5’ Amplicon

Cyp1a1 Endogenous Locus

ACTGATTGCTGGGGGACT TTGGACAAGTCAGCGETGET TCCCCCARATGT TARARTGAGGC TAAAGGATCAGATGATCCCTART TCCCCTGAGHACATGATTTTCCTAAGTGTE CATGACTAGTAARCGGCCGCCAGTGTGCTGGAAT TATGGTGAGCARGGGCGAGGAGCTGT TCACCGGGGTGGTGCCCATCCTGGTCGAGCTGGACGGCGACGTARACGGCCACAHA
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ACTGAT TG TGGGGGAECTTTGGACHAGTCAGCGE TG T ToCC e CARATG T TRRATGAGGC TRRAGGAETCAGAETGATCCCTREAT TCCCC TGAGHACATGATTTTCC TRAGTGTL CHAHTGACTAGTAACGGCCGCCAGTGTGCTGGARAAT TATGGTGAGCHAGGGCGAGGAGC TG T TCACCGGGGTGGTGCCCATCCTGGTCGAGC TGGACGGCGHCG THARACGGCCHCAHA

3’ Amplicon

Cyp1a1 Endogenous Locus

IGCATACAT TATACGAAGT TATGTCCTACTCGACARTCAGCTAGCAGT TTCTTCTGGCCTCTGTCATCTTCTGTCTGGTAT TCTGGGTAARTCAGGGCCTCAARGACCTCAGGTCCCC CTTTAARCCCCTACAGGTATGTGGTGGTATCAGTGACCARTGTCATCTGTGCCATTTGCT TTGGCCGGCGCTATGRACCACARCCACCARGARACTGCT TAGCCTAGTCARCCT
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IGCATACATTATACGAARGT TATGTCETRCTCGRCART CAGE TRGCAGT T TCTTCTGGCCTCTGTCATCTTETGTCTGGTATTCTGGGTRATCAGGGCCTCARGHCCTCAGGTCCCE CTTTHACCCCTACAGGTATGTGGTGGTATCAGTGACCARTGTCATC TGTGCCATTTGC T TTGGCCGGCGETHTGHCCHCAACCACCHAGAAC TGO T TAGCC TAGTCARCCT

Left Homology Domain:
5’-ccaaatgttaaatgaggctaaaggatcagatgatccctaattcccctgagaacatgattttcctaagtgtggtgggtaggactcggggtgatacaccttgattatgtgtttattttaatgtgttaggggaaaaatcaaacttgtactttcac
atagatattgtttatgatgatatgtaggtagatttaaagttgattttaggaaaatgtgaagtaaataacagtactggtactatgtggaaatcacagattgacattggaagatgtcagtttagattggtacagcagttaagagaaagcgttctg
gaattaggcaacttggcttgggagtctgcatccaacactttctggctgtgtgaccttgggcaagttacttaccttctctgagcectcattgcaggctacttcatagatttgtggccagggctgaatgaagaaggactgtgaaattcttagccca
cagtggtagttcaacaacttctccccacctcaccctcttcttcatgcccagtaagcagttctggtggaaaggtttcccctttccctgacactctagatattggcettttctcatcccccaatctgacggcettgactttttttcttcctgcaccttctctca
gcagccacctccaagatccctacactgatca-3’

Right Homology Domain:
5’-agtttcttctggcctctgtcatcttctgtctggtattctgggtaatcagggcctcaagacctcaggtccccaaaggectgaagaatccaccagggcecatggggctggcectctgattgggcacatgctgaccctgggaaagaacccgcea
cctggcactgtcaaggatgagccagcagtatggggacgtgctgcagatccgaattggctccacacccgtggtggtgctgagcggcectggacaccatccggcaggcecctggtgcggcagggcgatgatttcaagggecggeccgac
ctctacaccttcaccctcatcagtaatggtcagagcatgtccttcagcccagactctggaccagtgtgggctgcccgccggcegcectggeccagaatggectgaaaagtttctccattgectctgacccagectcctcaacctectgctacctg
gaagagcatgtgagcaaggaggctgaggtcctgataagcacgttgcaggagctgatggcagggcctgggcactttaacccctacaggtatgtggtggtatcagtgaccaatgtcatctgtgccatttgctttggccgg-3’

Single Guide RNA (sgRNA):
5’-cccaatctccatgtcggccacgg-3’

Supplemental Figure 1: Sanger sequencing confirms PCR validation strategy of CYP1A1 reporter IPSCs A) PCR products discussed in
Figure 1C were purified and sequenced using the Sanger method (Genewiz, Inc.). Both amplicons include endogenous regions of the
CYP1A1T locus as well as elements of the reporter construct (eGFP in the 5 amplicon; puro resistance gene in the 3 amplicon). B) Full se-
guences for the Left Homology Arm, Right Homology Arm, and single guide RNA (sgRNA).
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Supplemental Figure 2: CYP1A1 reporter iPSCs elicit a response to the AHR agonist FICZA) CYP1A1
transcript level expression was increased in both the parental cell line (blue bar) and the targeted clone (red bar)
In response to escalating doses of 6-formylindolo(3,2-b)carbazole (FICZ). B) Luciferase expression was
observed as a result of FICZ treatment exclusively in the targeted clone (red bar) but not in the parental cell line
(blue bar), showing that the integrated reporter construct was faithfully reporting on AHR-dependent CYP1A1
upregulation.



