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Table S1. The interpretation of CHOPCHOP result providing the list of possible target sites, GC% and efficiency with the best target site as rank one.
	agrA

	Rank
	Target sequence
	Genomic location
	Strand
	GC content (%)
	Selfcomplementarity
	Efficiency (%)


	1
	GAAACGATTGAGTTAAAACGTGG
	S00000008_CO17:12988
	+
	35
	0
	74.56

	2
	ATTGTAAGCATGACCCAGTTGG
	S00000008_C017:12790
	+
	45
	0
	63.05

	3
	ATAAGGATTATCAGTTGCGAGGG
	S00000008_C017:12668
	
	35
	0
	60.85

	4
	GCTAAAAATATGAATGACATAGG
	S00000008_CO17:12706
	+
	25
	0
	60.22

	5
	CATAAGGATTATCAGTTGCGAGG
	S00000008_C017:12669
	
	40
	0
	59.98

	mecA

	Rank
	Target sequence
	Genomic location
	Strand
	GC content (%)
	Selfcomplementarity
	Efficiency (%)


	1
	TTATGGACAAATCGCAAACGTGG
	S00000008_C004:2271
	+
	40
	1
	64.72

	2
	TATAACATATAGCGATATCGAGG
	500000008_C004:2225
	+
	30
	1
	64.40

	3
	TATAGCGATATCGAGGCCCGTGG
	S00000008_C004:2232
	+
	55
	1
	63.35

	4
	ACAAAAGAAAAAGAGGCTCAAGG
	S00000008_C004:2544
	+
	35
	0
	61.67

	5
	AATCTTCACGACTAAATCCACGG
	S00000008_C004:2249
	
	35
	0
	61.00

	spa

	Rank
	Target sequence
	Genomic location
	Strand
	GC content (%)
	Selfcomplementarity
	Efficiency (%)


