEYAKLLAKRMKEAKEKRQEQIAKRRRLSSLRASTSKSESSQK 

	p4E-BP1 (37/46)
	Residues surrounding Thr37 and Thr46 of mouse 4E-BP1
	98%
	PSRAIPTTRRVVLGDGVQLPPGDYSTTPGGTLFSTTPGGTRIIYDRKFLM
PSRAIP_TRRVVLGDGVQLPPGDYSTTPGGTLFSTTPGGTRIIYDRKFLM
PSRAIPATRRVVLGDGVQLPPGDYSTTPGGTLFSTTPGGTRIIYDRKFLM

	TFE3
	N/A
	N/A
	N/A

	ERa
	Epitope C Terminus
	66%
	AHRLHAPTNLGGPPPEDMSQSQLATSGSTPSHSLQMYYITGEAENFPTTI
AHRLHAPT+_GG___E+__QS_LAT+GST_SHSLQ_YYITGEAE_FP_T+
AHRLHAPTSRGGASVEETDQSHLATAGSTSSHSLQKYYITGEAEGFPATV

	Progesterone receptor: PR
	amino terminal domain
	68%
	MTELKAKDPRAPHVAGRAPSPTQLGT--LGRPDTGPFQASQTSEASP
MTELKAK_PRAPHVAG__PSP_++G+__L_RP__GPF__SQTS+__P  
MTELKAKGPRAPHVAGGPPSP-EVGSPLLCRPAAGPFPGSQTSDTLP


	Cleaved caspase 3
	Residues adjacent to Asp175 of human caspase-3
	94%
	LTGKPKLFIIQACRGTELDCGIETDSGTEDDMACQKIPVEADFLYAYSTA
LTGKPKLFIIQACRGTELDCGIETDSG_+DDMAC_KIPVEADFLYAYSTA
LTGKPKLFIIQACRGTELDCGIETDSGVDDDMACHKIPVEADFLYAYSTA

	Cleaved PARP
	 Residues surrounding Asp214 in human PARP
	96%
	LKGFSLLTAEDKEALKKQLPGIKSEGKRKGDEVDGVDGVAKKKSKKEKDK
LKGFSLL__EDKEALKKQLPG+KSEGKRKGDEVDGVD_VAKKKSKKEKDK
LKGFSLLATEDKEALKKQLPGVKSEGKRKGDEVDGVDEVAKKKSKKEKDK  

	PCNA
	Within amino acids 112-121
	100%
	ADTLALVFEAPNQEKVSDYEMKLMDLDVEQLGIPEQEYSCVVKMPSGEFA
ADTLALVFEAPNQEKVSDYEMKLMDLDVEQLGIPEQEYSCVVKMPSGEFA
ADTLALVFEAPNQEKVSDYEMKLMDLDVEQLGIPEQEYSCVVKMPSGEFA

	Ki-67
	N/A
	N/A
	N/A

	GPNMB
	Residues near the amino terminus of human GPNMB protein
	90%
	MECLYCFLGFLLLAAILPLDAAKRFQDVLSNERPSSYMREHNQLNGWSSD
MECLY_FLGFLLLAA_LPLDAAKRF_DVL_NERPS+YMREHNQLNGWSSD
MECLYYFLGFLLLAARLPLDAAKRFHDVLGNERPSAYMREHNQLNGWSSD

	NPC1
	N/A
	N/A
	N/A


	Query (Red): Pig Sequence

	Green: Conserved Amino Acids

	Subject (Blue): Human Sequence

	_: Different Amino Acids

	Plus: Represents Conservative Substitution

	N/A: Not Available


Supplemental Table 3. Antibodies used for immunohistochemistry (IHC) and sequence homology between human and minipig epitopes
