Supplemental data

total length: 432875 bp (432875 bp excl N/X-runs)
GC level: 41.34 %
bases masked: 235587 bp ( 54.42 %)
number of length percentage
elements* occupied of sequence
SINEs: 144 18304 bp 4.23 %
Alu/B1 34 3449 bp 0.80 %
B2-B4 70 11450 bp 2.65 %
IDs 35 2972 bp 0.69 %
MIRs 4 376 bp 0.09 %
LINEs: 130 135855 bp 31.38 %
LINE1 123 134605 bp 31.10 %
LINE2 6 1208 bp 0.28 %
L3/CR1 1 42 bp 0.01 %
LTR elements: 144 70554 bp 16.30 %
ERVL 10 2753 bp 0.64 %
ERVL-MaLRs 28 9535 bp 2.20 %
ERV_classI 27 21232 bp 4.90 %
ERV classII 79 37034 bp 8.56 %
DNA elements: 11 1812bp 0.42 %
hAT-Charlie 6 907 bp 0.21 %
TcMar-Tigger 2 437 bp 0.10 %
Unclassified: 13 6642 bp 1.53 %
Total interspersed repeats: 233167 bp 53.86 %
Small RNA: 14 1250 bp 0.29 %
Satellites: 5 1226 bp 0.28 %
Simple repeats: 0 0 bp 0.00 %
Low complexity: 0 0 bp 0.00 %

Figure S1 Repeat analysis of Contig 1. Contig 1 of SHR Y-chromosome Sry region with repeat
analysis done with http://www.repeatmasker.org/




total length: 377198 bp (377198 bp excl N/X-runs)

GC level: 41.85 %
bases masked: 197235 bp ( 52.29 %)
number of length percentage
elements* occupied of sequence
SINEs: 84 9619 bp 2.55 %
Alu/Bl1 14 1289 bp 0.34 %
B2-B4 31 4730 bp 1.25 %
IDs 38 3567 bp 0.95 %
MIRs 1 33 bp 0.01 %
LINEs: 100 123589 bp 32.77 %
LINE1 99 123495 bp 32.74 %
LINE2 1 94 bp 0.02 %
L3/CR1 0 0 bp 0.00 %
LTR elements: 120 61699 bp 16.36 %
ERVL 12 2597 bp 0.69 %
ERVL-MaLRs 9 3787 bp 1.00 %
ERV_classI 31 21450 bp 5.69 %
ERV_classII 68 33865 bp 8.98 %
DNA elements: 1 145bp 0.04 %
hAT-Charlie 1 145 bp 0.04 %
TcMar-Tigger 0 0 bp 0.00 %
Unclassified: 1 1029 bp 0.27 %
Total interspersed repeats: 196081 bp 51.98 %
Small RNA: 11 1054 bp 0.28 %
Satellites: 1 100 bp 0.03 %
Simple repeats: 0 0 bp 0.00 %
Low complexity: 0 0 bp 0.00 %

Figure S2 Repeat analysis of Contig 2. Contig 2 of SHR Y-chromosome Sry region with
repeat analysis done with http://www.repeatmasker.org/




total length: 149399 bp (149399 bp excl N/X-runs)

GC level: 42.91 %
bases masked: 83452 bp ( 55.86 %)
number of length percentage
elements* occupied of sequence
SINEs: 110 29647 vp [EHEEIR
ALUs 106 29203 bp 19.55 %
MIRs 4 444 bp 0.30 %
LINEs: 35 28212 bp 18.88 %
LINE1 32 28047 bp 18.77 %
LINE2 3 165 bp 0.11 %
L3/CR1 0 0 bp 0.00 %
LTR elements: 47 22627 bp 15.15 %
ERVL 4 1439 bp 0.96 %
ERVL-MaLRs 11 3580 bp 2.40 %
ERV_classI 32 17608 bp 11.79 %
ERV_classII 0 0 bp 0.00 %
DNA elements: 16 2864 bp 1.92 %
hAT-Charlie 7 997 bp 0.67 %
TcMar-Tigger 4 1397 bp 0.94 %
Unclassified: 0 0 bp 0.00 %
Total interspersed repeats: 83350 bp 55.79 %
Small RNA: 1 102 bp 0.07 %
Satellites: 0 0 bp 0.00 %
Simple repeats: 0 0 bp 0.00 %
Low complexity: 0 0 bp 0.00 %

Figure S3 Repeat analysis of human SRY region. #SRY flanking sequence for 74570bp 3 and
74829bp 5’ of the A of ATG for ASRY transcript.



