Supplementary Tables
Supplementary Table 1. Primer sequences used for gRNA cloning.
	gRNA
	Forward primer (5’-3’)
	Reverse primer (5’-3’)

	Renilla (Ren)
	CACCGGTAGCGCGGTGTATTATACC
	AAACGGTATAATACACCGCGCTACC

	RUVBL1 (g1)
	CACCGACTACTTACCAATGGCCCTG
	AAACCAGGGCCATTGGTAAGTAGTC

	RUVBL1 (g2)
	CACCGACTTGGATGTGGCTAATGCG
	AAACCGCATTAGCCACATCCAAGTC
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Supplementary Table 2. Primer sequences used for overlapping PCR.
	Gene
	Forward primer (5’-3’)
	Reverse primer (5’-3’)

	RUVBL1
	TCGTGAGGATCCACTAGTCCAGT
	CGGCCCGTCGACTCTAGACTTAA

	RUVBL1_resistant
	CCAAGATGTGACCTTGCATGACCTGGATGTTGCGAATGCACGCCCCCAGGGGGGACAAGATA
	TATCTTGTCCCCCCTGGGGGCGTGCATTCGCAACATCCAGGTCATGCAAGGTCACATCTTGG



Supplementary Table 3. List of antibodies and dilution factors.
	Antibody
	Cat no.
	Vendor
	Working Dilution

	N-Cadherin (D4R1H) XP® Rabbit mAb
	13116
	Cell Signaling Technology
	1:1000

	Vimentin (D21H3) XP® Rabbit mAb
	5741
	Cell Signaling Technology
	1:1000

	Pontin/RUVBL1 (D1L8J) XP Rabbit mAb
	74775
	Cell Signaling Technology
	1:2000

	B-Actin (8H10D10) Mouse mAb
	3700
	Cell Signaling Technology
	1:5000

	γH2AX
	ab11174
	Abcam
	

	PARP
	9542
	Cell Signaling Technology
	

	p21 (CDKN1A)
	10355-1-AP
	Proteintech
	1:1000

	ATM
	2873
	Cell Signaling Technology
	1:1000

	ATR
	19787-1-AP
	Proteintech
	1:800

	Anti-Rabbit IgG (H+L) Dylight 800 4X PEG conjugate
	5151P
	Cell Signaling Technology
	1:20000

	Anti-mouse IgG (H+l) Dylight 680 conjugate
	5470S
	Cell Signaling Technology
	1:10000



Supplementary Table 4. Primer sequences used for qRT-PCR.
	Gene
	Forward primer (5’-3’)
	Reverse primer (5’-3’)

	RPL41
	GAAACCTCTGCGCCATGA
	TCTTTCTTCTTTTGCGCTTCA

	Vimentin
	CGTCACCTTCGTGAATACCA
	CCAGAGGGAGTGAATCCAGA

	[bookmark: _heading=h.30j0zll]E-Cadherin
	CGAGAGCTACACGTTCACGG
	GGCCTTTTGACTGTAATCACACC

	N-Cadherin
	GGACCGAGAATCACCAAATG
	AACACTTGAGGGGCATTGTC

	SNAIL
	GAAAGGCCTTCAACTGCAAA
	TGACATCTGAGTGGGTCTGG

	ZEB1
	GCCAACAGACCAGACAGTGTT
	TTTCTTGCCCTTCCTTTCTG

	ZEB2
	TCCTGTCTGTCTCGCAAAAA
	GCCTTGAGTGCTCGATAAGG

	TWIST1
	GGAGTCCGCAGTCTTACGAG
	TCTGGAGGACCTGGTAGAGG

	TWIST2
	CATGTCCGCCTCCCACTA
	CAATGGCAGCATCATTCAGA

	OCLN
	CCAAAGCCAGAAGGTGAAAC
	GGATTGGATGACACATGCAC



Supplementary Table 5. CRISPR Viability Scores and p-values of 85 fitness genes in H2052 and H2452 cells.
	 
