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Supplementary Figure 1. Overview of the two-step PCR sequencing strategy for generation of sequencing libraries. Gold, PCR1 annealing sites; orange, P5; purple, P7; yellow, Index 2; green, i5 (Fwd) or i7 (Rev); red, PCR2 primer sites that binds the PCR1 amplicon; dark blue, sgRNA sequence to be amplified.
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Supplementary Figure 2. Bosutinib treatment of MDA-MB-231 and MCF-7 spheroids. A) Representative maximum intensity projections of the MDA-MB-231 and MCF-7 cell lines quantified in Figure 1A. Round-bottom plates were seeded at 2,000 cells/well as described in the Methods. Images were acquired under 4x magnification on the ImageXpress platform. Spheroids were stained with Calcein-AM to give a ‘live cell’ readout, propidium iodide or Draq7 for a ‘dead cell’ readout and Hoechst 33342 for a ‘total cells’ readout. B-C) Western blot quantification for Figure 1B, n=1.
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Supplementary Figure 3. RPPA analysis following bosutinib treatment of MDA-MB-231 and MCF-7 cells. A) RPPA data was median adjusted for each cell line. The mean of three technical replicates for one independent experimental replicate is shown. Cells were treated for 24h with EC25 (1.25 µM) and EC50 (2.5 µM) concentrations of bosutinib. Complete linkage clustering with Euclidean distance was used for hierarchical clustering in R. Significantly differentially altered fluorescence intensity with a p-value <0.05 and a log2 fold change of +/-0.75 are shown. A two-tailed t-test in R was used to calculate significance for DMSO (vehicle) compared to 2.5 µM bosutinib. B) Quantification of fluorescent signal intensity. Concentrations are for bosutinib. Error bars are SD.
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[bookmark: _heading=h.30j0zll]Supplementary Figure 4. Loss of ABL1 does not alter bosutinib sensitivity. A) CRISPR-eCas9 targeting ABL1 results in ABL loss in MCF-7 and MDA-MB-231 cell lines as assessed by Western blot. B) Normalised cell counts from Hoechst-stained images for bosutinib. Resazurin cell viability was the same (data not shown). C) 3D bosutinib 8-point dilution for EC50 values. ABL1-1A refers to the ABL1 isoform 1a. Error bars are S.E.M. All data is the mean of three replicates.
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Supplementary Figure 5. Genome-wide CRISPR-Cas9 screen. A) Clustering of the fraction of reads mapped to guide RNAs (4 gRNAs per gene) from the top enhancer and suppressor genes for the T27 time point (n= 2 technical replicates). Samples with zero reads from next-generation sequencing at T0 were removed from the analysis. Complete linkage clustering with Euclidean distance was used for hierarchical clustering in R. n = 165. B) Top enhancer and suppressor genes from the TKOv3 bosutinib screen. Only genes with FDR <0.05 are shown.
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Supplementary Figure 6. Genome-wide CRISPR-Cas9 screen network analysis. A Network map for the combined T19 and T27 enhancer genes. B) FAK (PTK2)-centric network of connected top enhancer genes (combined T19 and T27 enhancer genes). The network was imputed with the bosutinib targets SRC and ABL and partitioned by FAK network neighbourhood (connectivity order). C) Network map for the combined T19 and T27 suppressor genes.  A, C) Network edges were weighted according to evidence of co-functionality using GeneMANIA in Cytoscape.
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Supplementary Figure 7. A) Kaplan Meier plots for all METABRIC patients not in the TNBC subtype or TCGA-PanCancer patients not in the basal subtype to compare with Figure 2, panels E and F. The optimal threshold for dichotomisation of the datasets into high and low ILK expression was identified using the survivALL R package and ‘plotALL’ function for multi-cut point analysis using the METABRIC dataset. TCGA-PanCancer dataset was used as the validation dataset.  Breast cancer-specific survival was used. B) Multi-cut point analysis for METABRIC dataset. C) Multi-cut point analysis for TCGA-PanCancer dataset. 
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Supplementary Figure 8. A) CRISPR-Cas9 targeting ILK results in ILK loss in the MDA-MB-231 cell line as assessed by Western blot. PX459v2, empty-gRNA CRISPR control cells; E1 to E8, ILK knockout clones; P, passage number. B-C) IncuCyte live cell imaging: Hollow shapes/bars represent bosutinib, solid are DMSO. B) ILK loss potentiates bosutinib inhibition in real-time assays. MDA-MB-231 cells were seeded in 96-well plates at 8,000 cells/well and transferred to the IncuCyte Zoom. Cells were drugged (Bosutinib EC20, 0.9 μM) at 24 hours post seeding. Error bars omitted for clarity. C) End-point quantification using normalised cell counts from Hoechst-stained images. Two to three independent experimental replicates were used, error bars were S.E.M. D) Pooled CRISPR ILK knockdown in T47D cells assessed by Western blot. E) ILK loss potentiates bosutinib inhibition in T47D cells. T47D cells were seeded in 96-well plates and transferred to the IncuCyte Zoom. Plates were drugged (0.9 μM bosutinib and 20 nM eCF506) at 24 h post seeding for 72 h. The growth rate was calculated from cell confluence measured in the IncuCyte. Three independent experimental replicates were used, error bars were S.E.M. F) Cell cycle analysis of bosutinib (EC20= 0.9 μM) and eCF506 (EC20= 40 nM) using propidium iodide and fluorescence-activated cell sorting. p-value refers to G1 values.
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Supplementary Figure 9. A) Loss of ABL1 does not alter eCF506 sensitivity. Normalised resazurin 2D cell viability data. ABL1-1A refers to the ABL1 isoform 1a. Error bars are S.E.M. All data is the mean of three replicates. B) ABL inhibition does not synergise with ILK loss. Normalised cell counts from Hoechst-stained images in 2D. All error bars are S.E.M. Two independent experimental replicates are shown.
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Supplementary Figure 10. ILK expression correlation with sensitivity to bosutinib in breast cancer cell line datasets. A) In-house bosutinib IC50 (Temps et al. 2021 (24)) and cb5 microarray expression for ILK (16 cell lines). B) Cancerxgene bosutinib AUC and cb5 microarray expression for ILK (43 cell lines). C) Depmap bosutinib AUC (19Q4) and RNAseq mRNA expression for ILK (20Q3 Public) (20 cell lines). D) Depmap bosutinib log2 fold change drug sensitivity (19Q4) and protein expression for ILK (Q13418) (20 cell lines). Datasets were chosen based on the highest number of breast cancer cell lines.
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	Absent
	Marginal
	Present
	Row Totals

