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Overview

Target Gene Name

e Slc25all

Project Type
* Cas9-KO

Genetic Background

* C57BL/6]Gpt

@ GemPharmatecN




Strain Strategy
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Schematic representation of CRISPR-Cas9 engineering used to edit the S425477 gene.



Technical Information

* The S&25a17 gene has 5 transcripts. According to the structure of Sk25a17 gene,
exon2-8 of S425477-201 (ENSMUSTO00000014750.15) transcript is recommended as
the knockout region. The region contains most of coding sequences. Knocking out
the region will result in disruption of protein function.

* In this project we use CRISPR-Cas9 technology to modity S425477 gene. The briet
process 1s as follows: gRNAs were transcribed in vitro. Cas9 and gRNAs were
microinjected into the fertilized eggs of C57BL/6]Gpt mice. Fertilized eggs were
transplanted to obtain positive FO mice which were confirmed by PCR and on-target
amplicon sequencing. A stable Fl-generation mouse strain was obtained by mating
positive FO-generation mice with C57BL/6]Gpt mice and confirmation of the
desired mutant allele was carried out by PCR and on-target amplicon sequencing.



Gene Information

Slc25a11 solute carrier family 25 (mitochondrial carrier oxoglutarate carrier), member 11 [ Mus musculus (house mouse) ] ¥ Bownload Datacets
Gene ID: 67863, updated on 14-Aug-2022

* Summary

»
-3

Official Symbol Sic25a11 provided by MGI
Official Full Name  solute carrier family 25 {mitochondrial carrier oxoglutarate carrier), member 11 provided by MGI
Primary source MGLIMGI1915113
See related EnsemblENSMUSG00000014606 AllianceGenomeMGL1915113
Gene type protein coding
RefSeq status VALIDATED
Organism  Mus musculus
Lineage Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi; Mammalia; Eutheria; Euarchontoglires; Glires; Rodentia; Myomorpha; Muroidea; Muridae; Murinae; Mus; Mus
Also known as Zoxoc; 2310022P18Rik
Summary Predicted to enable antiporter activity; dicarboxylic acid transmembrane transporter activity; and sulfur compound transmembrane transporter activity. Predicted to be involved in anion transport.
Located in mitechondrial inner membrane. Is expressed in embryo. Human ortholog(s) of this gene implicated in paraganglioma. Qrthologous to human SLC25A11 (solute carrier family 25
member 11). [provided by Alliance of Genome Resources, Apr 2022]

Expression Ubiguitous expression in heart adult (RPKM 208.5), kidney adult (RPKIM 85.6) and 27 other tissues See more
Orthologs human all

m Try the new Gene table
Try the new Transcript table

“ Genomic context 2}7]

Location: 11 B3 114321 cM See Slc29all in Genome Data Viewer
Exon count: 9

Source: https:/ /www.ncbi.nlm.nih.gov/
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Transcript Information

The gene has 5 transcripts, all transcripts are shown below:

Transcript 1D Name bp Protein Biotype ccDs UniProt Match Flags
ENSIMUSTO0000014750.15 | Slc25a11-201 | 1711 314aa | Protein coding | CCDS249586 Q55X53 ¢ QICR62¢ Ensembl Canonical GENCODE basic APPRISP1  TSL1
ENSMUST00000139638 2 | SIc25a11-204 | 770 193aa || Protein coding Q55X46 TSL:3 CDS 3 incomplete
ENSMUST00000136383.2 | Slc25a11-203 | 416 76aa | | Protein coding Q55X48#& TS5L:3  CDS 3 incomplete

ENSMUSTO0000134804.2 | Sic25a11-202 | 768
ENSMUSTO0000157076.2 | Slc25a11-205 | 531

The strategy is based on the design of $425477-201 transcript, the transcription is shown below:
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- Reverse strand 2.86 kb

< Slc25a11-201 - ENSMUST00000014750
protein coding

Source: https:/ /www.ensembl.org
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Genomic Information
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3.28 Kb Forward strand e
: L=
70,527,500 70,530,000 70532,500 70,535,000 70,537,500 _ 70,540,000 70,542,500 70,545,000 70,547,500

Genes (Comprehensive = ]

Gplba-201 - ENSMUST00000055184 > Rnf167-204 - ENSMUST00000141537 > ENSMUST00000z
set from GENCODE M30) protein coding processed transcript INCRNA

T — [ L Ll L

Gplba-202 - ENSMUST00000108551 > Rnf167-201 - ENSMUST00000037534 >

protein coding protein coding

O
RNf167-205 - ENSMUST00000141695 >
nonsense mediated decay

-
Rnf167-208 - ENSMUST00000152160 >
nonsense mediated decay

i
RNf167-209 - ENSMUST00000152276 >
retained intron

ca
Rnf167-202 - ENSMUST00000131071 >
retained intron

Rnf167-203 - ENSMUST00000141237 >
retained intron

— M0

RNf167-207 - ENSMUST00000151034 >
retained intron

RNf167-206 - ENSMUST00000143313 >
retained intron

im]
RNf167-210 - ENSMUST00000152458 >
retained intron

Contigs

Genes (Comprehensive ¥ =
set from GENCODE M30) Pfn1-201 - ENSMUST00000018437
protein coding
CHO0A )
< Slc25a11-202 - ENSMUST00000134804 < Gm12319-201 -
retained intron ncRNA
[[TY 7 S —
< Slc25a11-204 - ENSMUST00000139638 < Gm12319-2
protein coding IncRNA

= ol
< Slc25a11-205 - ENSMUST00000157076 Pfn1-204 - ENSMUST00000178254
retained intron nonsense mediated decay

1 | C—
< Slc25a11-203 - ENSMUST00000136383 < Pfn1-203 - ENSMUST00000177
protein coding retained intron

__n
fn1-202 - ENSMUST00000108
protein coding
Regulatory Build [em— ce———— §________________________ ]
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e reverse BT 70,530,000 70,532,500 70,535,000 70,537,500 70,540,000 70,542,500 70,545,000 70,547,500
Regulation Legend
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Bl promoter Bl promoter flank
Gene Legend

Protein Coding Non-Protein Coding

B merged Ensembl/Havana Il RNA gene

B Ensembl protein coding B processed transcript

Source: : https://www.ensembl.org




Protein Information

ENSMUSP00000014750.9

AFDB-ENSP mappings
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Mouse Phenotype Information (MGI)

* Homozygous knockout is embryonic lethal. Heterozygous KO reduces the tumor
incidence of Kras activation mutation-induced lung tumors.

a Gempharmatech Source: https:/ /www.informatics.jax.org _



Important Information

* Accoding of MGI, homozygous knockout is embryonic lethal. Heterozygous KO reduces
the tumor incidence of Kras activation mutation-induced lung tumors.

* The effect of Ruf167, Gplba and Sk25a11-203, §/c25a17-204 gene 1s unknown.

* Skk25al1 1s located on Chrl1l. If the knockout mice are crossed with other mouse strains
to obtain double homozygous mutant offspring, please avoid the situation that the
second gene is on the same chromosome.

* This Strategy 1s designed based on genetic information in existing databases. Due to the
complexity of biological processes, all risks of the mutation on gene transcription, RNA
splicing and protein translation cannot be predicted at the existing technology level.



