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OWana3zoH koda 3a00NeBadiA 3aBMCHT OT TUNA HAaCNedoEaHHA:

e 100000—299999 — ayTOCOMHEIE 3aG0NEBAHNA (Co3NaHo A0 15 maa 1994 roaa);

300000—399999 — X-cUenneHHule 3adonesaHuA;

400000—499999 — Y-CUENMNEHHBIE 3300NEBAHNA;

500000—599999 — MUTOXOHAPWANbBHLIE 3300NEBAHWUA;

600000 W Bollle — aYTOCOMHBIE 3a00NeBaHWA (Co3dano nocne 15 mMaa 1994 rona).
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OMIM

OMIM Entry Statistics

Number of Entries in OMIM (Updated November 21st, 2023) :

MIM Number Prefix

Gene description *

Gene and phenotype, combined +

Phenotype description, molecular basis known #
Phenotype description or locus, molecular basis unknown
Other, mainly phenotypes with suspected mendelian basis

Totals

Autosomal

16,285

21

6,330

% 1,391
1,640

25,667

X Linked

769

100

1,362

Y Linked

51

63
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Mitochondrial

37

34

71

Totals

17,142

21

6,750

1,507

1,743

27,163
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OMIM Morbid Map Scorecard (Updated November 21st, 2023) :
Total number of phenotypes* for which the molecular basis is known 7,450
Total number of genes with phenotype-causing mutation 4,859

* Phenotypes include (1) single-gene mendelian disorders and traits; (2) susceptibilities to cancer and complex disease (e.q.,
BRCAT and familial breast-ovarian cancer susceptibility, 113705.0001, and CFH and macular degeneration, 134370.0008); (3)
variations that lead to abnormal but benign laboratory test values ("nondiseases”) and blood groups (e.qg., lactate
dehydrogenase B deficiency, 150100.0001 and ABO blood group system, 110300.0001); and (4) select somatic cell genetic
disease (e.g., GNAS and McCune-Albright syndrome, 139320.0008 and IDH1 and glioblastoma multiforme, 147700.0001.)
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Distribution of Phenotypes across Genes (Updated November 21st, 2023) :

Number of genes with 1 phenotype 3,410
Number of genes with 2 phenotypes 880
Number of genes with 3 phenotypes 316

Number of genes with 4+ phenotypes 253
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Dissected OMIM Morbid Map Scorecard (Updated November 21st, 2023) :

Class of phenotype Phenotype Gene *
Single gene disorders and traits 6,392 4,495
Susceptibility to complex disease or infection 677 500
“Nondiseases” 151 118
Somatic cell genetic disease 237 131

*Some genes may be counted more than once because mutations in a gene may cause more than one phenotype and the
phenotypes may be of different classes (e.g., activating somatic BRAF mutation underlying cancer, 164757.0001. and
germline BRAF mutation in Noonan syndrome, 164757.0022.)
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OMIM Update List

Updates since the database was placed on the web
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OMIM Update List for November 2023

November 21st, 2023

New Entries:
1620610 OOCYTE/ZYGOTE/EMERYO MATURATION ARREST 21; OZEMAZ?1
1620629 OPTIC ATROPHY 16; OPA16
*620630 TRANSMEMEBRANE PROTEIN 170A; TMEMI170A

New Clinical Synopses:
1620603 IMMUNODEFICIENCY 114, FOLATE-RESPONSIVE; IMD114
1620609 LONG-OLSEN SYNDEROME; LNGOS

Updated Entries:
7145001 HYPERPARATHYROIDISM 2 WITH JAW TUMORS; HRPT2
7146255 HYPOPARATHYROIDISM, SENSORINEURAL DEAFNESS, AND RENAL DYSPLASIA SYNDROME; HDRS
7165500 OPTIC ATROPHY 1; OPAL
7165510 OPTIC ATROPHY 13 WITH RETINAL AND FOVEAL ABNORMALITIES; OPA13
*600424 SOLUTE CARRIER FAMILY 1% (FOLATE TRANSPORTER), MEMBER 1; SLC19A1
*603078 CHECKPOINT KINASE 1; CHEK1
606159 NEURODEGENERATION WITH BRAIN IRON ACCUMULATION 3; NBIA3
606593 LIG4 SYNDROME
1606612 MUSCULAR DYSTROPHY-DYSTROGLYCANOPATHY (CONGENITAL WITH OR WITHOUT IMPAIRED
INTELLECTUAL DEVELOPMENT), TYPE B, 5: MDDGB5
10
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hypercholesterolemia Q Options ~ View Results as: [eCUCHYETEEL]E] Clinical Synopsis 2]