	1
	GATAAAAACATGATCAAACCTGG
	MRSA Scaffold1:727521
	
	30
	0
	60.54

	2
	GGTACATTACTTATATTGGTGG
	MRSA_Scaffold1:728766
	
	35
	0
	58.53

	3
	GGAGTACATTGTAAACCTGG
	MRSA Scaffold1:727617
	
	45
	0
	58.40

	4
	TCAACAACAAGTTCTTGACCAGG
	MRSA_Scaffold1:727503
	+
	40
	1
	58.43

	5
	TTAAACGCTGATCAACGTAATGG
	MRSA Scaffold1: 728664
	
	35
	0
	56.62








Table S2: Details of strains and plasmids used in this study




	Strain / plasmid 
	Description
	Source / reference

	Strains

	E.coli DH5α
	Cloning host
	Kind gift from Prof.Kreft

	S.aureus Newman
	MRSA
	Kind gift from Prof.Kreft

	S.aureus RN4220
	MSSA
	Kind gift from Prof.Kreft

	NMc
	Newman carrying plasmid pCasSA
	This study

	NMc-m1
	Newman carrying plasmid pCasSA-mecA1
	This study

	NMc-m2
	Newman carrying plasmid pCasSA-mecA2
	This study

	NMc-m3
	Newman carrying plasmid pCasSA-mecA3
	This study

	NMc-a1
	Newman carrying plasmid pCasSA-AgrA1
	This study

	NMc-a2
	Newman carrying plasmid pCasSA-AgrA2
	This study

	NMc-a3
	Newman carrying plasmid pCasSA-AgrA3
	This study

	NMd
	Newman carrying plasmid pSD1
	This study

	NMd-a1
	Newman carrying plasmid pSD1-AgrA1
	This study

	NMd-a2
	Newman carrying plasmid pSD1-AgrA2
	This study

	NMd-a3
	Newman carrying plasmid pSD1-AgrA3
	This study

	NMd-s1
	Newman carrying plasmid pSD1-spa1
	This study

	NMd-s2
	Newman carrying plasmid pSD1-spa2
	This study

	NMd-s3
	Newman carrying plasmid pSD1-spa3
	This study

	NMd-m1
	Newman carrying plasmid pSD1-mecA1
	This study

	NMd-m2
	Newman carrying plasmid pSD1-mecA2
	This study

	NMd-m3
	Newman carrying plasmid pSD1-mecA3
	This study

	RNd
	RN4220 carrying plasmid pSD1
	This study

	RNd-a1
	RN4220 carrying plasmid pSD1- AgrA1
	This study

	RNd-a2
	RN4220 carrying plasmid pSD1- AgrA2
	This study

	RNd-a3
	RN4220 carrying plasmid pSD1- AgrA3
	This study

	RNd-s1
	RN4220 carrying plasmid pSD1- spa1
	This study

	RNd-s2
	RN4220 carrying plasmid pSD1- spa 2
	This study

	RNd-s3
	RN4220 carrying plasmid pSD1- spa 3
	This study

	RNd-m1
	RN4220 carrying plasmid pSD1- mecA1
	This study

	RNd-m2
	RN4220 carrying plasmid pSD1- mecA2
	This study

	RNd-m3
	RN4220 carrying plasmid pSD1- mecA3
	This study

	Plasmids

	pCasSA
	
	Addgene

	pCasSA-mecA1
	pCasSA with sgRNA1 targeting  mecA
	This study

	pCasSA- mecA 2
	pCasSA with sgRNA2 targeting  mecA 
	This study

	pCasSA- mecA 3
	pCasSA with sgRNA3 targeting  mecA
	This study

	pCasSA-AgrA1
	pCasSA with sgRNA1 targeting  AgrA
	This study

	pCasSA-AgrA2
	pCasSA with sgRNA2 targeting  AgrA
	This study

	pCasSA-AgrA3
	pCasSA with sgRNA3 targeting  AgrA
	This study

	pSD1
	
	Zhao et al., 2017

	pSD1-AgrA1
	pSD1 with sgRNA1 targeting AgrA
	This study

	pSD1-AgrA2
	pSD1 with sgRNA2 targeting AgrA
	This study

	pSD1-AgrA3
	pSD1 with sgRNA3 targeting AgrA
	This study

	pSD1-spa1
	pSD1 with sgRNA1 targeting spa
	This study

	pSD1-spa2
	pSD1 with sgRNA2 targeting spa
	This study

	pSD1-spa3
	pSD1 with sgRNA3 targeting spa
	This study

	pSD1-mecA1
	pSD1 with sgRNA1 targeting mecA
	This study

	pSD1-mecA2
	pSD1 with sgRNA2 targeting mecA
	This study

	pSD1-mecA3
	pSD1 with sgRNA3 targeting mecA
	This study


 
Table S3: Spacers used in this study

	Primer designation
	Target gene
	Primer sequence (5’-3’)
	Source

	Spacer Oligonucleotides

	S_mecA_1 F
	





mecA 

	    AAACTTATGGACAAATCGCAAACGG 
	This study

	S_mecA_1 R
	
	  AAAACCGTTTGCGATTTGTCCATAA 
	This study

	S_mecA_2 F
	
	   AAACGCAACGAACAAAAGAAAAAGG 
	This study

	S_mecA_2 R
	
	AAAACCTTTTTCTTTTGTTCGTTGC
	This study

	S_mecA_3 F
	
	CTATTATGGACAAATCGCAAACGG
	This study

	S_mecA_3 R
	
	 AACCGTTTGCGATTTGTCCATAA 
	This study

	S_AgrA_1 F
	


AgrA
	CTAGAAACGATTGAGTTAAAACG
	This study

	S_AgrA_1 R
	
	AACCGTTTTAACTCAATCGTTTC
	This study

	S_AgrA _2 F
	
	CTATTATGGACAAATCGCAAACGG 
	This study

	S_AgrA_2 R
	
	AACCCGTTTGCGATTTGTCCATAA 
	This study

	S_AgrA _3 F
	
	CTAATTCGTAAGCATGACCCAGT
	This study

	S_AgrA_3 R
	
	AACACTGGGTCATGCTTACGAAT
	This study

	S_Spa_1 F
	


spa
	AAACAATACAGTTGTACCGATGAAG 
	This study

	S_Spa_1 R
	
	AAAACTTCATCGGTACAACTGTATT 
	This study

	S_Spa_2 F
	
	 CTATTAACTGAAGAACAACGTAAG 
	This study

	S_Spa_2 R
	
	 AACTTACGTTGTTCTTCAGTTAA 
	This study

	S_Spa_3 F
	
	AAACATGTCATTTACTGTATCACCG
	This study

	S_Spa_3 R
	
	AAAACGGTGATACAGTAAATGACAT
	This study


*F Forward  R Reverse


Table S4: List of PCR Primer pairs used for confirmation of spacer insertion.

	Primer designation
	Target gene
	Primer sequence (5’-3’)
	Source

	Primers for PCR to confirmation of spacer insertion

	pSD Fw
	
pSD1
	 TTTTCCCAGTCACGACGTT 
	This study

	pSD Rv
	
	 GGCCTTTCTGCGTTTATACC 
	This study

	pcasSA1 Fw
	
pCasSA
	 TCTTTATAGTCCTGTCGGGT 
	This study

	pcasSA1 Rv
	
	 TTTAATCCCACACATCCAGG 
	This study


    *Fw Forward  Rv Reverse

Table S5: List of PCR Primer pairs used for the qRT PCR .
	Primer designation
	Target gene
	Primer sequence (5’-3’)
	Source

	Primers for qRT PCR

	rt_rpoB_Fw
	rpoB gene (internal control)
	 AATTCGGCTTTATTGAAACA 
	This study

	rt_rpoB_Rv
	
	ATGAAACGACCATTTTCATC  
	This study

	rt_hla_Fw
	
hla
	 TTCGATTGGTCATACACTGA 
	This study

	rt_hla_Rv
	
	 TATCATATGGTCCCCAATTT 
	This study

	rt_spa_Fw
	
spa
	ACGATCCAAGCCAAAGCA
	This study

	rt_spa_Rv
	
	 GCTTCTGACAATAGGTTAG
	This study

	rt_mecA_Fw
	
mecA
	 GTAACATTGATCGCAACGTT 
	This study

	rt_mecA_Rv
	
	 GTATGCTTTGGTCTTTCTGC 
	This study


    *Fw Forward  Rv Reverse
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