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Project Overview @

Project Name Wnkl
Project type Cas9-KO
Strain background C57BL/6JGpt
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Knockout strategy RS
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This model will use CRISPR/Cas9 technology to edit the Wnkl gene. The schematic diagram is as follows:
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Technical routes
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> The Wnkl gene has 26 transcripts. According to the structure of Wnkl gene, exon5 of Wnki-203
(ENSMUST00000088644.12) transcript is recommended as the knockout region. The region contains 89bp coding sequence.

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

> In this project we use CRISPR/Cas9 technology to modify Wnkl gene. The brief process is as follows: CRISPR/Cas9 system
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> According to the existing MGI data,Homozygous mutant mice die before birth, whereas heterozygotes survive
and exhibit decreased blood pressure. Mice homozygous for an allele that does not produce the kidney isoform

exhibit a slight increase in systemic arterial diastolic blood pressure and reduced sensitivity to amiloride.

> The Wnkl gene is located on the Chr6. 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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Wnk1 WNK lysine deficient protein kinase 1 [Mus musculus (house mouse)]
Gene |ID: 232341, updated on 31-Jan-2019
+ Summary EYE]

Official Symbol Wnk1 provided by MGI
Official Full Name WHNK lysine deficient protein kinase 1 provided byMGI
Primary source MGIMGE2442002
See related EnsemblENSMUSG00000045962
Gene type protein coding
RefSeq status VALIDATED
Organism Mus musculus
Lineage Eukarycta; Metazoa; Chordata;, Craniata; Venebrata; Euteleostomi; Mammalia; Eutheria; Euarchontoglires; Glires; Rodentia; Myomorpha;
Murocidea; Muridae; Murinae; Mus; Mus
Also known as 6430573H23Rik, EG406236, Hsn2, Prikwnk1, mKlAADIL4
Expression Ubiguitous expression in heart adult (RFKM 40.9), thymus adult (RPKM 32.8) and 28 other tissuesSee more
Orthologs human all
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The gene has 26 transcripts,all transcripts are shown below:

Name Transcript ID bp | Protein Biotype Flags

Wnk1-203 | ENSMUST000000868644.12 | 11330 Protein coding TSL:5 GENCODE basic APPRIS ALT2

Wnk1-223 | ENSMUSTO000001777617 | 11303 Protein coding TSL:6 GENCODE basic APPRIS ALT2

Wnk1-202 EN TSL:1 GENCODE basic APPRIS P3

SMUST 00000 043.12 | 10675

Brot

oding CCDS20478

Wnk1-204 | ENSMUST00000086646.11 | 8364 Protein coding 51666 TSL:1 GENCODE basic APPRIS ALT2

Wnk1-224 | ENSMUST00000: 8163 Protein coding TSL:1 GENCODE basic APPRIS ALT2

Wnk1-218 | ENSMUST00000161512.2 | 1426 Protein coding, F AOAOR4J274 TSLNA GENCODE basic

Wnk1-222 | ENSMUST00000162541.7 | 1221 Protein coding - E7CZC4 5" and 3 fruncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:3
Wnk1-214 | ENSMUSTO00000161048.7 | 1215 Protein coding - E7CC62 5' and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:1
Wnk1-218 | ENSMUST00000161243.1 843 281aa g ! F6UZ288 5" and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS &' and 3' incomplete TSL:5
Wnk1-207 | ENSMUST00000159785.1 755 Protein coding E EGTV 5" and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:3
Wnk1-210 | ENSMUST00000160686.1 716 Protein coding # J3QPKO 5' and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:3
Wnk1-221 | ENSMUSTO00000162368.7 | 640 Prots oding - E7CBK9 5' and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:3
Wnk1-209 | ENSMUST00000160483.7 | 600 Protein coding " E6TARY 5" and 3 truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS §' and 3' incomplete TSL.2
Wnk1-220 | ENSMUSTO00000162180.7 | 201 Protein coding L F7B663 5' and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:5
Wnk1-213 | ENSMUST00000160872.1 181 61aa Protein coding. B FEVOVS 5" and 3' truncations in transcript evidence prevent annotation of the start and the end of the CDS. CDS 5' and 3' incomplete TSL:5
Wnk1-219 | ENSMUST00000161802.1 845 B5aa Nonsense mediated decay - FESTV4 CDS 5' incomplete TSL:3

‘Wnk1-201 | ENSMUST000000: 3.6 | 646 |No protein Processed transcript * 3 TSLS

Wnk1-217 | ENSMUST000001613827 | 516 |No protein|  Processed transcript E - TSLS

Wnk1-226 | ENSMUST00000204207.1 | 5825 | No protein Retained infron K i TSLNA

Wnk1-206 | ENSMUST000001 5745 | No protein Retained infron - - TSLS

Wnk1-211 | ENSMUST0000016076! 3623 | No protein Retained infron P 3 TsL

Wnk1-225 | ENSMUST000002: 3065  No protein Retained infron E 5 TSLNA

Wnk1-208 | ENSMUST00000159903. 2834 | No protein Retained infron # & TsL

Wnk1-212 | ENSMUST000001608201 | 748 |No protein Retained infron E e TsL2

Wnk1-215 | ENSMUST00000161185 1 731 | No protein Retained infron " 3 TSL3

‘Wnk1-205 | ENSMUST00000159151.1 628 | No protein Retained infron - % TsL2

The strategy is based on the design of Wnki-203 transcript, The transcription is shown below

< Wnk1l-203
protein coding

- Reverse strand 114.69 kb |
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Genomic location distribution TR GR
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Mouse phenotype description(MGI1 ) BRI R

GemPharmatech

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,Homozygous mutant mice die before birth, whereas heterozygotes survive and exhibit
decreased blood pressure. Mice homozygous for an allele that does not produce the kidney isoform exhibit a slight

increase in systemic arterial diastolic blood pressure and reduced sensitivity to amiloride.
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If you have any questions, you are welcome to inquire.
Tel: 400-9660890
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