	Basal (n=573)
	88  (44.37)  [42.90]
	27  (21.99)  [1.14]
	458  (506.63)  [4.67]
	573

	ERBB2 (n=601)
	31  (46.54)  [5.19]
	20  (23.07)  [0.41]
	550  (531.39)  [0.65]
	601

	Luminal A (n=779)
	48  (60.32)  [2.52]
	28  (29.90)  [0.12]
	703  (688.78)  [0.29]
	779

	Luminal B (n=457)
	28  (35.39)  [1.54]
	22  (17.54)  [1.13]
	407  (404.07)  [0.02]
	457

	Normal-like (n=586)
	37  (45.38)  [1.55]
	18  (22.49)  [0.90]
	531  (518.13)  [0.32]
	586

	Column Totals
	232
	115
	2649
	2996 (Grand Total)

	Chi-square test 63.3485, p-value < 0.00001.
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[bookmark: _heading=h.1fob9te]
Supplementary Figure 11. Low ILK expression is pronounced in the basal subtype. A) ILK expression for the Sorlie subtypes across 17 breast cancer patient datasets (cb17, n=2,996). Tukey's Honest Significant Difference (Tukey HSD) was used. B) Absent status for ILK is defined by Affymetrix detection calls in the cb17 dataset. Sorlie intrinsic subtypes were assigned by nearest centroids. Error bars are 95% confidence intervals. C) Chi-square test stats for patients with absent, marginal and present ILK detectable calls for the different breast cancer subtypes from the cb17 dataset shown in B. D) ILK, SRC, PARVA and LIMS1 expression for the PAM50 breast cancer subtypes in the METABRIC (n = 1,896) and TCGA-PanCancer (n = 1,081) datasets. *, p-value < 0.05; **, p-value < 0.01; ***, p-value < 0.001; ****, p-value < 0.0001. Tukey HSD was used.
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Supplementary Figure 12. RNAseq data analysis. A) Hierarchical clustering of log2 counts per million for the 500 most variable genes across all 12 samples. 459, PX459v2 CRISPR control; E8n23, ILK gRNA 2. Samples clustered as expected. B) ToppGene gene ontology analysis for the ILK dependent DEGs. The top hits from the molecular function and cellular component categories are shown. Black dots represent q-values. C) Network map for the 134 unique DEGs created using GeneMANIA in Cytoscape. Associated genes were determined in GeneMANIA based on published databases and specific omics publications.
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Supplementary Figure 13. A) Cells were grown on glass coverslips and stained with either anti-pTyr, anti-paxillin, anti-pY118 paxillin or phalloidin. Scale bars, 20 µm. Images are representative of 3 independent experiments. B) Quantification of focal adhesion length measured in ImageJ according to paxillin staining. Mean with SD are shown. **** p-value < 0.0001, one-way ANOVA. C) Western blot quantification for Figure 6A. PX, PX459v2; DM, DMSO; bos, bosutinib; eC, eCF506. Three independent experimental replicates are shown. Error bars are SD. The differential effect of bosutinib and eCF506 on pY397-FAK is due to the ability of bosutinib to bind SRC in an active conformation, this stabilising pY397-FAK, while eCF506 binds SRC in an inactive conformation resulting in destabilisation of FAK phosphorylation (Temps et al, 2021(24)). D) Cell adhesion was quantified using the IncuCyte cell confluence image analysis before and after washing. All data were normalised to the DMSO PX459v2 control. DMSO shown as solid fill, bosutinib and eCF506 as clear fill. Bosutinib 0.9 µM and eCF506 40 nM were used. E) FAK-SRC immunoprecipitation. PX459v2 and ILK gRNA 2 cells were seeded in 150 cm dishes and left to attach for 48 h. Cells were washed twice with PBS before lysis with RIPA buffer. Immunoprecipitations were set up as described in the supplementary methods. The beads were separated using a magnetic rack before lysates were analysed by Western blot. In the anti-SRC blot, the upper band is SRC and the lower band is the IgG heavy chain. 


	A
	B

	   [image: Graphical user interface, application

Description automatically generated]

[image: A picture containing graphical user interface

Description automatically generated]
	[image: Chart

Description automatically generated]

	C
	

	                           Stat3 P Tyr705
p38 MAPK PThr180,Tyr182
E-Cadherin
Akt P Thr308
Survivin
AMPK alpha
CrkL P Tyr207
IRS-1 P S636/639
mTOR P Ser2448
c-Jun P Ser73
CDK2
Zap70
Stat1 P Ser727
IGF-1R beta P Tyr1162,Tyr1163
IKK alpha/beta P Ser176/Ser177
Akt P Ser473
p53
c-Myc P Thr58,Ser62
Caspase 3
NFkB p105/p50
PKA
Tsc-2 (Tuberin) P Thr1462
Integrin beta4
Src

ILK gRNA 2
DMSO v bosutinib
ILK gRNA 2
DMSO v PND-1186

  Met P Tyr1349
Stat5  P Tyr694
S6 Ribosomal protein P Ser235,Ser236
CDK1 (p34cdc2)  P Tyr15
Rsk2 Pser 227
FLT3 P Tyr591 P Tyr591
Raf P Ser338
MEK1/2
Tuberin  P S1387
ATM/ATR Substrate P Ser/Thr

