Supplemental Figure Legends

Figure S1. Alignments of CAPN5 in vertebrates shows high homology. A. Human amino acid sequences
from the domain Ila (Dlla), B. the C2L-domain (DIIl), and C. the C2-domain (DIV) were aligned to 9 specific
vertebrates: Rhesus, Mouse, Rat, Rabbit, Cow, Cat, Dog, Chicken, and Xenopus. CAPN5 loss of function
(LOF) variants (purple) were found in highly conserved regions alongside published Autosomal Dominant
Neovascular Inflammatory Vitreoretinopathy (ADNIV)-disease causing gain of function (GOF) variants (blue).

Figure S2. ConSurf conservation analysis using our structural model of CAPN5. Comparison to 150
closest homologues including both invertebrates and vertebrates. ConSurf conservation scores were mapped
onto our full structural model of CAPNS5 containing all protein domains. Variants with high conservation,
magenta; variants with low conservation, cyan.
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INLINEFNWESN HIAD P (0}6]N REIG G CHNEIKIBNSRION P ONSIFIN VK KIZEDE V LANOREO OIS KRNI RINNGKIEENLAIGFB I M4 VEIN R[AMRMHEI L QBERENAS ST Y
I LISNEFNWESN H)AD P |NO/N REIG G CHNEIKIBESRIONP OMSRF B VK KIZEDE V LANGRIO OIS K RSN RINAHGKIEENLAIGFB I PN VEIAN RIMRMHB LOBERENASSI Y
INLIYEFNWESN HIAD P IR(O]N REJG G CHNEIKIEINIONP OMSIFBIVKKIEEDE V LEREIO OB KOENIREMIGKIEENLAIGFB IS VERIN R[BRMHB LOBRNAAS ST Y
INTINEFNWESN HIND P INIAN REIG G CHNEIKIBNSRION P ONSIFBI VK KIZEDE V LANOREO ORSZ KORNIREWIGKIEENLAIGFB I M4 VEIN RIAYRMH[E L OERNAS ST Y
I LISYEFNWESN HIAD P [QIAN REIG G CHINEIKIBESRIONP OMSIFBI VK KIZEDE V LANORIO OIS KORMIREMIGKIEENLAIGFB I AN VEAN RINMRMHB LOBRENAS ST Y
\Y LIzEERA WS HIBID P fiN REIG G CHIN|E(KDESIAONP ONQUF B VK KIAE DE V LERSENO OIS KEWNSI RINAG K[JENLAIGF B IS VEIAN RNMRMHI L O[OFQUA S ST Y

INTEEFNWERR HIND P INO/N R[€|G G CHMNEIKIBNSRIONP ONSIFIN VK KIZEDE V LANOREO OIS KRNI RINNGKIEENLAIGFB I M VEIN R[ARMHE L QBERENAS ST Y
IN LN WERN HIAD P |NO/N REIG G CHNEIKIBESRIONP OMSIFBIVKKIZEDE V LANGRIO OIS K RS RINANGKIEENLAIGFB I PN VEIN RN RMHB LOBERENASSI Y
INLIENEFNWESN HIAD P [6)6]N REJG G CHINEIKIBESRIONP OMAVUF IS VK KIZEDE V LEREIO ORI KSSMIRINGKIEENLAIGFN IS VERINR[MRMHB LOBRENASSI Y
\Y LISSSES Wi H{e] D P I(6]N REIG G CINIJ KLNSEAO N P Q)RYF B VK KIHE D E V L\YeIN O QRGN K SYNIROINGKINENLA I GFI T :{6]VEIAN RISIRMHI L OIQYASS I Y
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