sequences: 1

total length: 197889 bp (197889 bp excl N/X-runs)
GC level: 39.62 %
bases masked: 98586 bp ( 49.82 %)
number of length percentage
elements* occupied of sequence
SINEs: 41 5242 bp 2.65 %
Alu/B1 27 3083 bp 1.56 %
B2-B4 12 2011 bp 1.02 %
IDs 0 0 bp 0.00 %
MIRs 2 148 bp 0.07 %
LINEs: 32 35022 bp 17.70 %
LINE1 30 34866 bp 17.62 %
LINE2 0 0 bp 0.00 %
L3/CR1 2 156 bp 0.08 %
LTR elements: 93 54808 bp _
ERVL 5 2007 bp 1.01 %
ERVL-MaLRs 17 4678 bp 2.36 %
ERV_classI 11 17213 bp 8.70 %
ERV_classII 60 30910 bp 15.62 %
DNA elements: 4 702bp 0.35 %
hAT-Charlie 2 418 bp 0.21 %
TcMar-Tigger 2 284 bp 0.14 %
Unclassified: 2 2006 bp 1.01 %
Total interspersed repeats: 97780 bp 49.41 %
Small RNA: 0 0 bp 0.00 %
Satellites: 5 806 bp 0.41 %
Simple repeats: 0 0 bp 0.00 %
Low complexity: 0 0 bp 0.00 %

Figure S4 Repeat analysis of mouse Sry region. Analysis of mouse Sry sequence for 99311bp
3> and 98578bp 5’ the A of ATG for the mSry transcript.



Sryl Sry2 Sry3A4 Sry3B Sry3BII | Sry3C Sry4 Sry4A
Sryl - 421 420 10,538
Sry2 421 - 420 421 420 424 421 421
420 - 8,048 8,048 8,048 8,048 8,048
421 420 - 14,949 14,224 14,675 10,538
421 420 15,235 - 14,236 14,675 10,538
421 420 14,138 13,981 - 14,675 10,538
421 420 14,792 14,506 14,224 - 10,538
421 420 10,570 10,532 10,719 10,694 -
Sryl Sry2 Sry3A Sry3B Sry3BIlL | Sry3C Sry4 Sry4A
Sryl - 12,822 1,579 1,974 1,969 12,766 957 989
Sry2 12,763 - 1,579 1,974 1969 30,907 957 989
Sry3A4 1,579 1,579 - 1,579 1,579 1,579 957 989
Sry3B 1,975 1936 1,579 - 17,731 1,971 15,252 15,407
Sry3BII 1,975 1936 1,579 15,482 - 1,971 20,389 22,094
Sry3C 12,763 24,564 1,579 1,974 1,969 - 957 957
Sry4 968 924 959 15,482 23,197 961 - 43,175
Sry4A4 968 924 959 15,456 23,634 961 42,847 -
C
Sryl Sry2 Sry3A Sry3B Sry3BIl | Sry3C Sry4 Sry4A
Sryl - 13,243 1,999 13,574 13,569 24,366 12,557 11,527
Sry2 13,184 - 1,999 2,395 2,389 31,331 1,378 1,410
Sry3A 9,627 1,999 - 9,627 9,627 9,627 9,005 9,037
Sry3B 13,575 2,357 1,999 - 32,680 16,195 29,927 25,945
Sry3BII 13,575 2,357 1,999 30,717 - 16,207 35,064 32,632
Sry3C 24,363 24,985 1,999 16,112 15,950 - 15,632 11,495
Sry4 12,568 1,345 1,379 30,274 37,703 15,185 - 53,713
Sry4A4 11,523 1,345 1,379 26,026 34,166 11,680 53,541 -

Figure S5 Conservation analysis of the Sry copies. A) Base pairs conserved 5’ of the A of ATG. Highlighted in
red are constructs involving Sryl where conservation goes to the end of the contig. Highlighted in cyan are those
sequences that have a 6,809 bp transposable element inserted causing a disruption of homology that picks back up
for 7,647 bp. Numbers in red are those that define the size fragment for phylogenetics. B) Base pairs conserved 3’ of

the A of ATG, with the green highlighted box showing a 6,386 bp insertion disrupting homology. C). Total

conserved fragment length 5” and 3’ of the A of ATG. At the top of each chart is the gene that the sequence was

aligned to the respective Sry on the side.
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Figure S6 Phylogenetic tree of the maximally conserved fragment of Sry copies.
Phylogenetic tree using Sry genes of the maximum conserved fragment based on contig analysis
of Figure S5. Numbers next to each node represent the percent of the 500 bootstrap phylogenies
that were identified similar to the one shown in the figure.
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Figure S7 PCR products after amplification with JP1R and JF8L specific primers. A) Gel
of PCR amplicons from SHR and WKY genomic DNA, showing the presence of Sry3BII
(4220bp, band 1), Sry4A (2031 bp, band 3), and Sry4 (2003, band 4). Band 2 is believed to be
nonspecific amplification of both Sry4A and 4 based on primer mispriming around 400 base
pairs upstream where JF8L should bind. B). Digestion of each band with AflIl. Bands 1 and 3
when digested with AfI1I did not digest since there is no AfI11 site found in the DNA fragments
produced when amplifying either Sry3BII or Sry4A. Band 4 partially digested, suggesting further
proof that it is Sry4 which contains an Af/II site. Band two showed similar digestion pattern as
seen in band 4.