Rb
Tau
Rb P Ser780
Rb P  Ser807,Ser811
BRCA1
Smad3 P Ser423,Ser425
SHP2 P Tyr542
c-Myc
4E-BP1 P Ser65
p70 S6 Kinase P Thr421,Ser424
Raf1 (C-12)
p90 S6 kinase (Rsk1-3)
Cyclin D1 P Thr286




Supplementary Figure 14. A) Western blot analysis of MDA-MB-231 cell lines grown in 2D. Data are representative of three independent experimental replicates. PND; PND-1186, 100 nM. B) Quantification of Src activity from three independent Western blots. One-way ANOVA, NS: p-value > 0.05. C) RPPA analysis following bosutinib (0.9 µM, EC20) or PND-1186 (100 nM, EC20) treatment of MDA-MB-231 PX459v2 and ILK gRNA 2 cell lines. RPPA data was median adjusted for each cell line. The mean of three technical replicates for three independent experimental replicates are shown. Cells were treated for 24h. Complete linkage clustering with Euclidean distance was used for hierarchical clustering in R. Significantly differentially altered fluorescence intensity with a p-value <0.05 and a log2 fold change of +/-1.0 are shown. A two-tailed t-test in R was used to calculate significance for DMSO (vehicle) compared to drug treatment.
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[bookmark: _Hlk85185873][bookmark: _Hlk85185859]Supplementary Figure 15. A) IncuCyte images taken ±1 hr before/after drugging MDA-MB-231 cells. B) Cell-by-cell mask, rounded cells classifier whereby area <600 μM2 (x-axis) and eccentricity <0.65 (y-axis) shown in the bottom left quadrant. Shown is a representative independent experimental replicate, three wells, 4 images per well. C-D) Cell rounding correlates with Caspase 3/7 activity. Cells were drugged at 24 hours post seeding. The IncuCyte was used to quantify phase confluence, green count (Caspase 3/7) and eccentricity. C) Caspase 3/7 green count normalised to phase confluence. D) Rounded cells ( <0.65 eccentricity) correlate with normalised Caspase 3/7 count. DMSO (grey), bosutinib 0.9 µM (red), eCF506 40 nM (blue) and PND-1186 100 nM (green) are shown. Before drugging (triangles), all samples have the same Caspase 3/7 activity and percent of rounded cells. After DMSO/drug treatment (circles) samples have a range of increased caspase 3/7 activities that directly correlate with an increased percentage of rounded cells.
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Supplementary Figure 16. ILK knockdown is not sufficient to enhance sensitivity to SRC inhibition. A) ILK knockdown using siRNA. Proteins for Western blot were extracted from a 24-well plate. B-C) 4,000 cells/well were seeded in 96-well plates. ILK siRNA at 20 nM was used as described in the Supplementary Methods. NTC, non-targeting control. B) Normalised cell counts from Hoechst-stained images. N=2 independent experimental replicates, error bars are S.E.M. C) The IncuCyte Zoom was used to quantify cell confluence. N=3 independent experimental replicates, error bars are S.E.M.







Supplementary Tables
[bookmark: _Toc485242618]Supplementary Table 1. NEB Next Ultra II Q5 PCR1 conditions. * Annealing temperatures were optimised for Q5 High‐Fidelity DNA Polymerase and tend to be higher than for other PCR polymerases. NEB Next Ultra II Q5 reactions require a 98˚C denaturation.
	Protocol
	Temperature
	Time per step

	Step 1: Initial Denaturation
	98˚C
	60 secs

	Step 2: Denaturation
	98˚C
	10 secs

	Step 3: Annealing
	69˚C* 
	30 secs

	Step 4: Extension
	72˚C
	30 secs

	Back to Step 2 for a total of 20 cycles

	Step 5: Final Extension
	72˚C
	2 min

	
	4˚C
	∞


Supplementary Table 2. Adapter PCR2 cycle conditions using NEB Next Ultra II Q5.
	Protocol
	Temperature
	Time per step

	Step 1: Initial Denaturation
	98˚C
	30 secs

	Step 2: Denaturation
	98˚C
	10 secs

	Step 3: Annealing
	55˚C 
	30 secs

	Step 4: Extension
	65˚C
	15 secs

	Back to Step 2 for a total of 10 cycles

	Step 5: Final Extension
	65˚C
	5 min

	
	4˚C
	∞


Supplementary Table 3. Truseq library-structured sequences for PCR1 and PCR2 Forward and Reverse primers. All sequences shown 5’ to 3’ direction. *Note that these primers are different to ‘LentiCRISPR_v2.1’ described in the Moffat laboratory protocol. As an illustration, orange, P5; purple, P7; yellow, Index 2; green, i5 (Fwd) or i7 (Rev); red, PCR2 primer site that binds PCR1 amplicon (‘PCR2 annealing site’ in Supplementary Figure 13); blue, spacer.
	PCR1_Fwd_ LentiCRISPR_v2_2*
	CTGCGTGCGCCAATTCTG

	PCR1_Rev_ LentiCRISPR_v2_2*
	AGAACCGGTCCTGTGTTCTG

	D501 -F
	AATGATACGGCGACCACCGAGATCTACACTATAGCCTACACTCTTTCCCTACACGACGCTCTTCCGATCTTTGTGGAAAGGACGAAACACCG

	D502 -F
	AATGATACGGCGACCACCGAGATCTACACATAGAGGCACACTCTTTCCCTACACGACGCTCTTCCGATCTTTGTGGAAAGGACGAAACACCG

	D503 -F
	AATGATACGGCGACCACCGAGATCTACACCCTATCCTACACTCTTTCCCTACACGACGCTCTTCCGATCTTTGTGGAAAGGACGAAACACCG

	D504 -F
	AATGATACGGCGACCACCGAGATCTACACGGCTCTGAACACTCTTTCCCTACACGACGCTCTTCCGATCTTTGTGGAAAGGACGAAACACCG

	D701-R
	CAAGCAGAAGACGGCATACGAGATCGAGTAATGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCTACTTGCTATTTCTAGCTCTAAAAC

	D702 -R
	CAAGCAGAAGACGGCATACGAGATTCTCCGGAGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCTACTTGCTATTTCTAGCTCTAAAAC

