Figure S1

A

STAT1 MSQWFELQQLDSKFLEQVHQLYDDSFPMEIRQYLAQWLEKQDWEHAAYDVS----FATIR 56
STAT3 MAQWNQLOQOLDTRYLKQLHQLYSDTFPMELRQFLAPWIESQDWAYAASKES----HATIV 56
STAT4 MSQWNQVQQLEIKFLEQVDQFYDDNFPMEIRHLLAQWIETQDWEVASNNET----MATIL 56

STATS5A MAGWIQAQQLQGDALRQOMQVLYGQHFPIEVRHYLAQWIESQPWDAIDLDNPQDRGQATQL 60
STAT5B MAMWIQAQQLOGDALHOMQALYGQHFPIEVRHYLSQWIESQAWDSIDLDNPQENIKATQL 60
STAT6 MSLWGLVSKMPP---EKVQRLYVD-FPQHLRHLLGDWLESQPWEFLVGSDAFCCNLASAL 56

STAT1 FHDLLSQLDDQYSREFSLENNELLQHNIRKSKRNLQODNFQEDPVQOMSMIIYNCLKEERKIL 116
STAT3 FHNLLGEIDQQYSRFLQOESNVLYQHNLRRIKQFLOSRYLEKPMEIARIVARCLWEESRLL 116
STAT4 LONLLIQLDEQLGRVSKEKNLLLIHNLKRIRKVLQGKFHGNPMHVAVVISNCLREERRIL 116
STAT5A LEGLVQELQKKAEHQVGEDGELLKIKLGHYATQLONTYDRCPMELVRCIRHILYNEQRLV 120
STAT5B LEGLVQELQKKAEHQVGEDGEFLLKIKLGHYATQLQOSTYDRCPMELVRCIRHILYNEQRLV 120

STAT6 LSDTVQHLQASVGEQ-GEGSTILQH----- ISTLESIYQRDPLKLVATFRQILQGEKKAV 110
STAT1 ENAQREFNQ------ 124
STAT3 QTAATAAQ-—--———-- 124
STAT4 AAANMPIQ------ 124
STAT5A REAN--—-—-—-—-——--— 124
STAT5B REAN--——-—————-—-— 124

STAT6 MEQFRHLPMPFHWK 124

B

f-Casein: AGATTITCTAGGAATTC

IL-2R0GAScn: CGTTTCITCTAGGAAGTACCAAACATITCTGATAATAGA
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Figure S3

IL-2 2 hr 1. Gene Regulation
O WT 2. Cell Cycle
N DK 3. Cell Death
B 4. Proliferation
5. Cell-to-Cell Signaling
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No No
Motif Pattern | Top 10% | All
‘ ? ¢ Sites | Sites
GASc | TTCN,GAA| 674 3020
Fi”g Slt?nll\flllg%]é Compare tag No. “Ignore” the GASc | GASN_1 | TTCN,GTA | 119 768
peaks i in WT ;nd DKI or iASn gﬁgn_Q TTCN,GAG 77 653
n_3|rrcenGea| 53 534
Discard GASNn_4 | TTCN,AAA 43 403
Choose top 10% Centered GAS GAS those w/ Di ond motif - 3
peaks w/ lowest p-value er:):,'r7eo bp se;uoénce " Score < 5.0 ITJCS?,\:QGFMEM”EO I gﬁgn_g TTCN,GCA gg 421;2
n_6 | TTCN,CAA
v ) v GASn_7 | TTCN,TAR| 34 270
Get 70 bp sequences No Compute the GAP GASn_8 | TTCN,GAC 29 253
centered on summit @ distribution GASn_9 | TTCN,GaT | 27 220
Discover consensus Find GASc or GASn E
mofits using MEME | = using PSPM :
Motif Pattern | Top 10%| All
Sites | Sites
B Total | Total GASC | TICN,GAA| 554 | 2399
STATSASites upomoter S VATSB Sites GASn_1 | TTcN,GTA| 88 590
“5'UTR . GASN_2 | TTCN,GAG 63 491
17.0% Exon 16.8% - 6 GASn_3 | TTCN,GGA| 48 384
45.9% did% = |ntron 46,39 M0 GASn_4 | TTCN,GCA| 36 338
3'UTR ' GASNn_5 | TTCN,TAA| 29 239
23.9% \ Intergenic gL GASn_6 | TTCN,CAA| 27 220
L 34% - GASn_7 | TTCN,AAA 24 299
2.4% 2.6% GASNn_8 | TTCN,GAC 18 191
GASNn_9 | TTCN,GAT 17 166
C sTATSA STAT5B
Dimer Sites Dimer Sites
“Promoter
20.7% “5'UTR 20.7% Score
41.7% Exon 401% |11 gor ~AGTTCCGGGAAGCCGGTAGCTGTGCA... 2.30
10.9% “Intron ‘ «.AGTTCCGGGAAGCCGGTAGCTGTGCA.. 2.91
o349 © “3'UTR 237%, 2.7% ..AGTTCCGGGAAGCCGGTAGCTGTGCA... 6.08
o, .
0.9% S 2\5,, " Intergenic 1.1% ..AGTTCCGGGAAGCCGGTAGCTGTGCA.. 3.54

score @)

Score
3

20

30

base
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H

60

..GGAAATAATCTCCCTTGTGTG
.TTCAGAGGAGCACTGTGGCTT]
..CCTCCAGTGCTCTCAGAGGTT]
ATTTACTTATTTCTGCTCTGG
.TCGGAGCTCGGTTTCAGGTT(C
.TTCTGATAACAAGCTTCTATT]
..GGGGCTCCCTCCCACATGTC(

TTTCAGGAA
TTCCAGAAA
TTCTGGGGA
TTCTCAGAA
TTCTTAGTT]
TTCCCAAAA
TGCTCAGAT,

230

base

40 50 60

AAAGGAGTTTCCGTTTGAGT...
GCGAAGAGGAAGTACTAAGG...
TCCCACCTTCTCAGAACTGC...
GCTATCTGGCTTTCACTTTC...
CTAGTTTGCTTCTGAGTACC...
CTCCCATCAAGGATATGAGT...
TTCAGAGAAAGGGAGAAAGG...
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Figure S6
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