Display: Highlights

Search: hypercholesterolemia '
Results: 137 entries. Show 100 | Download As~ | «First | <Previous | Next» | Last»

11 #603813. HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4
Cytogenetic location: 1p36.11
Matching terms: (hypercholesterolaemia | hypercholesterolemia)
» Phenotype-Cene Relationships » Phenotypic Series » ICD+ M Links

21 #144010. HYPERCHOLESTEROLEMIA, FAMILIAL, 2; FHCL2
Cytogenetic location: 2p24.1
Matching terms: (hypercholesterolaemia | hypercholesterolemia)
» Phenotype-Cene Relationships » Phenotypic Series » ICD+ » Links

31 #603776. HYPERCHOLESTEROLEMIA, FAMILIAL, 3; FHCL3
LOW DENSITY LIPOPROTEIN CHOLESTEROL LEVEL QUANTITATIVE TRAIT LOCUS 1, INCLUDED; LDLCQ1, INCLUDED
Cytogenetic locations: 1p32.3,
Matching terms: (hypercholesterolaemia | hypercholesterolemia)
» Phenotype-Cene Relationships » Phenotypic Series » Links

13
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Table of Contents # 603813 v kxternal Links

» Protein

Title
Phenotype-Gene HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4 + sl Fesourees
Relationships
Clinical s . Clinical Trials

inical synopsis Alternative titles; symbols EuroGentest
Phenotypic Series G Review:
o HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE; ARH o e Allance

Descrintion HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 1, FORMERLY; ARHI, MedlinePlus Genetics

b FORMERLY GTR

Chmcf':ll Features FHCB1, FORMERLY S?Rr?amt

Mapping HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 2, FORMERLY; ARH2, F

Molecular Genetics FORMERLY » Animal Models

Animal Model FHCB2, FORMERLY
References » Cell Lines
Contributors
Creation Date Phenotype-Gene Relationships
Edit History Phenotype Phenotype Gene/Locus

Location Phenotype MIM number Inheritance mapping key Gene/Locus MIM number
1p36.11 Hypercholesterolemia, familial, 4 603813 AR 3 LDLRAF1 605747

. Phenotypic Series  ~ | PheneGene Graphics ~ [3]

v TEXT
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https://www.omim.org/entry/603813?search=hypercholesterolemia&highlight=hypercholesterolaemia%20hypercholesterolemia
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Key: x
@ Phenotype
@ Cene
Phenotypic series (PS)

- Click circles to show/hide
downstream relationships.

O 262500: Laron dwarfism(GHR)
- Click MIM number or PS
number to recenter map. 1438%0: Hypercholeste...(APOAZ) o 600946: GHRO

- Click phenotype name or gene
symbol to go to the MIM entry

Q 604271: Increased respo...(GHR)

P5143890: Hypercholesterolem...

603813: Hypercholes..(LDLRAF) O

144010: Hy holester....APOE. 107730: APOB
ypercholester.... 4 (o] O O 515558: Hypobetalipopr...(4P08)
O 603747: LDLRAF1

O 503776: (Low density ...(PCSK9)

15
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OMIM

* https://www.omim.org/static/omim/pdf/OMIM_graphics.pdf

OMIM graphical views of phenotype-gene relationships

608874: OROFACIAL CLEFT 5; OFC5

Graphical rep of phenotype/gene relationship(s) d with this entry. Phenotypic Series (when available) are displayed with the relevant genes and subsequent phenotypes to a depth of 4 nodes. No hierarchy is implied.
/ Click to open/close key Click filled circles to reveal
Key: x downstream GP © 150400: Tooth agerses. /WNTI0A
@ Phenotype 16724
® Cene Mouse over title to see fulf fiffet=demsl dys.asx o PS308100: Ectodermal dysplas... O 616724: Tooth agenesis (LR
Phenotypic series (PS)

O 602639: Tooth agenesis, se.

142983 MSX) oy
« Click circles to show/hide
downstream relationships.
« Click MIM number or PS
number to recenter map.

106600: Tooth agencsis... u,u.o PS106600: Tooth agenesis, se... © 610926: Tooth agenesis, s

© 617275: Tooth agenesl...(GREM2)

Tooth agenesls, selective, 1, with or without T
orofacial cleft (MSX1) © 313500; Tooth agenesis,.. (DA
+ Click phenotype name or gene

symbol to go to the MIM entry.