	D705 -R
	CAAGCAGAAGACGGCATACGAGATTTCTGAATGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCTACTTGCTATTTCTAGCTCTAAAAC


Supplementary Table 4. Enhancer genes of bosutinib sensitivity in the MDA-MB-231 cell line identified by CRISPR-Cas9 screening. The top enhancer genes for the T27 time point are shown. The gene-level normalised Z-score was calculated using DrugZ. The Benjamini and Hochberg (B&H) false-discovery rate (FDR) was used to calculate significance. Normalised gene expression for the MDA-MB-231 cell line was calculated by whole-genome RNA sequencing. Gene copy number from canSAR. Bold genes are the IPP complex members.
	Gene
	Gene-level norm. Z-score for T27
	Rank
	FDR (B&H)
	Norm. gene expression
	Gene copy number

	ILK
	-7.65
	1
	1.87E-10
	785
	3

	PARVA
	-7.49
	2
	3.18E-10
	483
	3

	PPP1R15B
	-6.90
	3
	1.54E-08
	358
	3

	PHF8
	-5.96
	4
	5.67E-06
	128
	2

	MESDC2
	-5.78
	5
	1.35E-05
	795
	2

	STT3A
	-4.66
	6
	0.00438
	828
	4

	TYMS
	-4.65
	7
	0.00438
	1,427
	3

	TRIP4
	-4.59
	8
	0.00505
	99
	2

	CTNNAL1
	-4.41
	9
	0.0102
	2,369
	3

	ZNF8
	-4.27
	10
	0.0173
	44
	3

	LDLR
	-4.23
	11
	0.0191
	1,814
	3

	HSP90B1
	-4.21
	12
	0.0191
	7,677
	3

	EED
	-4.12
	13
	0.0264
	565
	3

	CHP1
	-4.10
	14
	0.0266
	194
	2

	LIMS1
	-4.06
	15
	0.0293
	236
	3

	ZNF598
	-4.04
	16
	0.0293
	314
	2

	GGNBP2
	-4.03
	17
	0.0293
	954
	3

	FBXW7
	-3.90
	18
	0.0454
	269
	3

	AMBRA1
	-3.90
	19
	0.0454
	39
	3



[bookmark: _Ref9495265]Supplementary Table 5. ssODNs required for CRISPR-Cas9 sgRNA target sites for ILK.
	Plasmid
	ssODN 1
	ssODN 2
	Target site
	On-target score

	PX459v2- ILK gRNA1
	CACC – G*-CGGAGAACGACCTCAACCAG 

	AAAC-CTGGTTGAGGTCGTTCTCCG-C*
	ILK exon 1
	0.710


	PX459v2- ILK gRNA2
	CACC-G*-ACATTGTAGAGGGATCCATA

	AAAC-TATGGATCCCTCTACAATGT-C*
	ILK exon 8
	0.625



Note that whether the target DNA site is on the sense or antisense strand, the gRNA target site is found within the ssODN 1 and not ssODN 2. Additionally, the PAM is not included. Nucleotide sequences are shown in the 5’->3’ direction. * sgRNA expression from the U6 promoter can be enhanced by the inclusion of a 5’ guanine (G) after CACC for ssODN 1 and a 3’ cytosine (C) for ssODN 2, if the first native position of the 20-nt target site is not G (Bauer, D. E., Canver,2014).




Supplementary Table 6. ssODNs required for CRISPR-eCas9 sgRNA target sites for ABL1.
	Plasmid
	ssODN 1
	ssODN 2
	Target site
	On-target score

	eCas9 ABL1 gRNA1
	CACC-GGGGGACACACCATAGACAG
	AAAC-CTGTCTATGGTGTGTCCCCC
	ABL1 exon 4
	0.6868


	eCas9 ABL1 gRNA2
	CACC-GAAGAAATACAGCCTGACGG
	AAAC-CCGTCAGGCTGTATTTCTTC
	ABL1 exon 4
	0.687


Note that whether the target DNA site is on the sense or antisense strand, the gRNA target site is found within the ssODN 1 and not ssODN 2. Additionally, the PAM is not included. Nucleotide sequences are shown in the 5’->3’ direction.


Supplementary Table 7. ANOVA for 3D bosutinib EC50 values in a panel of breast cancer cell lines. ER, oestrogen receptor; PR, progesterone receptor; HER2, human epidermal growth factor receptor 2; EGFR, epidermal growth factor receptor; Triple-neg, triple negative. Bold text represents the cell lines that were the most sensitive to bosutinib. Data shown is calculated from three independent experimental replicates except MDA-MB-134-VI and MDA-MB-468, which are two independent experimental replicates. A one-way ANOVA with Bonferroni multiple-comparison correction was performed in Prism. NS, non-significant; *, p<0.05; **, p<0.01;  ***, p<0.001;  **** , p<0.0001.
	Subtype classification
	3D spheroid area
EC50 (µM)
	
	MCF-7
	T47D
	MDA-MB-134-VI
	ZR-75-1
	MDA-MB-231
	MDA-MB-468

	Luminal A (ER+, PR±, HER2-)
	0.17
	MCF-7
	-
	***
	**
	****
	NS
	*

	Luminal A (ER+, PR+, HER2-)
	3.10
	T47D
	***
	-
	NS
	NS
	***
	NS

	Luminal A (ER+, PR-, HER2-)
	2.90
	MDA-MB-134-VI
	**
	NS
	-
	NS
	**
	NS

	Luminal B (ER+, PR±, HER2+)
	>25.00
	ZR-75-1
	****
	NS
	NS
	-
	****
	*

	Triple-neg / claudin-low (ER-, PR-, HER2-)
	0.15
	MDA-MB-231
	NS
	***
	**
	****
	-
	*

