Data S1. 
Annotated sequence of the modified and unmodified THRB2 locus.

THRB NCBI Gene ID: 7068
THRB2 Ensemble ID: ENST00000280696.9 THRB-201
THRB2 GenBank CDS: OQ406274.1
THRB2 UniProt ID: P10828-2

Annotation based on THRB NCBI Reference Sequence: NC_000003.12
[bookmark: _GoBack]
Original THRB2 locus:

THRB2 5’ upstream sequence (1-330113)
gccgggcaaagaaggccgagacgtgctcctggaagactcgccctccggtcccggtgtcactcgttccccattctttcctcttctccaactagagtaatgacgcccaaacccgcacctatgcgcgcaggcaatcgggtgggtggacgcgcggccaccaaacccacagcaccgtcaccaaccctgggagggcacg……………acattaaatcttgaaaataatctcaaaagcagatttgaatgggaataaagtggtaagtgtttacagttttccacgcactactgatcagagtactgttaagcaccaacagaaaaggaaagctgctatataataggggtattcctcatataggggcattggcatacagtctctcatgcctttataaagaaaacataaattacagaattgaacagttaatgtaagctttaggtctcatgtagattagtgcttatgaagtagaaaataatcatgcgcaaggaacagaataaaactcacttgcagacatcagcagcattttcaaccgtgtacttccttggcatgttttaaaaaccagcgggacctatgtgtcatgggaagatggttggatcctagtatgaaaacccagtcagtaacattcaacaacagattcaaccaccaatatttgcacagctagattaatgttttggagtcagtcagtcatcaggctcattactactggattttctctggttcatgctaataaactagattattgattttaggattttctttgtatccaaggatattctctaagatgtctttataatgtttcatgcttaagctgtcaaccaaaatgacataacaatgagtaatcgttttataatcatgttgaaaggggttaaaaacagcatataaaatgcatcttagcagcttcagagtaacattctcgctgtcacttccctatctgggtggaggtcattcctacctgcctgccatcttccccaggaattaactagctgcatgcacagcttaagacctttgatagtcataaatctgctttccaatatgtttggatgg
THRB2 EXON 1 (330114-330682)
THRB2 Translation initiation site
cagaagagctcaaaagacacctcggtctaaataggattttagcacatcaggtgctattacaaagtaaagcaggctgggttgctgtgttggtggtggtgtttattcatcttcccttcgcgtttcatgtgtatgtatgtatgcttctctgcgtatatgcccagctctcagggtgtatggggctggagaatgcatgcgtagactgtgtgtatatgtaaactagaaactgaaccagggaaacaaaATGAACTACTGTATGCAAGAAATATATGAAGTGCACCCAGCTGCCGGCAGCAATTGCTACATGCAGTCCACTGATTATTACGCGTATTTTGAAGATAGTCCGGGTTACAGCGGTTGCGATGCTCAGGCTGTGCCCAGTAACAACATATATATGGAACAGGCCTGGGCAGTGAATCAGCCTTATACCTGTAGTTACCCTGGAAACATGTTTAAAAGCAAGGACTCTGACTTGGACATGGCCCTGAATCAATACAGCCAACCTGAATATTTCACTGAAGAAAAGCCTACTTTTTCTCAAGTGCAGTCGCCATCGTATTCTCAAAAAAAAG