Click open circles to hide
downstream GP

O 604625: Tooth agenesis _(PAXY)

O 608371: Orolacial cleft 4 O 617073: Tooth agenes. WNTI08)

O 612858 Orofacial cleft 12

608874; Orofacial def._vsx1) O S Ol -t o 112262, EMFd ) O 607932 Microphthalmia. A\
O 602966 Orotactal cleft-2
O 603543: Limb-mammary s.. (173
© 613705 WVrofacial dSUMOT) © 605289: Split-hand/foo.11%3
618145 Orotacial clet..(TP%3) ¢ 73 1963 O 106260: Hay-Wells synd... (7163
© 129400: Rapp-Hodgkin 5163
. T Click pum.ber to start © 103285: ADULT syndrome( 703
O 615992 Oratacial cett 14 graphic with this concept O 604292 Ectrodactyly, (7063
G4 (Orofacial ce.I1I*) ¢ 607195 1356 ¢y © 119300: van der Woude TR}
O 119500: Popliteal pter. (IRF5)
O 225060 Orotacial ¢. ANECTINY)
O 119530 Ocofacial cleft-1
O 613857: Orofacial cleft 13 Click title to go to MIM entry
O 616788: Mrofacial de...DLX4
O 610361 Orotacial cleft 9
© 600757: Orotacial cleft-3 Click to open/close full node
7 Display Level 3 7 Display Level 4 7 Display Level 5
Redraw Graph View Radial

Linear graphic
16
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o External Links

* O4eHp MHOTO IIEPEKPECTHBIX CCHIJIOK HA PECYPCHI

Table of Contents # 603813

» Protein
Title
Phenotype-Gene HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4 v Clinical Resources
Relationships
Clinical Synopsis o Clinical Trials
ynop Alternative titles; symbols EuroGentest
Phenotypic Series Gene Reviews
Text HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE; ARH Cenetic Alliance
o HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 1, FORMERLY; ARHI, MedlinePlus Genetics
Description FORMERLY TR
Clinical Features FHCE1, FORMERLY CARD
Mapping HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 2, FORMERLY; ARH2, orphanet
Molecular Cenetics FORMERLY » Animal Models
Animal Model FHCB2, FORMERLY
References » Cell Lines

Contributors

Phenotype-Gene Relationships

Creation Date

Edit History

Phenotype Phenotype Gene/Locus
Location Phenotype MIM number Inheritance mapping key Gene/Locus MIM number
1p36.11 Hypercholesterolemia, familial, 4 603813 AR 3 LDLRAF1 605747

Clinical Synopsis l ‘ Phenotypic Series - PheneGene Graphics - [2]

v TEXT
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* st peHoTHna TekctoBoe (1) onucanue

Table of Contents # 603813 v kxternal Links

itle » Protein
:h;no.ype_ceng HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4
Relationships

Clinical Synopsis Clinical Trials
ynop Alternative titles; symbols EuroGentest

Gene Reviews

v Clinical Resources

Phenotypic Series

Text HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE; ARH Genetic Alliance
Description HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 1, FORMERLY; ARHI, MedlinePlus Genetics
FORMERLY CTR
Clinical Features FHCB1, FORMERLY GARD
Mapping HYPERCHOLESTEROLEMIA, AUTOSOMAL RECESSIVE, 2, FORMERLY; ARH2, Orphanet
Molecular Genetics FORMERLY » Animal Models
Animal Model FHCB2, FORMERLY
References » Cell Lines
Contributors
Creation Date Phenotype-Gene Relationships
Edit History Phenotype Phenotype Gene/Locus
Location Phenotype MIM number Inheritance mapping key Gene/Locus MIM number
1p36.11 Hypercholesterolemia, familial, 4 603813 AR 3 LDLRAF1 605747

Phenotypic Series  ~ PheneGene Graphi.~ ~

v TEXT
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https://www.omim.org/entry/603813?search=hypercholesterolemia&highlight=hypercholesterolaemia%20hypercholesterolemia
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Phenotype Mapping Key

1 - The disorder is placed on the map due to its association with a gene, but the underlying defect is not known.
2 - The disorder was placed on the map by statistical methods.

3 - The molecular basis of the disorder is known.

4 - A contiguous gene duplication or deletion syndrome in which multiple genes are involved.

19
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v TEXT

A number sign (#) is used with this entry because autosomal recessive familial
hypercholesterolemia-4 (FHCL4) is caused by homozygous or compound heterozygous mutation in

the ARH gene (LDLRAPI; 605747) on chromosome 1p36.

v Description

Autosomal recessive familial hypercholesterolemia-4 (FCHL4) is a rare monogenic disease
characterized by very high levels of low-density lipoprotein (LDL) cholesterol (usually above 400
mg/dl) and increased risk of premature atherosclerotic cardiovascular disease (summary by Sanchez-