	Triple-neg / Basal (ER-, PR-, HER2-)
	1.57
	MDA-MB-468
	*
	NS
	NS
	*
	*
	-




Supplementary Table 8. Top suppressor genes from the TKOv3 screen for the T27 time point are shown. Rank refers to suppressor gene rank. The gene-level normalised Z-score was calculated using DrugZ. The Benjamini and Hochberg (B&H) false-discovery rate (FDR) was used to calculate significance.
	Gene
	Gene-level norm. Z-score for T27
	Rank
	FDR (B&H)

	UBE2F
	6.33
	1
	2.21E-06

	CUL5
	5.31
	2
	0.000484

	ARNT
	5.19
	3
	0.000633

	AHR
	4.83
	4
	0.00304

	SOCS6
	4.79
	5
	0.00304

	EP300
	4.69
	6
	0.0042

	ARIH2
	4.62
	7
	0.0049

	UBA6
	4.44
	8
	0.0102

	PTPN12
	4.32
	9
	0.0155

	C16orf72
	4.25
	10
	0.0191

	PKD2
	4.20
	11
	0.021

	DUSP4
	4.18
	12
	0.021

	RNF7
	4.17
	13
	0.021

	ITPK1
	4.11
	14
	0.025

	SENP8
	4.08
	15
	0.0274

	KIRREL
	4.03
	16
	0.032

	TADA1
	4.00
	17
	0.0329

	SUPT20H
	3.99
	18
	0.0329

	CBFB
	3.98
	19
	0.0329

	CCNC
	3.90
	20
	0.0406

	NRP1
	3.90
	21
	0.0406

	RUNX1
	3.89
	22
	0.0406

	TAF5L
	3.85
	23
	0.0468




Supplementary Table 9. ILK, LIMS1 and PARVA expression correlation with sensitivity to bosutinib in breast cancer cell line datasets.
	ILK dataset
	Pearson’s correlation
	Spearman’s correlation

	In-house (Temps et al. (24)) (16 cell lines) + cb5
	r(61) = 0.358, p = 0.004
	r(61) = 0.388, p = 0.002

	Cancerxgene (43 cell lines) + cb5
	r(119) = 0.283, p = 0.002
	r(119) = 0.127, p = 0.164

	Depmap mRNA (20 cell lines)
	r(18) = 0.395, p = 0.085
	r(18) = 0.435, p = 0.056

	Depmap protein (20 cell lines)
	r(18) = 0.299, p = 0.199
	r(18) = 0.277, p = 0.238



	LIMS1 dataset 
	Pearson’s correlation
	Spearman’s correlation

	In-house (Temps et al. (24)) (16 cell lines) + cb5
	r(61) = -0.343, p = 0.006 
	r(61) = -0.298, p = 0.021

	Cancerxgene (13 cell lines) + cb5
	r(49) = -0.317, p = 0.024
	r(49)= -0.234, p = 0.098

	Depmap mRNA (7 cell lines)
	 r(5) = 0.800, p = 0.031
	r(5) = 0.857, p = 0.014

	Depmap protein (6 cell lines)
	 r(4) = 0.490, p = 0.032
	r(4) = 0.600, p = 0.208



	PARVA dataset 
	Pearson’s correlation
	Spearman’s correlation

	In-house (Temps et al. (24)) (16 cell lines) + cb5
	r(49) = -0.396, p = 0.001
	r(49) = -0.587, p = 0.001

	Cancerxgene (12 cell lines) + cb5
	r(49) = -0.342, p = 0.0143
	r(49) = -0.156, p = 0.274

	Depmap mRNA (7 cell lines)
	 r(5) = 0.408, p = 0.036
	r(5) = 0.714, p = 0.071

	Depmap protein (6 cell lines)
	NA
	NA







pY416-Src / Src	DMSO	0.003	0.01	0.03	0.1	0.3	1	1	0.76940426295422792	0.63245601191411582	0.29887602970332616	0.14136829364937198	0.13432145068146886	5.9238300510675315E-2	
pY419-SRC / SRC



pY416-Src / Src	DMSO	0.003	0.01	0.03	0.1	0.3	1	1	0.20063541843134991	1.0937879468420959	0.21778337313445231	4.3021024267788061E-2	1.6983067103154829E-2	1.400891698492587E-2	
pY419-SRC / SRC



pY207-CrkL / CrkL	DMSO	0.003	0.01	0.03	0.1	0.3	1	1	0.61294245444943307	0.45826853389185479	6.8307251280057144E-2	7.7037476904318449E-4	2.3076904948142818E-3	-2.2271059436642158E-3	
pY207-CrkL / CrkL



pY207-CrkL / CrkL	DMSO	0.003	0.01	0.03	0.1	0.3	1	1	0.70725219394327243	0.46932391730623252	0.26401951921824252	3.1695551235622628E-2	7.3431595576662128E-3	0	
pY207-CrkL / CrkL



pY419-SRC/SRC	0.11743785802736335	1.8219769670258113E-2	6.2884864450156702E-2	0.28605899462406881	0.12851797326519135	4.5723016906220861E-2	1	MCF-7 DMSO	MCF-7  1.25 μM	MCF-7 2.5 μM	MDA-MB-231 DMSO	MDA-MB-231 1.25 μM	MDA-MB-231 2.5 μM	2.5725276582816079	0.81925845814613674	0.91247933907198087	3.0932649402073742	0.96175880721576601	1.0582215661519994	
pY419-SRC/SRC



pY207-CrkL/CrkL	0.11743785802736335	1.8219769670258113E-2	6.2884864450156702E-2	0.28605899462406881	0.12851797326519135	4.5723016906220861E-2	1	MCF-7 DMSO	MCF-7  1.25 μM	MCF-7 2.5 μM	MDA-MB-231 DMSO	MDA-MB-231 1.25 μM	MDA-MB-231 2.5 μM	3.027284943106539	0.78997640990998264	1.1494656490969994	3.5095247088269717	0.60714528259099354	0.88420683276654233	
pY207-CrkL/CrkL