Medl4Y AGCCAGGCTGTGCGCCGCCATGGCTCCAGTGCAGCTGGACAACCACCAGCTCATCCCTCC
Medl4X --———-————-———————---— ATGGCCCCAGTGCAGCTGGAGAACCACCAGCTGATCCCTCC

khkhkkk hhkrkkhkkhkhkhkkhkkhkhAhkkhkx K rxkhkkhkhkhkhkkhkkkx *kkrxkkkk

Medl4Y TGGCCGCGGAGGTGGCAGAGGTGGCGGCGAAGGCAGCAGCAGGGACTTGGTGTCTGCCCC
Medl4X TGGCGGCGGAGGTGGCAGCGGTGGCGGTGGAGGCAGCAGCAGCGGCTCTGCGTCTGTCCC

KA Kok kkkkkkkkkkokhkk kkkkkkkk ok kkkkxkkkkhkrkkk ok kK * kkkkk kk*k

Medl4Y GGCTCCCCCATCGCCCGGAGCCAT---GGCGGTGGCAGCAGCCTCCGCGACTACCCCTGG
Medl4X GGCTCCCCCGCCTCCTGGAGCCGCTGTGGCGGCGGCAGCTGCGGCTGCTGCTAGCCCTGG

kKhk Kk KKk Kk Kk kK * kk kkkkk*k KAhkkkhkk KAhkkAkkhkkk o k) *x kK kK kk KAk kkk*k

Medl4Y ATACCGGCTTAGCACACTCATCGAATTTTTGCTGCACAGGGCCTACTCAGAGCTTATGGT
Medl4X ATACCGGCTTAGCACGCTCATCGAATTTCTGCTGCACCGGGCCTACTCCGAGCTTATGGT

KAAKAKRKAAAAAKAAKNK KA AKAAAAAAAA KX KA *khkAhhkkx* *hkkhkkhkhkkhhAhkkdkx *hkk krAkkhkkxk**x%k

Medl4Y GTTGACGGACTT GAAAATAGAAATTGTACAGTT
Medl4X GTTGACGGACTT GAAAATAGAAATTGTACAGTT
Kok Kk kKK K Kk ok kK ok Kk kK Kk Kk kK kK K K Kk ok kK

Medl4Y TGCTAGCCGGACACGTCAACTCTTCGTTCGGTTATTAGCTTTAGTAAAATGGGCCAGTGA
Medl4X TGCTAGCCGGACACGTCAACTCTTCGTTCGATTATTAGCTTTAGTAAAATGGGCCAATGA

hhkhkhkkhkhkkh A hkhkhhkhkrhhkhhhkhhkdhkhkrhkhkrkhk hhkhkhrhkhkrhkhkrhhkhhhkhhrhkhkrhkhkx **x*

Medl4Y TGCTGGCAAGGTAGAAAAGTGTGCG

Medl4X TGCTGGCAAAGTAGAAAAGTGTGCG
Kok kok ok kk Kk Kok Kk kK ok k ok ok ok ok Kk Kk
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Medl4X

Medl4Y
Medl4X

Medl4Y GACAAAATTATTCCTCCAGACCCTATTACCAAGATTGAGAA
Medl4X GACAAAATTATTCCTCCAGACCCAATTACCAAAATTGAGAA

Ak Ak kA hkhkrhkhkhhhkhkhkAhkkhkhkhkhkkoehkhkhhkhkhkhkh *hkkxkkkk

Medl4Y ACAAGCCGCACTTCATCAGCTTAATCAGATTCTTAGACATAGGCTTGTAACAGCAGATCT
Medl4X ACAAGCCACACTTCATCAGCTTAATCAGATTCTTAGACATAGGCTTGTAACGACAGATCT

hhkhkhkhkhkhk hhkhhkhkrhkhkhhhkhhkhAhkhkrhkhkrhkhkhhhkhhkhhkhkrhkkhkrhkkhkhkxkxx * Kk ok k ok ok Kk
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Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to
the mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the
multiple exons are highlighted in rotating yellow and red to allow for their identification.




Medl4Y TGGGCGAGCTTTGGTTCATAG
Medl4X TGGGCGAGCTTTGGTTCATAG

khkkhkkkkhkrkkkkhkkkhkkxkkkkkx

Medl4Y CATGCAAATTGACTTTATCCATCAGCTAGTCCAGTCCAGGCTCTTTGCTGATGAGAAACC
Medl4X CATGCAAATTGACTTTATCCATCAGCTGGTCCAGTCTAGGCTCTTTGCTGATGAGAAACC

KA Kk ok hkxkkkhkkkkhhrkkhhhdhkdkh dkkhhrrkhk  hokrkkkkkkkkkhkkkkhxkkkk

Medl4Y TCTTCAGGACATGTACAACTGCCTGC
Medl4X TCTTCAGGACATGTACAACTGCCTAC
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Medl4yY
Medl4X
Medl4yY CCAACAGGTTCTAGGGAAAAA
Medl4X TCAACAGGTTCTAGGGAGAAA
Kok kK kKKK KKK KA K Kk K

Medl4Y AACAGGCACAGCATCTGTTCACAAAGTTACAATTAAAATCGATGAGAATGATGTCTCCAA
Medl4X AACAGGCACAGCATCTGTTCACAAAGTTACAATTAAAATCGATGAGAATGATGTCTCCAA

Ak hhkhkh kA hhkhkhhkhhhkhhhkhhdAhhkhhhkrhhkhhhkhhdhhkrkhkhkrhkhkhkhhkhhkrhkrhkxkkxk