Hernandez et al., 2018). ©

20
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* [TocmoTpurte, kak ycrpoeH pazaen Clinical Features

e OnucaHus KIMHUYECKUX CJIy4dCB C CCbIJIKAMH Ha
NCTOYHHUKHU

v Clinical Features

Zuliani et al. (1995) described a consanguineous Sardinian family in which a brother and sister had a
severe form of hypercholesterolemia with the clinical features of familial hypercholesterolemia (FH;
143890) homozygotes, including severely elevated plasma low density lipoprotein (LDL) cholesterol,
tuberous and tendon xanthomata, and premature atherosclerosis. However, LDL receptor (LDLR;
606945) activity measured in skin fibroblasts was normal, as was LDL binding ability. Haplotype
segregation analysis excluded involvement ot the LDLR and apolipoprotein B (APOB; 107730) genes
in the pathogenesis of the disorder. Consanguinity, absence of vertical transmission, and bimodal
distribution of plasma cholesterol levels in the kindred were consistent with autosomal recessive

inheritance. Sitosterolemia (see 210250) and pseudohomozygous hyperlipidemia (see 144250) were

ruled out. @
21
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* BrIsiBIIeHHE TEHOMHOI'O JIOKYCa, aCCOLIMMPOBAHHOIO
¢ (peHOTHIIOM

v Mapping

Eden et al. (2001) performed a genomewide scan with polymorphic genetic markers in the 2 families
reported by Norman et al. (1999). In both pedigrees, a single region of approximately 12 cM on 1p36-
p35, designated FHCB2, fulfilled the criteria for homozygous inheritance ot alleles in the atfected

fospri_ng but not their unaffected sibs. The combined lod score was 5.3 in these unrelated families. @

Using 4 ARH families, including 2 previously studied by Zuliani et al. (1995, 1999), Garcia et al.
(2001) mapped the ARH locus to a 1-cM interval on chromosome 1p35 extending from D151152 to
D152885. Garcia et al. (2001) identified 6 mutations in a gene encoding a putative adaptor protein
(LDLRAPI; 605747) mapping to this region. They found no linkage to 15q25-q26, the locus that
Ciccarese et al. (2000) had found to be associated with ARH using one of the same families. 4+

22
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* MccnenoBanus MOJIEKYISIPHO-TEHETHYECKUX
aCIEKTOB (PEHOTHIA

v Molecular Genetics

In aftected individuals from 6 families with autosomal recessive hypercholesterolemia, including the
2 Sardinian families originally reported by Zuliani et al. (1995) and Zuliani et al. (1999) and a
Lebanese family previously described by Khachadurian and Uthman (1973), as well as another
Lebanese family, an Iranian family, and an American family, Garcia et al. (2001) identified
homozygous mutations in the ARH gene (LDLRATP1; see 605747.0001-605747.0006). The nonsense
mutation (W22X; 605747.0001) and 1-bp insertion (605747.0002) that were detected in the 2 original
Sardinian families were also identified in homozygosity or compound heterozygosity in 10
additional unrelated Sardinian ARH probands, and neither mutation was found in 50
normolipidemic Sardinians. The authors suggested that the finding of 2 mutations accounting tor
ARH in 12 Sardinian families represented genetic drift on the island of Sardinia. (4]

Arca et al. (2002) screened the entire coding sequence of LDLRAPI in 40 unrelated individuals from
around the world who had hypercholesterolemia and at least 1 normocholesterolemic parent. They
identified 4 [talian probands who were homozygous tor the same 1-bp insertion (605747.0002) that
had previously been identified in Sardinian patients. No mutations were identified in the other 36

probands. [+
23
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*107730
Table of Contents
Title

Gene-Phenotype
Relationships

Text
Description

Cloning and
Expression

Mapping
Molecular Genetics
Animal Model
Allelic variants
Table View
See Also
References
Contributors
Creation Date

Edit History

R - Exccmal Links
* 107730

» Genome
APOLIPOPROTEIN B; APOB R
Other entities represented in this entrv: S
- G Inf
APOB100, INCLUDED » benednio
APOB4S8, INCLUDED » Clinical Resources
APOLIPOPROTEIN B ALLOTYPES, INCLUDED e
Ag LIPOPROTEIN TYPES, INCLUDED ¥ Variation
Clinvar
HGNC Approved Gene Symbol: APOB gnomAD
GWAS Catalog
Cytogenetic location: 2p24.1  Genomic coordinates (GRCh38): 2:21,001,429-21,044,073 (from NCBI) GWAS Central
HGMD
MHLEBI EVS
Gene-Phenotype Relationships PharmGKE
Phenotype Phenotype » Animal Models
Location Phenotype MIM number Inheritance mapping key
2p241 Hypercholesterolemia, familial, 2 144010 AD 3 A T T
Hypobetalipoproteinemia 615558 AR 3
0
TEXT
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107730:

Graphical representation of phenotype/gene relationship(s) associated with this entry. Phenotypic Series (when available) are displayed with the relevant genes and subsequent phenotypes to a depth of 4 nodes. A quick reference overview and guide (FDF). No hierarchy is implied.