2.25	2.25	2.25	2.25	2.25	2.25	2.25	2.25	2.25	2.78	2.78	2.78	2.78	3.49	3.49	3.49	1.49	1.49	1.49	0.66500000000000004	0.66500000000000004	0.66500000000000004	0.63800000000000001	0.63800000000000001	3.6	2.2599999999999998	2.2599999999999998	2.2599999999999998	2.2599999999999998	2.2599999999999998	2.2599999999999998	7.97	7.97	7.61	1.45	1.45	1.45	1.45	1.45	1.45	3.42	3.42	3.42	1.32	1.32	1.32	1.32	3.65	3.65	3.65	3.65	3.7	3.7	3.7	3.7	3.7	4.04	4.04	4.04	4.04	4.04	4.04	4.04	10.31351182	9.3577048119999997	10.062311510000001	9.5622949019999997	10.145480940000001	9.9317444730000002	9.4567789179999995	9.5346388710000003	9.5335979650000002	10.00316784	9.6102703189999996	10.722398249999999	9.7181315700000006	9.8848987390000005	9.9344665729999999	10.064381559999999	9.9485690239999993	10.02138643	9.3524222219999995	9.4869895240000002	9.5110932839999993	9.6317126040000005	8.8121894699999999	8.6623966610000007	9.6140708040000007	9.7037111409999994	9.7692758770000001	9.1736897170000002	9.5165895359999997	9.4646930059999992	9.3374708250000005	10.315318100000001	10.8091173	10.487672119999999	11.069789760000001	10.25682671	10.858377669999999	11.03057295	10.90662837	10.988549430000001	10.25402461	9.9276657739999994	10.169101469999999	9.4109163250000005	9.4066106180000002	9.9051073760000001	9.7745771109999993	10.05316418	10.165340280000001	10.07865086	10.19543062	10.07223604	9.9595300420000008	9.9507366140000002	10.215223399999999	9.9406154630000003	10.31895405	10.029473189999999	10.130786049999999	9.7573177379999994	10.355814629999999	10.48641173	10.095884679999999	Bosutinib IC50 (µM)


ILK log2 mRNA expression 



bos vs ILK	0.96864799999999995	0.96864799999999995	0.96864799999999995	0.96235400000000004	0.96235400000000004	0.97640300000000002	0.97640300000000002	0.97640300000000002	0.97640300000000002	0.97640300000000002	0.97640300000000002	0.97236400000000001	0.97236400000000001	0.97236400000000001	0.87810299999999997	0.87810299999999997	0.87810299999999997	0.87810299999999997	0.95448	0.95448	0.95448	0.98739299999999997	0.98739299999999997	0.98739299999999997	0.97307399999999999	0.97307399999999999	0.97387199999999996	0.97387199999999996	0.97387199999999996	0.96743500000000004	0.96743500000000004	0.944554	0.944554	0.95767899999999995	0.95767899999999995	0.98406899999999997	0.95736500000000002	0.95736500000000002	0.95736500000000002	0.96044600000000002	0.94855699999999998	0.94855699999999998	0.97945700000000002	0.97945700000000002	0.97120200000000001	0.97120200000000001	0.97120200000000001	0.95156200000000002	0.95156200000000002	0.95156200000000002	0.977661	0.977661	0.977661	0.89544500000000005	0.89544500000000005	0.89544500000000005	0.93310300000000002	0.93310300000000002	0.93310300000000002	0.97909100000000004	0.97909100000000004	0.96991000000000005	0.91326099999999999	0.91326099999999999	0.98490100000000003	0.98490100000000003	0.98490100000000003	0.98479799999999995	0.98479799999999995	0.98479799999999995	0.904864	0.904864	0.97387299999999999	0.97387299999999999	0.97387299999999999	0.84841599999999995	0.84841599999999995	0.98263699999999998	0.98263699999999998	0.98263699999999998	0.98263699999999998	0.98263699999999998	0.98263699999999998	0.93315400000000004	0.95320199999999999	0.95320199999999999	0.95320199999999999	0.96875100000000003	0.96875100000000003	0.96875100000000003	0.96875100000000003	0.96875100000000003	0.96875100000000003	0.92838600000000004	0.92838600000000004	0.92838600000000004	0.92838600000000004	0.98215600000000003	0.98215600000000003	0.98215600000000003	0.94411100000000003	0.94411100000000003	0.94411100000000003	0.97262300000000002	0.97262300000000002	0.97262300000000002	0.94481099999999996	0.94481099999999996	0.94481099999999996	0.94481099999999996	0.95508300000000002	0.95508300000000002	0.96578600000000003	0.96578600000000003	0.96578600000000003	0.96578600000000003	0.96578600000000003	0.95037700000000003	0.95037700000000003	0.93936799999999998	0.93936799999999998	10.489913	10.512131999999999	10.512729	9.7942289999999996	10.092451000000001	10.313511999999999	10.062312	9.5622950000000007	9.3577049999999993	10.145481	9.9317440000000001	9.6093539999999997	9.5627530000000007	9.4297679999999993	10.003168000000001	9.6102699999999999	10.722398	9.7181320000000007	10.396476	10.389322	10.329286	10.762195999999999	10.679398000000001	10.719212000000001	10.027139	10.006406	9.8848990000000008	9.9344669999999997	10.064382	9.6114259999999998	9.6474449999999994	9.3579369999999997	9.3217280000000002	9.9693780000000007	9.9696619999999996	9.2782090000000004	10.769163000000001	10.881470999999999	10.584163	10.226592	9.8843709999999998	9.8398470000000007	9.8245609999999992	9.8354300000000006	10.042688999999999	10.154248000000001	9.5992300000000004	9.9964460000000006	10.087106	11.082905999999999	9.9485690000000009	10.021386	9.3524220000000007	9.4058480000000007	9.400067	9.0905699999999996	9.4869900000000005	9.5110930000000007	9.6317129999999995	10.037535	9.6444290000000006	8.8737499999999994	9.7016460000000002	9.6154250000000001	9.9081890000000001	9.8685530000000004	9.2381670000000007	9.3535400000000006	9.3436310000000002	9.0425070000000005	10.057013	10.033488999999999	11.195404	11.32835	10.351673	8.812189	8.6623970000000003	9.7037110000000002	9.7692759999999996	9.1736900000000006	9.5165900000000008	9.4646930000000005	9.3374710000000007	10.487672	10.281866000000001	10.287677	10.252186	11.030573	10.906628	10.858378	11.069789999999999	10.256826999999999	10.988549000000001	9.4670819999999996	8.7590039999999991	8.7687720000000002	8.8347219999999993	10.789349	10.836503	10.681628999999999	10.169101	10.254025	9.9276660000000003	10.29246	10.272235999999999	10.330024	9.4109160000000003	9.4066109999999998	9.9051069999999992	9.7745770000000007	9.8146269999999998	9.8669689999999992	10.072236	9.9595300000000009	9.9507370000000002	10.215223	9.9406149999999993	9.2691060000000007	9.1987039999999993	10.355815	10.486412	Bosutinib AUC