Medl4Y GCCTTTACAGATTTTCCACGATCCTCCTTTACCAGCTTCTGATTCTAAATTAGTAGAAAG
Medl4X GCCTTTACAGATTTTTCATGATCCTCCTTTGCCAGCTTCTGATTCTAAATTAGTAGAAAG

hhkhkhkhkhkkhkAhkhkrkhkhkrk *khk hhhAhkhkhkhkhkrkhk hhkhkhrhkhkrhkhkrhhkhhhkhhrhkhkrhkhkxkkxk
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Medl4Y CTTCCATAGAGACTGCACTTCCAGCTCTTATTGTACCCATCTTGGAGCCCTGTGGTAA
Medl4X CTTCCATAGAGACTGCACTTCCAGCTCTTATTGTGCCCATCTTGGAGCCCTGTGGTAA

Ak hkhkhkhk kA hhkhhkhkrhhkhhhkhhkhAhkhkhkhkhkrhkhkhkkhhkh *hkhkhhkhkrkhkhhkhhkhkhkrhkrxkhkxkx

Medl4Y TTCGGAGTGCCTGCACATTTTTGTAGATTTGCATTCTGGAATGTTCCAATTGATGCTTTA
Medl4X TTCGGAGTGCCTACACATTTTTGTAGATTTGCATTCTGGAATGTTCCAATTGATGCTTTA

hhkhkhkhkhkhkAhkkhkhkh *hhkhhhkhh A hhrhhkhkrhhkhhhkhhkrhkrhkhkrhkhkhkhhkhkhkrhkrhkxkkxk

Medl4Y TGGACTTG
Medl4X TGGACTTG

* Kk Kk ok ok k ok k

Medl4Y GTTTTGGCTGGGACAACAGCGTTGCAAACAATC
Medl4X GTTTTGGCTGGGACAACAGCGTTGCAAACAATC

khk Ak hkk Ak hkkhkhk kA hkhkhkhkhkrhkkhkhkhkhkhkkkkkxkkxk*x

Medl4Y TATAAAACATCTGCCTGCAATAACCACTGAAACGTTGCAGCTCGCCAACTATTCAACACA
Medl4X TATAAAACATCTGCCTACCATAACCACTGAAACGTTGCAGCTTGCCAACTATGCAACACA

KAk kkkxkkhkhkkkhh * kkhkrkkkkhkhrkkhhrrhkhhrkk drhrkkhrhrkx Kdhxkkkk

Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to
the mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the
multiple exons are highlighted in rotating yellow and red to allow for their identification.



Medl4Y TCCCATTGGTAGGCTTTCTAAGAACAAGTTGTTTATTAAACTTACTCGCCTTCCGCAGTA
Medl4X TCCCATTGGAAGCCTGTCTAAGAATAAGCTGTTTATTAAACTTACTCGCCTTCCACAGTA

KAk kkkkkk ookk kk Axkkkhkkk kkk Ak kkkkkkkhkrkkkkkkkkkkkkkk  kkkokok

Medl4Y CTACATT
Medl4X CTACATT

* Kk ok ok ok kK

Medl4Y
Medl4X

Medl4Y
Medl4X

Medl4Y
Medl4X

TTATCTGATGACCCATGTCCTGTAGAATGCAAGAAAGC
TTGTCTGATGACTCGTGCCCGGTAGAATGTAAGAAAGC

kk KAhkkkkhkhkk kK kK kk kK KkAhkkkkhkhkkk Ahkkkhkkkk Kk

Medl4Y CAAACAATCAGGAGAAATGTGTGCCTTCAATAAAGTTCTAGCTCACTTTGTCGCTATGTG
Medl4X CAAACGATCAGGAGAAACGTGTGCCTTCAATAAAGTTCTAGCTCACTTTGTCGCTATGTG
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Medl4Y TGACACCAACATGCCATTTGTAGGACTTCGATTGGAG
Medl4X TGATACCAACATGCCATTTGTAGGACTTCGATTGGAG
Kok kKK Kk ok ok ok ok ok kK K K Kk ko ok kK K K Kk kK ok kK K K

Medl4Y TTCC
Medl4X TTCC

* %k k Kk Kk x

Medl4Y TCCCTGTAAGGGAATAAGTGAGGAAACGCAGAAGGCTCTGGACTGCTCTCTTCTTGATTG
Medl4X TCCCTGTAAAGGAATCAGTGAGGAAACACAAAAGGCCCTGGACCGTTCTCTTCTTGATTG

khkkhkhkhkkhkhk *Ahkkhkrk khkhkhkkhkhkhkkhkhkhk Khk Khhkhkkhkx krxkhkkhkrxk * k(hkkhAkkkrkkkxkkkk

Medl4Y CACTTTCCGATTACAAGGTAGAAATAACCGCACATGGGTGGCAGAGTTAGTGTTTGCAAA
Medl4X CACTTTCCGATTACAAGGTAGAAATAACCGCACATGGGTGGCAGAGTTAGTGTTTGCAAA

Ak hkhkhkhkhk Ak kA hhkrh kA hhhkh kA hhk Ak hhkrhkhkhhhkhhkhAhkhkhkhkrhkhkhkhhkhkhkrhkkxhkxkkxk

