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The majority of autosomal recessive nanophthalmos and posterior
microphthalmia can be attributed to biallelic sequence and structural
variants in MFRP and PRSS56
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Supplementary Figure 1. Outcome of homozygosity mapping and targeted mutation
screening in three consanguineous families

F2

A |:| F1 : I:I F18 :
M/WT M/WT M/WT M/WT M/WT M/WT

‘ M/M ‘ M/M WT/WT ‘M/M
B Chr. Length Candidate genes Chr. Length Candidate genes Chr. Length Candidate genes
11 102 Mb  MFRP 11 6.2 Mb MFRP 2 6.5Mb  PRSS56
c WT WT mm wT —a—
N T T T T T TTHTOTHR T T LT LLLLLCL
LT TSR TTTTTT T TIE LD T LD T A R
S ppapa CCCTTACCCCCERACACCCACTG
'
\ i \
'“ WA A |
N PR . —I\ L. —
NM_031433.2 (MFRP): c.1090_1094del p(T364%) NM_031433.2 (MFRP): cA98del p.(NI67T¥25) NM_001195129.1 (PRSS56): ¢.766T>C p.(C256R)

(A) Pedigrees of three consanguineous families (F1, F2 and F18). Filled symbols indicate
affected individuals. Index cases are indicated by an arrow; a double line between a couple
indicates consanguinity. Different genotypes are represented: homozygous mutant (M/M),
heterozygous mutant (M/WT) and homozygous wild type (WT/WT). (B) Homozygosity
mapping representing the size of the homozygous regions in which MFRP and PRSS56 are
located. (C) Sanger sequence electropherograms showing homozygous MFRP/PRSS56
mutations.



Supplementary Figure 2. Molecular workflow in 21 unrelated families with NNO or MCOP.

21 unrelated families from different ethnicities with NNO or MCOP
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19/21 (90.5%) families with MFRP and PRSS56 mutations
2/21 (9.5%) families without molecular diagnosis
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