Feadback
Key: x
@ Phenotype
® Cene
Phenotypic series (PS}

+ Click circles to show/hide

143890: Hypercholeste...[APOAZ)
downstream relationships.

o]
- Click MIM number or PS

Q 600946: GHR
number to recenter map.

- Click phenotype name or gene
symbaol 1o go to the MIM entry.

144010: Hypercholester. :’APOE;O P5143890: Hypercholesterolem.

O 603776 {Low density _(PCSK2)

107730: APOB O

© 615558: Hypobetalipopr...(APOE) O 603813: Hypercholes.. (LDLRAFI)
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Table of Contents * 107730

Title » Cenome
cene Phenotyoe APOLIPOPROTEIN B; APOB s
Relationships
Text Other entities represented in this entry: S
Description ) » Cene Info
o APOB100, INCLUDED
Expression APOB48, INCLUDED » Clinical Resources
Mapping APOLIPOPROTEIN B ALLOTYPES, INCLUDED
olecular Cenetics Ag LIPOPROTEIN TYPES, INCLUDED ¥ Variation
Animal Model ClinVar
- ) HGNC Approved Gene Symbol: APOB gnomAD
Allelic variants GWAS Catalog
Table View Cytogenetic location: 2p24.1  Genomic coordinates (GRCh38): 2:21,001,429-21,044,073 (from NCBI) GWAS Central
HCMD
see Also NHLEI EVS
References Gene-Phenotype Relationships PharmCKe
Contributors )
Creation Dat Phenotype Phenotype » Animal Models
reation Date Location Phenotype MIM number Inheritance mapping key
Edit History 2p241 Hypercholesterolemia, familial, 2 144010 AD 3 A T T
Hypobetalipoproteinemia 615558 AR 3
PheneGene Graphics « 2]
TEXT
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Kaxkgast 3anuch — TEKCTOBOE ONMCAHWE BapUaHTa C CChUJIKOM HA MyOJIUKAIUIO U
NepeKpeCcTHBIMU cchlikaMu Ha 3anucu B OMIM (manpumep, qis hpenotuna)

APOLIPOPROTEIN B; APOB

Allelic Variants (22 Selected Examples) :

Number *

.0001
.0002

0003
0004

0005

0006

Phenotype

HYPOBETALIPOPROTEINEMIA, FAMIITAL
HYPOBETALIPOPROTEINEMLA, FAMILIAL,
ASSOCIATED WITH APOB3?2
HYPOBETALIPOPROTEINEMLA, FAMILIAL
HYPOBETALIPOFROTEINENIA, FAMILIAL,
AZSOCIATED WITH APOED
HYPOBETALIPOPROTEINEMILA, FAMILIAL,
ASSOCIATED WITH APOB®0 OR APOB3?
HYPOBETALIPOPROTEINEMILA, FAMILIAL,
ASSOCIATED WITH APCB4S
HYPOBETALIPOPROTEINEMLA, FAMILIAL,
ASSOCIATED WITH APOBSY
HYPOBETALIPOPROTEINEMLA, FAMILIAL,
ASSOCIATED WITH APOB3L
HYFERCHOLESTEROLEMIA FAMILIAL 2
HYPOBETALIPOPROTEINEMIA, FAMILIAL
APOB POLYMORPHISM IN SIGNAL PEPTIDE
HYPOBETALIPOFRCTEINENIA, FAMILIAL
HYPOBETALIPOPROTEINEMILA,
NCEMOTRIGLY CERIDEMIC
HYPOBETALIPOPROTEINEMILA, FAMILIAL,
ASSOCIATED WITH APCB32
HYPOBETALIPOPROTEINEMLA, FAMILIAL
HYPOBETALIPOPROTEINEMILA, FAMILIAL

HYPERCHOLESTEROLEMIA FAMITIAL 2
HYPOBETALIPOPROTEINEMIA, FAMILIAL
HYPOBETALIPOPROTEINEMLA, FAMILIAL
HYPOBETALIPOFROTEINEMIA,
NORMOTRIGLY CERIDEMIC
HYPOBETALIPOPROTEINEMILA,
NCEMOTRIGLY CERIDEMIC
HYPOBETALIPOPROTEINEMLA, FAMILIAL

