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Myh6 Cas9-KO Strategy
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Project Overview @

Project Name Myhé6
Project type Cas9-KO
Strain background C57BL/6JGpt
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Knockout strategy
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This model will use CRISPR/Cas9 technology to edit the Myh6 gene. The schematic diagram is as follows:
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Technical routes
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> The Myho6 gene has 7 transcripts. According to the structure of Myh6 gene, exond-exon20 of Myh6-201
(ENSMUSTO00000081857.13) transcript is recommended as the knockout region. The region contains 2228bp coding sequenc

Knock out the region will result in disruption of protein function.

> In this project we use CRISPR/Cas9 technology to modify Myh6 gene. The brief process is as follows: CRISPR/Cas9 system
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Notice
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> According to the existing MGI data,Mice homozygous for a knock-out allele exhibit embryonic lethality
associated with heart defects while heterozygotes show cardiac myofibrillar disarray, cardiac dysfunction and
fibrosis. Mice heterozygous for different knock-in alleles may develop hypertrophic or dilated forms of
cardiomyopathy.

> Transcript Myh6-202,206,207 may not be affected.

> The Myh6 gene 1s located on the Chrl4. If the knockout mice are crossed with other mice strains to obtain double gene

positive homozygous mouse offspring, please avoid the two genes on the same chromosome.

> This Strategy is designed based on genetic information in existing databases.Due to the complexity of biological processes,
all risk of the gene knockout on gene transcription, RNA splicing and protein translation cannot be predicted at the

existing technology level.
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Gene information (NCBI)
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Myh6 myosin, heavy polypeptide 6, cardiac muscle, alpha [Mus musculus (house mouse)]

Gene |ID: 17868, updated on 31-Jan-2019

+ Summary

Official Symbol
Official Full Name
Primary source
See related

Gene type
RefSeq status
Organism
Lineage

Also known as
Expression
Orthologs

MyhE provided by MGI

myosin, heavy polypeptide 6, cardiac muscle, alpha provided byMGI
MGEMGLEST255

EnsemblENSMUSG00000040752

protein coding

VALIDATED

Mus musculus

Eukaryota; Metazoa; Chordata; Craniata; Verebrata; Euteleostomi; Mammalia; Eutheria; Euarchontoglires; Glires; Rodentia; Myomorpha;
Murocidea; Muridae; Murinae; Mus; Mus

AB3I0009F23RIk, AAS1T445, Myhc-a, Myhca, alpha-MHC, alphaMHC
Festricted expression toward hear adult (RPKM 1317.1)See more
human all
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Transcript information (Ensembl) =TSR
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The gene has 7 transcripts,all transcripts are shown below:

Name Transcript ID bp Protein Biotype cCcDs UniProt Flags

Myh6-201 | ENSMUSTOO0D00B1857.13 | 6113 | 193Baa Protein coding | CCDS36927 | B2RQO1 Q02566 | TSL1 GENCODE basic APPRIS P1

Myh6-205 | ENSMUSTOO000226297.1 | 6008 | 193Baa Protein coding | CCDS36827 | B2ROO1 Q02566 GENCODE basic APPRIS P1
Myh6-207 | ENSMUSTODDO00228731 1 542 162aa Protein coding £ ADAZIIBPY 4 CDS 5' incomplete
Myh6-203 | ENSMUSTOO000124930.7 411 S4aa Protein coding - Q1WNFP4 CDS 3" incomplete TSLA
Myh6-202 | ENSMUSTOO000111456.1 376 E3aa Protein coding £ BaJJH3 CDS 3" incomplete TSL:3

Myh6-206 | ENSMUSTOOOO02279051 718 | Mo protein | Retained intron f -

Myh6-204 | ENSMUSTODOO001318921 511 | No protein | Retained intron # ¥ TSL3

The strategy is based on the design of Myh6-201 transcript, The transcription is shown below
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= Myh&-201
protein coding

- Reverse strand 24.72 kh |
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Genomic location distribution =Erya]F=

:
I 45.01 kb Forviard strand e
54.94Mb 54.95Mb 54.96Mb 54.97Mb
Genes I 1] [1g1}
. 125-201 = GrndS130-201 = Mhrt-202 =
(Comprehensive set...  protein coding e Py antisense
O+ | o Bl
Crtm5-201 > Mhrt-201 =
protein coding antisense
1 n
Cmtm5-203 > GmM29015-2
protein coding antisense
oo
Cmtm5-202 =
retained intron
Contigs. < CT025533.11
Genes - 18- LA - — R B R R mn
3 = Myh6-201 < Myh7-206
iamanetienaive mls pratein coding retained intr
18- - 1 ——U L - A U AN 2R - -
< Myh6-205 < Myh7-201
pratein coding protein coding
H-4-- | et} [ L FA- I - -
< Myh6-207 = Mir208a-201 < Myh6-204 < Myh6-203 = Myh7-204
pratein coding miRMNA retained intron protein coding protein coding
(| | ¥ 1
= Myh6-206 < Myh6-202 < Mi
retained intron protein coding miRl
Reaulatory Build. B D N | | | - I BEE— =T El
m I | || .
. m
54.94Mb 54.95Mb 54.96Mb 54.97Mb
sl Rzverse strand 45.01 kb |

Regulation Legend
B CTCF
B Fromoter
B Promoter Flank
[ Transcription Factor Binding Site

Motif Feature Legend
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Gene Legend
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Protein domain EXISER
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EMSMUSPOOOOOOEB0.. .
MobiDB lite

Low complexity (Seq)
Conserved Domains.

Coiled-coils (Ncoijls)

hmmpanther. PTHR13140
Superfamily domains. P-loop containing nucleoside triphosphate rolase SSFR0257
SMART domains e

Myosin head, motor domain

Prints domain Myosin HEEd, motor domain
Pfam domain, Myosin F-EHH. motor Hnmair'. Myosin tai

=
Myosin, N-terminal, SH3-like

Myosin head, motor domain I mctif, EF-hand binding site

=
Myosin, N-terminal, SH3 -like
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Wariant Legend
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Mouse phenotype description(MGI1 ) BRI R
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Phenotype Overview ﬂ
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Phenotypes affected by the gene are marked in blue.Data quoted from MGI database(http.//www.informatics.jax.org/).

According to the existing MGI data,Mice homozygous for a knock-out allele exhibit embryonic lethality associated with
heart defects while heterozygotes show cardiac myofibrillar disarray, cardiac dysfunction and fibrosis. Mice

heterozygous for different knock-in alleles may develop hypertrophic or dilated forms of cardiomyopathy.
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If you have any questions, you are welcome to inquire.
Tel: 400-9660890
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