Medl4Y TTGTCCTCTTAATGGCACTTCTATCAGGGAGCAAG
Medl4X TTGTCCGCTTAATGGCACTTCTACCAGGGAGCAAG
hokkkkx Kkkkkkkrkkkkkkkhkx Xk kokokkkkkx*x

Medl4Y
Medl4X

Medl4X

e _

Medl4Y AATACCTGCTCATCTGAATTTTTTCTCAGAAGTTTGTGTTTACAATTATCGAAAACT
Medl4X AATACCTGCTCATCTGAATATTTTCTCAGAAGTTCGTGTTTATAATTATCGCAAACT

KA Kk rkkhhkkkkhhrhk s khdkhhhrkhhhrdx dhrhrhhh dxkkhrxrk K*rxxk

Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to
the mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the
multiple exons are highlighted in rotating yellow and red to allow for their identification.



Medl4Y TATCTTGTGTTATGGAACCACCAGAGGAAGCTC
Medl4X TATCTTGTGTTATGGAACCACCAAAGGAAGTTC
Kok kK kKK kKKK KA KKK KA K KA KA Kk kA K&k xk

Medl4Y
Medl4X

Medl4X

s _

Medl4Y
Medl4X

GTTTTGTTTGATACTCAGGCACCATTAAATGCCATCAACAAACTCCCTACTGT
GTTTTGTTCGATACTCAAGCACCATTAAATGCCATCAACAAACTCCCTACTGT

KAAAKAAKAA KAAKAAKAA A, *AAAAKAAKAKAAAAAKAA KA A A A AR AN A AN XA XA Xk * k%

Medl4Y TCCAGTGCTGGGCTTGACTCAGAGAAGTAACACCGCCTACCAGTGTTTCTCCATATTACC
Medl4X CCCAATGTTGGGCTTGACTCAGAGAACTAACACCGCCTACCAGTGTTTCTCCATATTACC

Khhkk KAk AAKAAKAAKRAKRKAAAAAKAAKXN *AAAAKAAARA AR A AKX AN A A KA A A A A AKX XA AR K,k

Medl4Y ACATTCATCCACCCACATCAGATTGGCCTTCAGGAACATGTACTGCATTGATATATACTG
Medl4X ACAATCATCCACCCACATCAGACTGGCCTTCAGGAACATGTACTGCATTGACATATACTG

hhkk ok hhAhkhhhhkrhkhkhhhkhkhdx hhhkhkrhhhhhkhkhkrhkhkrhkhkrhkhkhhhkhkhtdx *hkhkxkkxk

Medl4Y CCTTAGTCACGGTGTCGTGGCAGTACGGGACGGTGCCTATAGTCTTTGTGATAACAGCAA
Medl4X CCGTAGTCGAGGTGTCGTGGCGATACGGGACGGTGCCTATAGTCTTTTTGATAACAGCAA

*k kxkkx * ok k ok ok kkkkokx Ak Ak khkhkhkhkrhkhkhkkhhkhkhkrhkkhkrhkhkrk *khkkxhkhkrxkkxkkxx

Medl4Y GTTAGTTGAAGGCTTCTGTCCTGCACCAGGATTAAAG
Medl4X GTTAGTTGAAGGCTTCTATCCTGCACCAGGATTAAAG
Kok ok ok Kk ok ok Kk Kk ok Kk k ok ok ok K ok K ok ok K ok K ok ok ok ok ok ok K
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Medl4Y TCCAAAGCAGCCAGGGATATCGGGCGCTTACCCTCTTACTTCATCTCCTACATCCTATCG
Medl4X TCCAAAGCAGCCAGGGACATCAGGCGCTTACCCTCTTACTTCACCCCCTGCATCCTATCA

Ak hkhkhkkhk A hkkhkhkhkhkhkhhdx *hk hhkrkhkhkrkhkhhkhkhkhkhkrhkkhkhkkhhkrk * *kk *hkkxkkkxk*xx*

Medl4Y CAGCCCAGTTAATCAGCCCCCCTCTATGATGCACACACAGCCTCCAG————=-----———-
Med14X CAGCACAGTTAATCAGTCCCCCTCTATGATGCACACACAGTCTCCACERAAICHCOMIES

KA Kok kkkkkkkkkkk Ak kkkhkrkkkhkkkkkhkhkkkkkhkk kkkhkxk

MedL14Y == —mm === e e e ———
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*

Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to
the mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the
multiple exons are highlighted in rotating yellow and red to allow for their identification.