THRB2 INTRON 1 (330683-343218)
gtagggaccattttgcttaaatttgttcaaagtttcactgtttgttttcgtttcattttaaagttacagtttacatcagcttcgtcaaatctttgaatttgaacgctaaatatttgaaattaaaaacggcagtaagaggggttgctaggtgattgaaggactctgtgaacatcaagatttccaagcactttttttcttcatctttgaaagctggagtgagttgcctttctgtattttgcatgtgtgtgtatatattgcccaaagtgactattgttggcttctttgcgaaagaaaatatgtgaaaggtttccttctggcgggtaggtgttgtggtgtttgaagtgagataattctctctagttcaggttcagattaaaaactcatttgacttttccttggcacttcattttgaaagtttattttagttgactagttaactagtaaaatatttagtgatttagtgatttctttaacagtactatactaatgttgatttgctaggatctgtaaatgttcattttaatgtatttatttatccatgtaaacagtaaagaatctatttgtaaccatgtcaaactgtaagatgtaaaactcaaaaactgagaaactttactttgctattttgtccctaaagttgaacatgtctgtaatcatatcaagtgaattctctttatgaaagcaagtgaaacacacttcaaaatagccaatattaaaaccagtacgatatccatttatcttaatagacactgtggctttataatgctatttaaatttctgtcaatagaacatttcttgtattactgaaaaataagatactgaaaaataaaataagggaggcaaacaggtagaacattaagtagcaactgccagataggaatgcttttgaagatagtgtaaatgctagtgcagatatgccagaatctcatgcttttgtatataatctataggatattgcatagagaaccaaatttacgagtttctataa…………ctgaccccaggtgatccacctgcctgggcctcccaaagtgctgggattataggtgtgagctatttctaaggcattctgaaatcctgggcctatgttaactctatgagtataaaattcttaccgtttggtttcactaagtctttactgttgttacctcttcctggcaagccaattttgtctctggcctagcaaccttagctatagtgtctctttgacgttaacatattattttttaatattccttcttttatttccttcacag




Modified THRB2 locus:

5’ homology arm and 3’homology arm - underlined, tdTomato Translation initiation 

site, tdTomato sequence, P2A sequence, THRB2 Translation initiation site

..acattaaatcttgaaaataatctcaaaagcagatttgaatgggaataaagtggtaagtgtttacagttttccacgcactactgatcagagtactgttaagcaccaacagaaaaggaaagctgctatataataggggtattcctcatataggggcattggcatacagtctctcatgcctttataaagaaaacataaattacagaattgaacagttaatgtaagctttaggtctcatgtagattagtgcttatgaagtagaaaataatcatgcgcaaggaacagaataaaactcacttgcagacatcagcagcattttcaaccgtgtacttccttggcatgttttaaaaaccagcgggacctatgtgtcatgggaagatggttggatcctagtatgaaaacccagtcagtaacattcaacaacagattcaaccaccaatatttgcacagctagattaatgttttggagtcagtcagtcatcaggctcattactactggattttctctggttcatgctaataaactagattattgattttaggattttctttgtatccaaggatattctctaagatgtctttataatgtttcatgcttaagctgtcaaccaaaatgacataacaatgagtaatcgttttataatcatgttgaaaggggttaaaaacagcatataaaatgcatcttagcagcttcagagtaacattctcgctgtcacttccctatctgggtggaggtcattcctacctgcctgccatcttccccaggaattaactagctgcatgcacagcttaagacctttgatagtcataaatctgctttccaatatgtttggatggcagaagagctcaaaagacacctcggtctaaataggattttagcacatcaggtgctattacaaagtaaagcaggctgggttgctgtgttggtggtggtgtttattcatcttcccttcgcgtttcatgtgtatgtatgtatgcttctctgcgtatatgcccagctctcagggtgtatggggctggagaatgcatgcgtagactgtgtgtatatgtaaactagaaactgaaccagggaaacaaaATGGTGAGCAAGGGCGAGGAGGTCATCAAAGAGTTCATGCGCTTCAAGGTGCGCATGGAGGGCTCCATGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCAGACCGCCAAGCTGAAGGTGACCAAGGGCGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCCCAGTTCATGTACGGCTCCAAGGCGTACGTGAAGCACCCCGCCGACATCCCCGATTACAAGAAGCTGTCCTTCCCCGAGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGTCTGGTGACCGTGACCCAGGACTCCTCCCTGCAGGACGGCACGCTGATCTACAAGGTGAAGATGCGCGGCACCAACTTCCCCCCCGACGGCCCCGTAATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCACCGAGCGCCTGTACCCCCGCGACGGCGTGCTGAAGGGCGAGATCCACCAGGCCCTGAAGCTGAAGGACGGCGGCCACTACCTGGTGGAGTTCAAGACCATCTACATGGCCAAGAAGCCCGTGCAACTGCCCGGCTACTACTACGTGGACACCAAGCTGGACATCACCTCCCACAACGAGGACTACACCATCGTGGAACAGTACGAGCGCTCCGAGGGCCGCCACCACCTGTTCCTGGGGCATGGCACCGGCAGCACCGGCAGCGGCAGCTCCGGCACCGCCTCCTCCGAGGACAACAACATGGCCGTCATCAAAGAGTTCATGCGCTTCAAGGTGCGCATGGAGGGCTCCATGAACGGCCACGAGTTCGAGATCGAGGGCGAGGGCGAGGGCCGCCCCTACGAGGGCACCCAGACCGCCAAGCTGAAGGTGACCAAGGGCGGCCCCCTGCCCTTCGCCTGGGACATCCTGTCCCCCCAGTTCATGTACGGCTCCAAGGCGTACGTGAAGCACCCCGCCGACATCCCCGATTACAAGAAGCTGTCCTTCCCCGAGGGCTTCAAGTGGGAGCGCGTGATGAACTTCGAGGACGGCGGTCTGGTGACCGTGACCCAGGACTCCTCCCTGCAGGACGGCACGCTGATCTACAAGGTGAAGATGCGCGGCACCAACTTCCCCCCCGACGGCCCCGTAATGCAGAAGAAGACCATGGGCTGGGAGGCCTCCACCGAGCGCCTGTACCCCCGCGACGGCGTGCTGAAGGGCGAGATCCACCAGGCCCTGAAGCTGAAGGACGGCGGCCACTACCTGGTGGAGTTCAAGACCATCTACATGGCCAAGAAGCCCGTGCAACTGCCCGGCTACTACTACGTGGACACCAAGCTGGACATCACCTCCCACAACGAGGACTACACCATCGTGGAACAGTACGAGCGCTCCGAGGGCCGCCACCACCTGTTCCTGTACGGCATGGACGAGCTGTACAAGGGATCCGGCGCAACAAACTTCTCTCTGCTGAAACAAGCCGGAGATGTCGAAGAGAATCCTGGACCGATGAACTACTGTATGCAAGAAATATATGAAGTGCACCCAGCTGCCGGCAGCAATTGCTACATGCAGTCCACTGATTATTACGCGTATTTTGAAGATAGTCCGGGTTACAGCGGTTGCGATGCTCAGGCTGTGCCCAGTAACAACATATATATGGAACAGGCCTGGGCAGTGAATCAGCCTTATACCTGTAGTTACCCTGGAAACATGTTTAAAAGCAAGGACTCTGACTTGGACATGGCCCTGAATCAATACAGCCAACCTGAATATTTCACTGAAGAAAAGCCTACTTTTTCTCAAGTGCAGTCGCCATCGTATTCTCAAAAAAAAGgtagggaccattttgcttaaatttgttcaaagtttcactgtttgttttcgtttcattttaaagttacagtttacatcagcttcgtcaaatctttgaatttgaacgctaaatatttgaaattaaaaacggcagtaagaggggttgctaggtgattgaaggactctgtgaacatcaagatttccaagcactttttttcttcatctttgaaagctggagtgagttgcctttctgtattttgcatgtgtgtgtatatattgcccaaagtgactattgttggcttctttgcgaaagaaaatatgtgaaaggtttccttctggcgggtaggtgttgtggtgtttgaagtgagataattctctctagttcaggttcagattaaaaactcatttgacttttccttggcacttcattttgaaagtttattttagttgactagttaactagtaaaatatttagtgatttagtgatttctttaacagtactatactaatgttgatttgctaggatctgtaaatgttcattttaatgtatttatttatccatgtaaacagtaaagaatctatttgtaaccatgtcaaactgtaagatgtaaaactcaaaaactgagaaactttactttgctattttgtccctaaagttgaacatgtctgtaatcatatcaagtgaattctctttatgaaagcaagtgaaacacacttcaaaatagccaatattaaaaccagtacgatatccatttatcttaatagacactgtggctttataatgctatttaaatttctgtcaatagaacatttcttgtattactgaaaaataagatactgaaaaataaaataagggaggcaaacaggtagaacattaagtagcaactgccagataggaatgcttttgaagatagtgtaaatgctagtgcagatatgccagaatctcatgcttttgtatataatctataggatattgcatagagaaccaaatttacgagtttctataa..