ILK log2 mRNA expression 



bosutinib (BRD:BRD-K99964838-001-11-9) AUC Drug sensitivity AUC (PRISM Repurposing Secondary Screen) 19Q4	1.23025053852632	1.25377349602466	1.17858122576261	1.2245047240124201	0.96094494379061202	1.53789253012716	0.82665622724036203	0.873923986422524	1.3632318338073599	1.3416137889324	1.0991150571313	1.2896817104060601	0.80642898652018202	0.91685279596895897	1.58196424582229	1.2964468439175501	1.29401957492736	0.95860942322537201	0.96784727193201603	1.4623326403843	5.2117909762525398	5.6547792169595104	6.2751933339022097	6.6447215472179799	5.4332933258150096	6.2028094921249997	5.8948177633079402	6.1878469094395703	6.1241213118291897	7.0345238753343802	6.1598713367783802	6.6712933724815802	5.6392321632492797	4.9259994185562199	6.02170180007169	6.3117937177536501	7.3098855709877597	5.9914084667647902	6.3384244147835602	6.2197493545467299	Bosutinib AUC


ILK log2 mRNA expression



bosutinib (BRD:BRD-K99964838-001-11-9) log2 fold change Drug sensitivity (PRISM Repurposing Primary Screen) 19Q4	-0.52188481436300005	-0.72365679690200002	0.92584835571000001	0.639575766436	0.50076143254899996	-0.65513623213399996	-0.14000942179600001	-0.56663031894299998	-0.103926355176	0.63482051420700003	-0.28648896796099999	0.56736323053999904	3.1738701786400002E-2	1.27604408599	0.30829589632100002	0.78872313150499995	0.70136875675099997	-0.21039256156700001	1.57229030114	0.50646165037900004	-0.24041422515009001	0.135457943371595	-0.17157951378926001	-0.270315594839659	0.58336013596708103	-0.82703633545814603	0.30879485284000302	-0.679201645310612	-0.296382799314305	0.66882130385464	0.18282085072679	-0.61358930980555004	0.28201309349319598	0.35481974342582301	-0.76602987599819095	9.24995325274027E-2	-0.35694181645464201	-0.78943442756216897	9.5560070796595106E-2	-0.59486636596321896	Bosutinib log2 FC drug sensitivity


ILK relative protein expression



PX DM	PX Bos 2h	PX Bos 24h	PX eC 2h	PX eC 24 h	gRNA 2 DM	gRNA 2 Bos 2h	gRNA 2 bos 24h	gRNA 2 eC 2h	gRNA 2 eC 24h	0	0.26448860340954139	0.25121266026024602	1.8831565765191953E-2	1.9489870900268626E-2	6.9723297998581416E-2	2.6126611588343524E-3	2.1506991290606115E-2	2.6274964852368656E-2	5.8189522110564515E-3	1	PX DM	PX Bos 2h	PX Bos 24h	PX eC 2h	PX eC 24 h	gRNA 2 DM	gRNA 2 Bos 2h	gRNA 2 bos 24h	gRNA 2 eC 2h	gRNA 2 eC 24h	1	1.1438486148384384	1.0370420488796266	0.30203575853604148	0.4695367833042427	0.42028192714202062	0.14546358842363574	0.13184442738825577	3.6259569079650435E-3	1.5569506783859438E-2	
pY397-FAK



AVERAGE	Mean	0	3.909630944043764E-2	3.1369496392937631E-2	3.544532110990848E-2	4.714766689239544E-2	0.10225791416376862	3.0234583044046789E-2	2.8360919344453384E-2	9.7668806405454028E-2	2.3248643845674075E-2	1	PX DM	PX Bos 2h	PX Bos 24h	PX eC 2h	PX eC 24 h	gRNA 2 DM	gRNA 2 Bos 2h	gRNA 2 bos 24h	gRNA 2 eC 2h	gRNA 2 eC 24h	1	0.22431957193015861	0.34699695448831908	0.34884276052406293	0.4060525587806707	1.315137175762038	0.21312028128300606	0.17353822040315406	7.0339256560120383E-2	0.20698083876683293	
pY419-SRC



