Table S1. Summary of MYO7A allele and genotype distribution in the sub-Saharan South African DFNB2 families
Available family members_DNA YN =32 Total number of individuals affected_Deaf }n =17 Total number of variations =8

Family 5 Family 6

Famil
MYO7A  Referenc Family1 Family2 Family3 Family4 Shilo (TS074 Family7 Family 8 ;2(1)7}(,)9
variation e allele Genotype TS065/100 TS074/093 BS044 TS076 (TS074 branch TS040 TS036 01t
n=5 n=>5 n=9 n=5 branchC) B) n=1% n=1%
n=3 n=2
C/C 2 2 1
Tyr1780S A
p-2yIL/eToer A/C 3 4 3 1 1
p-Pro2126Le TC TC/T 5 1
uTer5
splice_ 1
region
p-Ser617Pro T C/C 3
T/C 4
p-Gly329Asp G/A 4
p.Arg373His G G/A 1
.Thr381
p-Thr381Met C /T 1
p-Arg83Cys C 1
Total
affected (n) 2 3 3 3 2 1 1 1 1
Table S2. Alignment of the conserved second MyTH7 subdomain in different species and against p.Pro2126Leufs*5.
WT  CAAACT ACG GAG CCA AAC TTC CCT GAG ATC CTC CTA ATT GCC ATC AAC AAG TAT GGG GTC AGC CTC ATC GAT CCC AAA
Translation +1 QT T EPNFP E I L LI AT NKJYGV S L I AP
Family TS076 MT ~ CAA ACT ACG GAG CCA AAC TTC CTG AGA TCC TCC TAA
QT T EPNF L R S s *
2114 FEEVKQTTEPNELR S S* p-Pro2126Leufs*5

HS mutant

2114 FFEVKQTTEPNFPEI LLIAINKYGVSLID PKTKDILT THPFTKISNWSSGNTYFHI TIGNLVRGSKLLCETSLGYKMDDLLTSYISOMLTAM
HS Wild type
2068 FFEVKQTTEBNMPE M LLIAINKHGVSLIH PVTKDILV THPFTRISNWSSGNTYFHMTIGNLVRGSKLLCETSLGYKMDDLLTSYISL MLTNM
DM
2064 FFEVKQTTEPNYPE M LLIAINKHGVSLIH PSSKDILV THPFTRISNWSSGNTYFHM TIGNLVRGSKLLCETSLGYKMDDLLTSYISL MLTNM
AA
2076 FFEVKQTTEPHFPE1 LLIAINKYGVSLID PKNKDILT TYPFTKISNWSSGNTYFHI TIGNLVOQGSKLLCETSLGYKMDDLLTSYISQOMLTTM
DR
2114 FFEVKQTTEPNFPEI LLIAINKYGVSLID PRTKDILT THPFTKISNWSSGNTYFHI TIGNLVRGSKLLCETSLGYKMDDLLTSYISOMLTAM
MM
2076 FFEVKQTTEPNFPEI LLIAINKYGVSLID PRTKDILT THPFTKISNWSSGNTYFHI TIGNLVRGSKLLCETSLGYKMDDLLTSYISOMLTAM
SS
2068 FFEVKQTTERNNAE M LLIAINKHGVSLIH PVTKDILV THPFTRISNWSSGNTYFHMTIGNLVRRLLCETSLGYKMDDLLTSYISL. MLTNM
DM mutant
V1 V2

HS Homo sapiens; DM Drosophila melanogaster; AA Anopheles arabienis; DR Danio rerio, MM Mus musculus; SS Sus scrofa
Mutation p.Pro2126Leufs*5 results in a frameshift with termination of the protein after residue 5 downstream. The premature
termination of the protein leads to interference with the conformation and regulation of the motor function of the motor domain. In
their functional studies, Yang et al (2009) demonstrated that a point mutation induced at V2 abolished the folding of the tail region
over the head domain and the autoregulation of the myosin 7a protein. Adapted from Yang et al., 2009.



c.986G>A p.Gly329Asp
MUHKh-3AVI_MYDTAF-TS083-V1_D05_11 .CCGAGAAC TGGGAGATC TCGAAGCTCCTGGC TGCCATCCTGCACC TGGlICAACCTGCAGT

Heterozygous
Rankank:2:1_MYOTAFTS083_G01_18 .CCGAGAACTGGGAGATCTCGAAGC TCCTGGC TGCCATCCTGCACCTGGGCAACCTGCAGT R

Travon data

; Wild type

€.5339A>C  p.Tyrl7805er

TEO1813)_TS0T4 100 M6 SXCAGTGCTCCCTCTATTCGGCACAAGCCCTTCCTTGACAGTCCCCAGCTGTGCTCAAGTIRCATGGGCGACTACCCG

MuryTS1_MYOTAF-TSI00-TS065_D08_1LCAGTGC TCCCTCTAT TCGGCACAAGCCCTTCCT TOACAGTCCCCAGCTOTGC TCAAGTOC ATGGGCGACTACCCG

Homozygous

Wild type

1

1-M8-1_MYOTAF-TSO0TE_H08_2XCAGTOCTCCCTCTATTCGGCACAAGCCCT TCCTTOACAGTCCCCAGCTETGE Ttlnmﬁ TEEMGAC TACCCG

R o e e

.I 'n'. lﬂ. Heterozygous

€.1849T>C p.S617P
Consensus 1 SCGCCGAGACCAGGAAGCGCTCGCCCACACTTAGCAGCCAGTTCAAGC GGIICAC TGGAGCTGLTGATGCGCACGL

Covings o
Maap-1_RS 3761-F_HDE_24 SCOCCGAGACCAGGAAGCGE TCGCCCACACT TAGEAGCCAGT TCAAGCGGLCAC TGGAGE TGC TGATGCGEACGE
= 'rlﬂ' M \ A ﬂ ﬁlﬁ{l"‘ MW Homozygous
Moap-7_RS-G3T61-F_FOT_18 SCGCCGAGACCAGGAAGCGE TCGCCCACACT TAGCAGCCAGT TCAAGCGGTICAC TGGAGE TGC TGATGEGCACGE

e L wild type

Maap-d_RS-63TE1-F_COT_OT SCOCCGAGACCAGGAAGCGCTCGCCC l.l: ACTT .luﬁﬂ I.GGG l.ﬁ-T TG A.IL'GGG ﬁﬂTGGAGﬂG TGC TB.IL'I' ﬂ-ﬂﬁt.ﬁtﬁ{
1 Ty i

Heterozygous

€.247C->T p.RE3C
rTR1TH0246_TSOT0-Y COTGGAGGACATGATCCGCCTGEGEGACCTCAACGAGGCGGGCATCTTGIIGCAACCTGCTTATCCGETACCE

TSOTO-VI_TSOTO-VIF_FO1_18 COTGGAGGACATGATCCGCCTGGGGGACCTCAACGAGGCGGGCATCTTGTGCAACCTGCTTATCCGC TACCE

c.6375delC p.Pro2126Leu
76924016_F_TS076 3CCCCCATCTGATGCCTTCTCATCTTITTTTCTAGCAAACT ACGGAGCCAAACTTIICC TGAGATCCTCCTAAT TGEE

HL1_MYOTAF-TSOTE-TS040-VZ_FOS 18 SCCCCCATCTGATGCCTTCTCATCTTTTTTTLT lﬁtlhAGTAGGGhGEGAlMT T IL‘-'D-

Heterozygou

Figure S1: Sanger sequencing electropherograms of MYO7A mutations among South African DFNB2 families.