	H2052
	H2452

	Gene Name
	p-value
	CRISPR Viability Score
	p-value
	CRISPR Viability Score

	ABCF1
	7.7695E-07
	-4.2672319
	2.3309E-06
	-4.0177494

	ALG11
	0.00026028
	-4.0126644
	0.00047161
	-3.309174

	ATP6V0B
	4.4027E-06
	-3.6009129
	9.5824E-06
	-3.4231262

	ATP6V0C
	4.4027E-06
	-3.0391322
	7.7695E-07
	-3.6406194

	ATP6V1B2
	0.00030431
	-5.8869738
	2.3568E-05
	-3.984755

	BUB3
	2.5898E-07
	-4.1275964
	2.5898E-07
	-3.3345024

	CCT6A
	1.7352E-05
	-3.5794479
	0.00034315
	-3.3227447

	CCT7
	1.9424E-05
	-3.408255
	1.1654E-05
	-3.1440469

	CENPK
	0.00039055
	-3.4545743
	5.2574E-05
	-3.0761418

	CKAP5
	1.9942E-05
	-3.9536168
	0.00015669
	-3.6970776

	COPA
	2.5898E-07
	-5.0871951
	1.8129E-06
	-3.6418626

	CWC22
	1.9424E-05
	-3.1219796
	4.4027E-06
	-3.1241053

	DDX23
	3.8848E-06
	-3.3362531
	0.00033021
	-3.1449275

	ECD
	0.0002437
	-3.1214524
	5.2574E-05
	-3.0216519

	EEF1A1
	6.2415E-05
	-3.5585854
	3.8071E-05
	-3.6266862

	EIF2B5
	8.0026E-05
	-3.1129417
	2.4086E-05
	-3.4979202

	EIF2S1
	6.8631E-05
	-3.2871472
	1.2949E-06
	-3.4932068

	ETF1
	4.4027E-06
	-5.0507423
	2.7193E-05
	-3.7398096

	FAU
	2.5898E-07
	-3.5341831
	2.5898E-07
	-3.9269502

	FNTA
	4.4027E-06
	-4.1768529
	0.00019605
	-3.4520804

	GOSR2
	2.3309E-06
	-3.2521254
	7.7695E-07
	-3.1009005

	HAUS4
	7.7695E-07
	-3.2386438
	0.00013079
	-3.0349118

	HMGCS1
	1.8129E-06
	-3.4084057
	7.7695E-07
	-3.7723378

	HNRNPC
	1.9942E-05
	-3.2738163
	0.00039547
	-3.1351379

	HSPA5
	2.5898E-07
	-4.01161
	2.5898E-07
	-4.0892803

	HSPE1
	7.6401E-05
	-3.1460054
	1.5798E-05
	-3.9200613

	IARS
	0.00011318
	-3.5889377
	1.0618E-05
	-3.8407091

	KPNB1
	7.7695E-07
	-5.2444546
	9.5824E-06
	-3.2732272

	LSM2
	0.00010023
	-3.3420524
	7.7695E-07
	-3.7666402

	MARS
	3.1855E-05
	-3.8343166
	1.9942E-05
	-3.9223403

	MCM3
	3.3927E-05
	-3.7183302
	5.2056E-05
	-3.2271802

	MCM7
	1.2949E-06
	-3.4720475
	7.5883E-05
	-3.1004861

	NSF
	4.4027E-06
	-3.0615763
	1.2949E-06
	-3.4136992

	ORAOV1
	2.5898E-07
	-3.3611073
	5.9567E-06
	-4.1180791

	PAFAH1B1
	1.2949E-06
	-4.1846858
	9.0904E-05
	-3.3777007

	PCNA
	1.0618E-05
	-3.4985587
	3.5481E-05
	-3.4032881

	POLE2
	2.5898E-07
	-3.8930629
	9.0645E-06
	-3.6471458

	POLR3B
	9.7637E-05
	-3.3272152
	0.00061923
	-3.6824192

	PRIM1
	3.8848E-06
	-3.7681893
	2.5898E-07
	-3.2194625

	PRMT5
	2.5898E-07
	-4.6538279
	9.7637E-05
	-3.0392627

	PRPF8
	3.3409E-05
	-4.590638
	1.2949E-06
	-4.3922895

	PSMA2
	0.00029913
	-3.0834932