Medl4Y AGCCCTTGACTCTAGTTCTCCATACACTCTTATGTCATCAAGTGGA-—————————————
Medl4X AGCCCTTGACCCTAGTTCTCCATACACTATGGTGTCACCAAGTGGACGAGCAGGAAACTG

KAk khkkkkkk Ak kkhkhrxkkkhhrkkhk K khkkkk kxkkkkokhx

Medl4Y ----GGGTCTCCTCCAGTGTTTGTGTCCAGACTCTCACCAGCAACCCCTTTGCCTGGAAT
Medl4X GCCTGGGTCTCCTCAA--——--— GTGTCGGGACCCTCACCAGCAACCCGTTTGCCCGGAAT

Kk Kok ok kkkkok Kk Kxkokokkkk kkkkkkxkkkkkkk kkkkkk kkkkok

Medl4Y GTCACCAGCTAACCCATCTCTGCATTCAACTGTCCCAGATGTTTTTCATTCCCCTCGAGC
Medl4X GTCACCAGCTAACCCATCTCTGCATTCTCCTGTTCCAGATGTTTCTCATTCCCCTCGAGC

KAAKAKNKAAKAAAKAAKNAAKAA AR AN A XA K KAhAkhk *AAAAAhAkhkkhhkk, KAk khkrkhkk krAkkkhkhxkk**x%k

Medl4Y TGGCACA
Medl4X AGGCAC
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Medl4Y
Medl4X

TTGCAGCTGATCAGTTCCAATGAACCTGGTGTAATCATGTTCAAGACAGATGCCCT
TTGCAGCTGATCAATTCCAATGAACCTGGTGTAATCATGTTCAAGACAGATGCCCT

hhkkhhkhkkh A hkhkhkhkhk hhhkhhkhkhkrhkhkrhhhkrhhkhhhkhkhkrhkkhkrkhkhkrhkhkhkhkxhkhkxkkxkhkx

Medl4Y GAAATGCAGAGTAACCCTTAGTCCCCAAACCAACCAGACCCTTCAGCTAAAAGTGACACC
Medl4X GAAGTGCAGAGTAGCCCTTAGTCCCAAAACCAACCAGACCCTTCAGCTAAAAGTGACACC

hhkk khkkhkAhkkhkhkkhk hhkhkkhhkhkkhhAhkhkdx K(rkhkhkhkhhkhkhhhkkhkrhkhkrhkhkhkhhkhkhkhhkkhkrhkhkxkkxk

Medl4Y TGAAAATGTAGGACAGTGGAAACCTGATGAGCTTCAAGTTTTGGAGAAATTCTTTGAAAC
Medl4X TGAAAATGCAGGACAATGGAAACCTGATGAGCTTCAAGTTTTGGAGAAATTCTTCGAAAC

khkhkhkhkhkkhkkx Khhkhkhkrkh dhhkhkhkhhkhrhkhkrhhkhhhkhhrhkkhkrhkhkrhkkhkhkhhkhkhkhrhkkhkxkdx *kkkx*

Medl4Y AAG
Medl4X AAG
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Medl4Y TTCCCAGA
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Medl4Y CCAAGCAACCCAGCTGAAATGGAACGTTCAATTTTGCCTCACCATCCCTCCTAGTGCACC
Medl4X CCAAGCAACGCAGCTAAAGTGGAATGTTCAATTTTGCCTCACCATCCCTCCCAGCGCGCC

KAk kkkxkk hkkkk hx  kkkkk kkkkkkkhkkkkkkhkrkkkkkkkkokhkx kk kk kK

Medl4Y ACCAATTGCAGCTCCTGGGACACCAGCCGTGGTCCTGAAATCCAAAATGCTGTTTTTT
Medl4X ACCCATTGCACCTCCTGGGACACCAGCTGTGGTCCTGAAATCCAAAATGCTCTTTTTT

KAk kkkkkok kkkkkkrkkkkkkkk ok kkkkkrkkkkkkrkkkhkkkkkhkhkx kkkxkk

Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to the
mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the multiple
exons are highlighted in rotating yellow and red to allow for their identification.
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Figure S8 Med14Y. Alignment of the DNA coded on the SHR Y-chromosome (Med14Y) to
the mRNA of Med14 on the X-chromosome (NCBI Gene ID: 317343). Sequence of the
multiple exons are highlighted in rotating yellow and red to allow for their identification.



Medl4Y MAPVQLDNHQLIPPGRGGGRGGGEGSSRDLVSAPAPPSPG-AMAVAAASATTPGYRLSTL 59

Medl4X MAPVQLENHQLIPPGGGGGSGGGGGSSSGSASVPAPPPPGAAVAAAAAAAASPGYRLSTL 60
******:******** K kK kkk  kkk . .k.k*k*‘*k k:k.k*k:k::*k******

Medl4Y IEFLLHRAYSELMVLTDFLPRKSDVERKIEIVQFASRTRQLFVRLLALVKWASDAGKVEK 119

Medl4X IEFLLHRAYSELMVLTDLLPRKSDVERKIEIVQFASRTRQLFVRLLALVKWANDAGKVEK 120

R R R R I S

Medl4Y CAMITSFLDHQAILFVDTADRLASLARDALVHACLPSFAIPYAIDVLTTGSYPRLSTCIR 179
Medl4X CAMISSFLDQQAILFVDTADRLASLARDALVHARLPSFAIPYAIDVLTTGSYPRLPTCIR 180

Kk kk s kA K e KAKKKRAKRKAKRAKRKAKRKAKRKAKRKAKRKAKRAK KAKKKRKAKRKKR KA KA KR KR KR KK * Ak K

Medl4Y DKIIPPDPITKIEKQAALHQLNQILRHRLVTADLPPQLANLTVANGRVKFRVEREFEATL 239
Medl4X DKIIPPDPITKIEKQATLHQLNQILRHRLVTTDLPPQLANLTVANGRVKFRVEGEFEATL 240