Mutation

APOB, 4 BF DEL, NT5391
APQE, 1-BP DEL,
F317%9TER

APOB, ARGI306TER
APOB, VAL1328CYS

APOB, GLU4034ARG

APOB, ARGI0S5TER

APOE, 1-BP DEL, 12032G

APOB, 1-BP DEL, 14255

APCE, ARGIF00GLIY
APOB, EX21DEL
APOB, INS AND DEL
APCB, LEUSMLITER
APOB, GLN2Z5TER

APOB, GLNI1430TER

APOB, ARGZ4O5TER
APOEB, 1-BP DEL,
NT11840

APOB, ARGIE3ICYS
APOB, IVE7TAS A-G -2
APOB, 1-BP DEL, 4432T
APOE, 4-BP DEL,
NT36481

APOB, TYR1173TER

APOE, 2-BP INS, 825GG

SNP
1=251865425 -

1397514255 -

1219168333«
r=12191833 -

15121918385«

r=1219168336 -

rs367906569 v

1397514256 =

a7

r=121918337 -
151219168385~

r=1219168333 -

rs121918350 -

1s587776822 =

1s121918351 »

rs606231236 =

gnomAD
rs397514255

rs1215916383
rs1219153684

r=121918386
5387906569
5397514256
rs3742504

rs121918588
rs121915368%

15121918350
087776852

rs1371355%

All ClinVar Variants

Clinvar

RCWV000015470..
RCV000019471

RCWVO00015472
RCV00001547

RCVD00019474
RCV000015476...
RCV000019477
RCWV000019478
RCVO00015475...
RCVD00D15947
RCWV00025191

RCVO0001548]...
RCVD01837438

RCWV000019483

RCV000D15484...
RCWV000019485...

RCWVO000194586...
RCVD00D15487 ..
RCWV000015458
RCWVO01837441
RCVD01837442

RCVDD032601 29



OMIM

* CpaBHHUTH HECKOJBKO 3aMHCEU

Search: 'hypercholesterolemia (Search in: Entries with: Clinical synopsis; Retrieve: clinical synopsis)’
Results: 60 clinical synopses. Show 100 | Download As~ | «First | < Previous | Next: | Last»

11 #603813. HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4

Inheritance , Skin, nails, & hair , Laboratory abnormalities , Molecular basis ,
Matching terms: (hypercholesterolaemia | hypercholesterolemia)
View full synopsis below View full synopsis on new page » Links
2:

#144010. HYPERCHOLESTEROLEMIA, FAMILIAL, 2; FHCL.2
Inheritance , Head & Neck , Cardiovascular , Skin, nails, & hair , Laboratory abnormalities , Molecular basis ,
Matching terms: (hypercholesterolaemia | hypercholesterolemia)

View full synopsis below View full synopsis on new page » Links

31 £603776. HYPERCHOLESTEROLEMIA, FAMILIAL, 3; FHCL3
Inheritance , Head & Neck , Cardiovascular , 5kin, nails, & hair , Laboratory abnormalities , Miscellaneous , Molecular basis ,
Matching terms: (hypercholesterolaemia | hypercholesterolemia)
View full synopsis below View full synopsis on new page » Links

YEARS

MIM

Human Cenetics Knowledge
for the World
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OMIM

* Pesynbrar cpaBHEHUA

YEARS

MIM

Human Genetics Knowledge
for the World

NUMEER #603813 # 144010 ¥ #603776

TITLE HYPERCHOLESTEROLEMIA, FAMILIAL, 4; FHCL4 HYPERCHOLESTEROLEMIA, FAMILIAL, 2; HYPERCHOLESTEROLEMIA, FAMILIAL, 3; FHCL3
FHCL2

GENE LDILRAPIT - 605747 AFQOEB - 107730 PCSK9 - 607736

INHERITANCE (in 3/3) - Autosomal recessive - Autosomal dominant - Autosomal dominant

Wn 2/ b

CARDIOVASCULAR (in 2/3) v

SKIN, NAILS, & HAIR (in 3/3) v

LABORATORY ABNORMALITIES (in 3/3) v

MISCELLANEOQOUS (in 1/3) v
MOLECULAR BASIS (in 3/3) v

Skin

- Xanthomas

- Hypertriglyceridemia

- Very high low-density lipoprotein (LDL) cholesterol (>400

mg/dL)
- High total cholesterol (=600 mg/dL)

- Caused by mutation in the low density lipoprotein

receptor adaptor protein 1 gene (LDLRAF1, 605747.0001)

Lyes
- Corneal arcus
- Xanthelasma
Heart
- Coronary artery disease
Skin
- Tendinous xanthomas
- Planar xanthomas (in homozygotes)
- Hypercholesterolemia
- Abnormal LDL

- Caused by mutation in the apolipoprotein
B gene (APOB, 107730.0001)

Eves
- Arcus corneae

Heart
- Coronary artery disease
Skin
- Xanthelasmas
- Tendinous xanthomata
- High total cholesterol High LD cholesterol

- Elevated cholesterol levels evident before age 20
- Caused by mutation in the proprotein convertase,
subtilisin/kexin-type, 9 gene (PCSK9, 607756.0001)
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human

henot
HPO gnFonlgg{/pe

* https://hpo.jax.org/app/

Exomiser 1. HP-00072650 Phenomizer

2. HP:0001166
Evaluate variants based on the predicted > 3, HP:0001083 Rank disease differential diagnosis by )
pathogenicity. clinical features.