	0.00028721
	-3.0424223

	PSMA4
	0.0000101
	-4.0352592
	6.5005E-05
	-3.0060094

	PSMA5
	2.5898E-07
	-3.4362725
	2.5898E-07
	-4.0141754

	PSMA6
	3.8848E-06
	-4.8202759
	0.0001168
	-3.53972

	PSMA7
	7.5106E-06
	-4.2514909
	3.8848E-06
	-3.9119292

	PSMB3
	3.8848E-06
	-3.6431651
	2.5898E-07
	-3.5371819

	PSMB4
	2.5898E-07
	-5.4969885
	1.8129E-06
	-3.2159922

	PSMB7
	5.7754E-05
	-4.7486506
	0.00053221
	-3.6176218

	PSMD6
	0.00037682
	-3.319533
	8.4688E-05
	-3.183982

	RBM22
	0.00012457
	-3.98299
	0.00011214
	-3.5513742

	RPL17
	8.9868E-05
	-3.686321
	8.1062E-05
	-3.2700159

	RPL17-C18orf32
	2.5898E-07
	-4.0378952
	9.5824E-06
	-4.2708786

	RPL19
	7.7695E-07
	-3.1668679
	2.5898E-07
	-3.4795843

	RPL31
	7.7695E-07
	-3.4770937
	1.5798E-05
	-3.6875988

	RPL5
	1.3208E-05
	-3.4302473
	0.00010541
	-3.0538175

	RPL6
	7.7695E-07
	-3.4496034
	2.5898E-07
	-3.4210025

	RPL8
	4.4027E-06
	-3.8874896
	6.0861E-05
	-3.1743478

	RPS10
	0.000353
	-3.4007988
	1.9424E-05
	-3.7304863

	RPS11
	2.2532E-05
	-3.3317342
	1.5798E-05
	-3.1383493

	RPS13
	0.0001743
	-3.4243726
	4.4027E-06
	-4.2550807

	RPS24
	5.3092E-05
	-3.1773368
	4.7912E-05
	-3.2161476

	RPS3A
	2.3309E-06
	-3.1908183
	2.8488E-06
	-3.3166845

	RPS8
	2.5898E-07
	-4.4915977
	0.00018414
	-3.9123436

	RUVBL1
	0.00029032
	-3.4132259
	1.5798E-05
	-3.0327881

	SBDS
	2.5898E-07
	-4.6343965
	2.5898E-07
	-3.6380296

	SBNO1
	0.00018103
	-3.8801086
	5.6718E-05
	-3.1552349

	SMU1
	7.7695E-07
	-3.8362748
	0.0000101
	-3.8267241

	SNRPD2
	1.8129E-06
	-3.4373269
	0.00019709
	-3.2431335

	SNRPD3
	7.7695E-07
	-5.7617989
	8.5465E-06
	-4.4462614

	SNRPF
	3.8848E-06
	-4.9898118
	7.7695E-07
	-4.5000261

	SRP54
	2.1496E-05
	-3.8254293
	1.0618E-05
	-3.0688903

	SRSF2
	0.00025199
	-4.5648047
	0.00063166
	-4.0620871

	SYS1
	9.5824E-06
	-3.130415
	0.00001528
	-3.3130587

	TERF2
	0.00011732
	-3.052915
	0.00029032
	-3.1787505

	TUT1
	2.5898E-07
	-3.6418094
	2.5898E-07
	-4.0848776

	U2AF1
	4.4027E-06
	-4.1404001
	0.0001023
	-3.177093

	U2SURP
	8.0026E-05
	-3.6755509
	0.00021729
	-3.1364846

	UBL5
	7.7695E-07
	-3.5911971
	7.7695E-07
	-3.4955894

	VARS
	3.7553E-05
	-3.6189887
	2.8488E-06
	-3.8965457

	VCP
	1.2949E-06
	-5.42461
	2.5639E-05
	-3.2375395

	VPS25
	9.4529E-05
	-4.5108785
	9.4011E-05
	-3.8975816

	WDR77
	3.2891E-05
	-5.3799477
	7.7436E-05
	-3.6046209

	XPO1
	0.00025303
	-4.2243772
	0.0001541
	-3.3408734

	ZNHIT2
	2.8488E-06
	-4.6728075
	0.00012509
	-3.3344506