B R R R

Medl4Y TVMGDDPKVPWCLLKLEILVEDKQTGDGRALVHSMQIDFIHQLVQSRLFADEKPLQDMYN 299
Medl4X TVMGDDPEVPWRLLKLEILVEDKETGDGRALVHSMQIDFIHQLVQSRLFADEKPLQDMYN 300

Khkkhkkkkekhk Khkhkhhkhhhhhhkekhhhhhhhhhhkhhkhhkhhkhhkhkhkhhkhkhkhhkhkhkkhkhkkk*

Medl4Y CLHFFCLSLQLEVLHSQTLMLIRERWGDLVQVERYRAGKCLS--VWSQQVLGKKTGTASV 357
Medl4X CLHCFCLSLQLEVLHSQTLMLIRERWGDLVQVERYHAGKCLSLSVWNQQVLGRKTGTASV 360

I R R P Kk kkkk ke kkkhkkkK

Medl4Y HKVTIKIDENDVSKPLQIFHDPPLPASDSKLVERAMKIDHLSIEKLLIDSVHSRAHQKLQ 417
Medl4X HKVTIKIDENDVSKPLQIFHDPPLPASDSKLVERAMKIDHLSIEKLLIDSVHARAHQKLQ 420

B R R R R R

Medl4Y ELKAILRSENANENSSIETALPALIVPILEPCGNSECLHIFVDLHSGMFQLMLYGLDQAT 477
Medl4X ELKAILRSENANENSSIETALPALIVPILEPCGNSECLHIFVDLHSGMFQLMLYGLDQAT 480

R R R R R R S

Medl4Y LEDMEKSLNDDMKRIIPWIQQLKFWLGQQRCKQSIKHLPAITTETLQLANYSTHPIGRLS 537
Medl4X LEDMEKSLNDDMKRIIPWIQQLKFWLGQQRCKQSIKHLPTITTETLQLANYATHPIGSLS 540

R R R R P R R R S R

Medl4Y KNKLFIKLTRLPQYYIVVEMLEVPNKPTQLSYKYYFMSVSTADGENTPVMALLLQQFKDN 597
Medl4X KNKLFIKLTRLPQYYIVVEMLEVPNKPTQLSYKYYFMSVSTADRDDSPAMALLLQQFKDN 600
EEEE SRS E S SR EEEEEEEEEEEEEEEEESEREREEEEEEEEE S :::*.***********
Medl4Y IQDLMSYTKIGKQTIIGTKHNLSDDPCPVECKKAKQSGEMCAFNKVLAHFVAMCDTNMPE 657
Medl4X IQDLMSCTNTGKQTRTGTKHKLSDDSCPVECKKAKRSGETCAFNKVLAHFVAMCDTNMPE 660

Kk kkkk ko kkkk Kohkkkohkkhkk Khkkhhkhhkhkehkhk *khhkkhhkhhkhhhhkhhkhhkkkkxx

Medl4Y VGLRLELSNLEIPHQGVQVEGDGFSYAIRLLKIPPCKGISEETQKALDCSLLDCTFRLQG 717
Medl4X VGLRLELSNLEIPHQGVQVEGDGFSHAIRLLKIPPCKGISEETQKALDRSLLDCTFRLQG 720

Kok kkkhkkhkhkhkhkhkhkhkhkhkkhkkhkhhhk e khkhhkhhkhhkhhkhhkhhkhkhkhhhhkk HFhkhkhkkhkkkkkx

Medl4Y RNNRTWVAELVFANCPLNGTSIREQGPSRHVYLTYENLLSEPVGGRRVVEMFLNDWSSIS 777
Medl4X RNNRTWVAELVFANCPLNGTSTREQGPSRHVYLTYENLLSEPVGGRKVVEMFLNDWSSIA 780

Kok ok okkkkkkkkkkkkkkkkkk hhkkkkkhkkhkkhkkhkhkkhkhkkkhkkkk s kkkkkkkkxkrk .

Medl4Y RLYECVLEFAHSLPEIPAHLNFFSEVCVYNYRKLILCYGTTRGSSISIQWNSIHQKFYIS 837
Medl4X RLYECVLEFARSLPEIPAHLNIFSEVRVYNYRKLILCYGTTKGSSISIQWNSIHQKFHIS 840

KA KKK KK KKK s KK KAKRKAKRKAKR KK e AAAK* KK KKK R AR KR KR KR e KKK KK KA KR KA KA KK o kK

Medl4Y LGTVGPNSGCSNCHITILHHLQEMFNKTPNVVQLLQVLEDTQAPLNAINKLPTVPVLGLT 897
Medl4X LGTVGPNSGCSNCHNTILHQLQEMFNKTPNVVQLLOVLEFDTQAPLNAINKLPTVPMLGLT 900

B I R R R R R R

Medl4Y QRSNTAYQCFSILPHSSTHIRLAFRNMYCIDIYCLSHGVVAVRDGAYSLCDNSKLVEGFC 957
Medl4X QRTNTAYQCFSILPQSSTHIRLAFRNMYCIDIYCRSRGVVAIRDGAYSLFDNSKLVEGEY 960