Genomiser Profile Search

Analyze genome sequence data for non- Discover diseases with a phenotype

coding variants. profile.
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YnparkHeHune

* Haiigute B 6a3ze HPO rumnepxonectepuHeMuIo mo

OMIM ID: 603813



human

HPO btolog)

Hypercholesterolemia, autosomal recessive omimeozs13 @ monD0:0011374 B

An autosomal recessive condition caused by mutation(s) in the LDLRAP1 gene, encoding low density lipoprotein receptor adaptor protein 1. The phenotype is similar to that of familial hypercholesterolemia,
but generally considered to be a milder form of hypercholesterolemia.

¥ Export Associations ﬁ Report Entry Issue

HPO Associations Gene Associatior

Inheritance [ 1 annotation ]

Term Identifier Term Name Frequency Source(s)

HP:0000007 Autosomal recessive inheritance PubMed (S]

Cardiovascular [ 1 annotation ]

Term Identifier Term Name Frequency Source(s)

HP:0002621 Atherosclerosis oMIM [
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human

HPO Bhtolog)

Hypercholesterolemia, autosomal recessive owivisoss1s & monDo0011374 &

An autosomal recessive condition caused by mutationis) in the LDLRAP1 gene, encoding low density lipoprotein receptor adaptor protein 1. The phenotype is similar to that of familial hypercholesterolemia, but
generally considered to be a milder form of hypercholesterolemia.

S oo | @ i

HPO Associations Gene Associations

Gene Identifier Gene Symbol

26115 LDLRAP1

Itemns per page: 50 v 1—10f1
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human

pheno ype
010gy

Summary LDLRAP1 26119

Synonyms: ARH, ARHT, ARHZ, FHCB1, FHCBZ, FH(L4
Gene Location: 1p36.11

Definition

The protein encoded by this gene is a cytosolic protein which
contains a phosphotyrosine binding (PTD) domain. The PTD
domain has been found to interact with the cytoplasmic tall
of the LDL receptor. Mutations in this gene lead to LDL HPQ Assaciations
receptor malfunction and cause the disorder autosomal
recessive hypercholesterolaemia. [provided by RefSeq, jul
2008] Filter

Term Identifier Term Name Definition

HP:0012638 Abnarmal nervous system physiology A functional anomaly of the nervous system.

HP:0000739 Renal steatosis Abnormal fat accumulation in the kidneys.

. The presence of multiple xanthomas (xanthomata) in the skin.
HP:0000991 Xanthomataosis
Xanthomas are yellowish, firm, lipid-laden nodules in the skin.
The presence of xanthomas (intra-and extra-cellular
HP:0010874 Tendon xanthomatosis accumulations of cholesterol) extensor tendons (typically over
knuckles, Achilles tendon, knee, and elbows).
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PhenCards PhenCards

e https://phencards.org/

« PhenCards is a web server for linking human
nhenotype information to biomedical knowledge

38


https://phencards.org/

YnparkHeHune

e Hatigute B PhenCards ren, 3a0oseBanue uin
(beHoTHI

* OOparuTe BHUMAHHUE HA BBIIAYY

* O0OcynuTe, CChbUIKM Ha KaKHUE PECYPChI BHIBEJICHBI B
pE3yJIbTaTe MOKCKA



Mondo

* https://www.ebi.ac.uk/ols4/ontologies/mondo

e cranaobl

Mondo Disease Ontology

Version 2024-02-06

A semi-automatically constructed ontology that merges in multiple disease resources to yield a coherent merged ontology.

