OMIM Allelic Variants

Mutations are cataloged in OMIM in the Allelic
Variants section of gene entries. Only select
mutations are included. Selection criteria include
the first mutation to be discovered, high
population frequency, distinctive phenotype,
historic significance, unusual mechanism of
mutation, unusual pathogenetic mechanism, and
distinctive inheritance (e.g., dominant with some
mutations, recessive with other mutations in the
same gene). Most of the allelic variants represent
disease-causing mutations. A few
polymorphisms are included, many of which
show a positive correlation with particular
common disorders. To see more variants in a
gene, follow links in OMIM to ClinVar, gnomAD,
and many other variant resources.
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Number *  Phenotype Mutation SNP. gnomAD Clinvar

o001 CUTIS LAXA, AUTOSOMAL RECESSIVE, TYPEIA  FBLN5, SER7TRO  rsooi0= - RCV000005809

0002 CUTIS LAXA, AUTOSOMAL DOMINANT2 (1 FBLNS, 483-BP DUP - RCV000005810

patient)

o003 MACULAR DEGENERATION, AGERELATED,3  FBLN5, VALLEU  mi21i3299+  rsI21434209  RCVOOO00SSLL

o004 MACULAR DEGENERATION, AGERELATED,3  FBLN5, ARG7IGLN 21434300+ 1121434300 RCVOO0OUSS12

o005 MACULAR DEGENERATION, AGE-RELATED,3 _ FBLN5, PROW/SER ___ rs121434301 - _ 1121434301 _ RCVOO0OUSS13.
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0008 Table View ClinVar » Genome
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o010 .0001 CUTIS LAXA, AUTOSOMAL RECESSIVE, TYPE IA BN

L FBLNS, SER227QRO | rs289%70 » || RCVO0UU05809. > Protein
Loeys et al. (2002) Stere - melis Turkish family, originally described by Van e

Maldergem et al. (1988), in which 4 patients were affected by autosomal recessive cutis laxa type I
(ARCL1A;219100) and demonstrated homozygosity for a 998T-C transition in the FBLN5 gene. The » Clinical Resources
mutation was predicted to result in a ser227-to-pro (5227P) substitution in the fourth cbEGF-like =
domain of fibulin-5 protein. Because serine is found in this position in mouse and rat fibulin-5 as.

well as in human fibulin-3, substitution for this amino acid may have important structural and romo

functional consequences for normal elastogenesis. @ GWAS Catalog
WAS Central
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Hu et al. (2006) showed that S227P mutant fibulin-5 is synthesized and secreted at a reduced rate

compared to wildtype. The mutant also failed to be into elastic fibers by transfected rat

lung fibroblasts. Purified recombinant $227P fibulin-5 showed reduced affinity for tropoelastin in

solid-phase binding assays as well as impaired association with fibrillin-1 microfibrils; in addition,

the mutant protein triggered an endoplasmic reticulum (ER) stress response, as indicated by strong > Cellular Pathways.
of the. ta ith folding cha the ER and rates of anoptosis in

» Animal Models
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Compare clinical features among phenotypes
side-by-side by selecting entries from a Clinical
Synopsis Quick View page, from each
Phenotypic Series page, from the link within the
Gene-Phenotype Relationship table in gene
entries with more than one phenotype, and at the
top of the Phenotype MIM# column in gene map
table view. Brief video tutorials explain this and
other strategies for optimizing searches and
using MIMmatch. These tutorials and other help
are available from the “Help” menu option at the
top of every OMIM.org page.
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Information framework: Dashed lines indicate that
not all genes have allelic variants; not all phenotypes are
mapped; not all phenotypes have Clinical Synopses; and
mapped phenotypes are not necessarily part of a
Phenotypic Series.

Searching clinical features

Searching on clinical features is enhanced by a
thesaurus, which allows you to select additional
terms to include in your search. A quick view of
clinical synopses, currently available for most
phenotypes, is obtained from a button next to the
search box. Placing your mouse over an anatomical
category reveals the underlying features. From the
full view of a synopsis, mousing over the EoM link
(&) reveals the Elements of Morphology picture
representation of the term. There is also an optional
display of the feature identifiers from UMLS,
SNOMED CT, HPO, and others.

Easy navigation between
genes and phenotypes

OMIM provides various views of gene and
phenotype relationships. Finding the phenotypes
associated with a particular class of gene can be as
easy as searching on the class of gene, for example
“zinc finger protein”, and selecting the gene map
table link to the right of the search box. From the
gene map table, select “phenotype only entries” to
condense the table to just entries with phenotypes.