Kok e kKA KAKRAKRAKRK « KAKKKAKRKAKRKAKRKAKRKAKRKKRKKK Ko hkhhhehhhhhhhk *hkhkkhkhkx*

Medl4Y PAPGLKTFLNMFVD----AQKRALKEDDYPPSPIGGDRTDSLISRLQPPQQQPFPKQPGI 1013
Medl4X PAPGLKTFLNMFVDSNQDARRRSVNEDDNPPSPIGGDMMDSLISQLQPPQQQPFPKQPGT 1020
* ok ok ok ok ok ok ok ok ok ok ok ok ok *::*:::*** * Kk Kk ok ok ok ok *****:**************
Medl4Y SGAYPLTSSPTSYRSPVNQPPSMMHTQPPG--—--—-—--—-————-———————————————— 1043
Medl4X SGAYPLTSPPASYHSTVNQSPSMMHTQSPGNLHAASSPSGALRAPSPASFVPTPPPSSHG 1080
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Figure S9 Med14Y protein. Protein sequences coded by the mRNA of figure S8 as determined
using ExPASy translate tool aligned using ClustalW. * indicated conserved amino acids,
: functionally conserved, and . slightly conserved.



Medi4y  mmmmmm———————= ALDSSSPYTLMSSSGGS----PPVFVSRLSPATPLPGMSPANPSLH 1085

Medl4X ISIGPGASFASPHGALDPSSPYTMVSPSGRAGNWPGSPQVSGPSPATRLPGMSPANPSLH 1140
Kkk kkkkk ek Kk o L Kk kkk ok kkkk ARk KKk kK

Medl4Y STVPDVFHSPRAGTSSQTMPTNMSPPRKLPQRSCAASVPTILTHSALNILLLPSPMPGLV 1145

Medl4X SPVPDVSHSPRAGTSSQTMPTNMPPPRKLPQRSWAASIPTILTHSALNILLLPSPTPGLV 1200

K kKKK KAKKAKKAKKAKKAKRKAKRKAKRAKN KAKKKKAKRAKN KAK e KAKKKKKRKAKRKAKRKAKRKKNAK KA KK

Medl4Y PGLAGSYLCSPLERFLGSVIMRRHLORIIQQETLQLISSNEPGVIMFKTDALKCRVTLSP 1205
Medl4X PGLAGSYLCSPLERFLGSVIMRRHLORIIQQETLQLINSNEPGVIMFKTDALKCRVALSP 1260

B R R S SR

Medl4Y QTNQTLQLKVTPENVGQWKPDELQVLEKFFETRVAGPPFKANTLIAFTKLLGAPTHILRD 1265
Medl4X KTNQTLQLKVTPENAGQWKPDELQVLEKFFETRVAGPPFKANTLIAFTKLLGAPTHILRD 1320

T i R

Medl4Y CVHIMQLEVFPDQATQLKWNVQFCLTIPPSAPPIAAPGTPAVVLKSKMLFFLQLTQKTSV 1325
Med14X CVHIMKLELFPDQATQLKWNVQFCLTIPPSAPPIAPPGTPAVVLKSKMLFFLQLTQKTSV 1380

Kohkkkkekk o hhhhhhhhkhhhhkhhhhhhkhhhhkhhhk hhhkkhhkhhhhkhhhhhhkhhkkhkkkkk*

Medl4Y PPQEPVSIIVPIIYDMASGITQQADIPRQONSSVAAPMMVSTILKRFAEMNPPRQGECTI 1385
Med14X PPQEPVSIIVPIIYDMASGTTQQADIPRQONSSVAAPMMVSNILKRFAEMNPPRQGECTI 1440

ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok k| ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok ok

Medl4Y FAAVCDLMAHLTLPPGGCP 1404
Medl4X FAAVRDLMANLTLPPGGRP 1459

Kokkk kkkk o kkkkkkk Kk

Figure S9 Med14Y protein. Protein sequences coded by the mRNA of figure S8 as determined
using ExPASy translate tool aligned using ClustalW. * indicated conserved amino acids,
: functionally conserved, and . slightly conserved.
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Figure S10 Human, Rat, and Mouse Sry protein alignments Sequence alignment of the rat
Sry consensus from SHR/Akr aligned to Sry from mouse and human showing the location of the
N-terminus (red), HMG box (blue), Hinge (green), bridge (magenta) and C-terminus (yellow).
Amino acids differing in the multiple rat copies outside of the Q-rich region can be seen in red
with the amino acid alternatives shown next to the number.
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Figure S11 Mutations to the HMG box of Sryl based on the multiple Sry copies. A). Energy

minimized structures of the multiple models aligned together on DNA (gray). B). Energy of each
model in A over the molecular dynamic simulation.
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Figure S12 Role amino acid 21 change to interaction with Calmodulin. A). Modeled
interaction between Sry and Calmodulin showing the location of amino acid 4 and 21 (red) both
of which differ between all other rat Sry proteins and Sryp. B). Molecular dynamic simulations
of the modeled Srya-Calmodulin interaction (A) and with amino acid 21 changed from an Arg to
His leading to a decreased stability of the protein.
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