Disease term feature

Total number of terms

Database cross references

Term definitions

Exact synonyms

Related synonyms

Narrow (more specific) synonyms

Broad (more general) synonyms

Count
22,157
104,479
15,443
66,247
30,661
2,214

847

Disease type Count (Concepts)
Rare diseases 10,443
Infectious diseases 1,240

Cancers (including neoplasms) 4,298

Mendelian diseases 11,380
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https://www.ebi.ac.uk/ols4/ontologies/mondo
https://docs.google.com/presentation/d/1piBa680WN4EmI2q5oGpXGeuurZNkP66E4iOSJtEM1Ro/edit#slide=id.p1

Mondo

familial hypercholesterolemia

& http:ffpurl.obolibrary.org/obo/MONDO_0005439 M Copy

An inheritable form of hyperlipidemia, in which there are excess lipids in the blood. @

Editor note: TODO check xrefs

Also appears in

Synonym familial hyperbetalipoproteinaemia @

hyperlipoproteinemia type II @ type II hyperlipidemiz €@

familial hypercholesteremia @

Fredrickson type IIa hyperlipoproteinemia @

Fredrickson type ITa lipidaemia € hyperbetalipoproteinemia €

[ Search MONDO...

[ Exactmatch [] Include obsolete terms Include imported terms

ol

i disease (23522)
4-human disease (22 276)
1;--hered|tar\.I disease (11 122)

! inborn errors of metabolism (2 068)

4-inherited lipid metabolism disorder (285)

4-familial hyperlipidernia (15)

: ¥ familial hypercholesterolemia (5)

4-metabolic disease (2 220)

4 hyperlipidemnia (18)
4-familial hyperlipidemia (15)
»familial hypercholesterolemia (5]
i hyperlipoproteinernia (11)
b familial hypercholesterlemia (5)
4 inborn errors of metabolism (2 068)
4-inherited lipid metabalism disorder (285)
A-familial hyperlipidemia (15}
» familial hypercholesterolemia (5)

® Preferred roots

() Allclasses

Show counts

(] show obsolete terms

[[] show all siblings

-

¥ Class Information

has exact match

* httpffidentifiers.org/snomedct/190773008

s 0020445

* Hyperlipoproteinemia, Type II

* familial hypercholesterolemia

s https:ffomim.org/phenctypicSeries/P5143890

has_dbxref

* familial hypercholesterolemia Li]
* familial hypercholesterolemia e
+ ICD9V1S.5 @

* Hyperlipoproteinemia, Type II il
s OMIMPS:14389%0 @

* Orphanet:d77811 @

* SCTID:190773008 @

* UMLS:C0020445 @

in_subset
* rare
* inferred_rare
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Mondo

Mondo uses the following ontologies as sources or for cross-references (xrefs)/alignments.

Source ID Space/URI Prefix Role Website

OMIM Phenotypes OMIM Source WWW.0mim.org

OMIM Phenotypic Series OMIMPS Source WWW.0mim.org

Orphanet Orpha Source https://www.orpha.net/consor/cgi-bin/index.php
SNOMED (disorder subset) SCTID xref/Alignments  www.snomed.org

National Cancer Institute Thesaurus (disease/disorder subset) NCIT Source https://ncit.nci.nih.gov/ncitbrowser/

Genetic and Rare Diseases Information Center GARD Source https://rarediseases.info.nih.gov/

Medical Subject Headings MESH xref/Alignments  https:/id.nlm.nih.gov/mesh/

Unified Medical Language System UMLS xref/Alignments  hitps://www.nlm.nih.gov/research/umls/index.html
ICD - ICD-9 - International Classification of Diseases ICD9 xref/Alignments  https://www.cdc.gov/nchs/icd/icd9.htm

ICD - ICD-10 - International Classification of Diseases ICD10 xref/Alignments  hitps://www.cdc.gov/nchs/icd/icd10cm.htm
Experimental Factor Ontology EFO xref/Alignments*  hitps://www.ebi.ac.uk/efo/

Disease Ontology Do Source http://www.obofoundry.org/ontology/doid.html
Mental Functioning Ontology MF Source http://www.obofoundry.org/ontology/mf.html
MedGen MEDGEN xref/Alignments  https://www.ncbi.nlm.nih.gov/medgen/
Ontology for General Medical Science 0GMS xref/Alignments  hitps:/github.com/0GMS/ogms

Medical Dictionary for Regulatory Activities MeDRA xref/Alignments  https:/www.meddra.org/

OncoTree ONCOTREE xref/Alignments  http-//oncotree.mskee.org/#/home
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3ALAHUE

* Bbibepute cebe 3aboneBaHmne ana paboTbl C HUM B
cemecTpe

* 3adunKcmpymnTe ceom Bbibop B Tabamnue ao 11 mapTta
2024 BKNIOUYNTENBHO

* B KOHLLe cemecTpa HY»XHO byaeT HanucaTb oT4eT


https://docs.google.com/spreadsheets/d/1dTUEs9O4SVBrnWmo6Ui_y-bo0_-xwi3cz1OdY8PvsFk/edit?usp=sharing
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