Pre wash	2.1119105741939518E-3	0.91937579999999997	2.6010335016294448	6.4894279422862171	2.604546	6.4966901096587009	1	PX459v2 DMSO	PX459v2 Bosutinib	PX459v2 eCF506	ILK gRNA 2 DMSO	ILK gRNA 2 Bosutinib	ILK gRNA 2 eCF506	100	72.036075469977874	63.0286413077107	70.350597239501084	65.923601638303765	66.602683116408514	Post wash	5.8996146896160626	0.84738060000000004	1.515387896387383	0.37765665424736622	0.50863029999999998	1.4076834994619645	1	PX459v2 DMSO	PX459v2 Bosutinib	PX459v2 eCF506	ILK gRNA 2 DMSO	ILK gRNA 2 Bosutinib	ILK gRNA 2 eCF506	46.735418050817771	51.356654557058349	6.9289947468181241	5.6431333302994489	3.9512966690394955	5.0520869851837613	
Cell confluence (%)





Pre wash	4.6064119999999997	2.604546	10.99152	1.7683009999999999	1	ILK gRNA 1A DMSO	ILK gRNA 1A Bosutinib	ILK gRNA 1B DMSO	ILK gRNA 1B Bosutinib	98.361718150035244	68.327712476286322	110.7880128904209	83.30844347115611	Post wash	0.33892939999999999	0.50863029999999998	0.84068889999999996	0.79668030000000001	1	ILK gRNA 1A DMSO	ILK gRNA 1A Bosutinib	ILK gRNA 1B DMSO	ILK gRNA 1B Bosutinib	3.6563616646737249	15.777346119723818	13.872050912954592	19.992776314728253	
Cell confluence (%)



DMSO	0	4	8	12	16	20	24	28	36	40	44	48	52	56	60	64	68	72	76	80	84	88	92	93.933333333333294	97.933333333333294	109.933333333333	113.933333333333	121.933333333333	125.933333333333	129.933333333333	133.933333333333	11.684072078896014	18.84483622685233	18.493091102048929	17.302138258127766	16.29774447006708	16.890570020380874	40.453606392292706	30.577928298679044	27.927564945735647	27.920809198582173	27.880009544000902	29.278872325961196	30.597848493861825	31.422792506112803	32.046399614777286	32.552222598314124	33.122528982731239	33.181805300044196	33.771838774000237	33.983024169707193	34.073196003623089	34.746219056350945	34.699181681652739	34.13451895578784	35.229613684421089	34.654437588562537	34.634070240784446	34.762740771405078	34.56326378236826	35.062535025339976	34.869200711296294	eCF506	0	4	8	12	16	20	24	28	36	40	44	48	52	56	60	64	68	72	76	80	84	88	92	93.933333333333294	97.933333333333294	109.933333333333	113.933333333333	121.933333333333	125.933333333333	129.933333333333	133.933333333333	11.958291041814288	19.589532367204274	18.776720212514181	17.161853480500156	16.258491841114147	17.204933682424507	44.689396126903048	45.362017285861043	47.105401965005605	47.272626463769555	47.613197766980484	47.084642098473779	46.887986463620983	47.023004059539915	47.176308642089744	47.235689365669081	47.270874095727343	47.336879313127511	47.326565512149166	46.952570503594053	46.742811727067419	46.506456353628579	46.31705886558008	45.645706976770349	46.135772716632601	45.352680602235637	45.072388331932338	44.868444476337807	44.52878230354461	44.766785217791174	44.457199502207786	PND-1186	0	4	8	12	16	20	24	28	36	40	44	48	52	56	60	64	68	72	76	80	84	88	92	93.933333333333294	97.933333333333294	109.933333333333	113.933333333333	121.933333333333	125.933333333333	129.933333333333	133.933333333333	11.564444583061269	20.379819203437396	19.28192017650883	18.069033210693952	16.923571898757686	18.082794494603512	45.862122228481745	41.921311506418583	29.360350531160773	28.107103189107285	28.038189304203428	29.349667868074206	29.859427303824745	30.832929833829443	31.887022012347249	32.485943076271489	32.669331481186674	32.596381352641451	32.721963779141582	32.438323882465575	32.917556010554478	33.058799517963436	33.478124692486112	32.8777982452185	34.06121452628593	33.717160556348439	33.515402361580911	33.82298349187856	33.767111054351894	33.874582885084244	33.88410465027993	Bosutinib	0	4	8	12	16	20	24	28	36	40	44	48	52	56	60	64	68	72	76	80	84	88	92	93.933333333333294	97.933333333333294	109.933333333333	113.933333333333	121.933333333333	125.933333333333	129.933333333333	133.933333333333	12.12173233082707	21.942726697922932	20.975051813428649	18.449237410071941	17.599308568329715	17.900186689805683	48.429130774817672	52.183951127796576	51.092601735572529	49.85493865651808	48.660595654484197	47.518399669747978	46.688422241937275	46.521214172225697	46.281262274526391	46.186864407969694	45.748993855663684	45.434908228351048	45.110156181240285	44.705429689949568	44.186316936943811	43.769936560632004	43.255614554842623	42.944082014642049	42.843207939267991	41.554753922664204	41.254696350600348	41.31913428208739	41.467273708968925	41.647781760776105	41.967085117544443	E8n23 (1) 5K / well	0	4	8	12	16	20	24	28	36	40	44	48	52	56	60	64	68	72	76	80	84	88	92	93.933333333333294	97.933333333333294	109.933333333333	113.933333333333	121.933333333333	125.933333333333	129.933333333333	133.933333333333	19.039809081566574	33.033049595933953	30.399825670181389	26.012125899560839	24.990130869091747	23.921918079252372	22.643578659644881	21.936143054175691	22.583196603315983	22.405071462630364	21.998707952011898	20.802132100614397	20.070757910036836	19.318407572110917	19.849040795781448	19.345442796636906	18.994720464794938	18.488869406686369	18.206440237786065	17.84229234737322	17.820643341921329	17.478669127269836	17.746415116092674	17.596888149856809	17.853546489707792	18.988538860938647	19.358562878878789	20.412318440635119	20.347928956107474	21.220179334404058	21.272019948576204	Time (hours)
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