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Supplementary Figure 1. CTC Gallery of representative images from ISET filters. A Representative images of DAPI+VE/CK+VE/VE-2 

Cadherin-VE CTC, B Representative images of DAPI+VE/CK+VE/VE-Cadherin+VE CTC. Scale bar 20µm. Individual colour channels in greyscale, 3 

DAPI/Nuclei (first column), CK (second column) CD45 (third column) and VE-Cadherin (fourth column), pseudo coloured merged images (fifth 4 

column).  5 
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Supplementary Figure 2. Receiver operating characteristic (ROC) curve analysis of SCLC tissue microarray VM scores A. ROC curve 7 

with sensitivity (%) against 100-specficity (%) for VM scores from 41 SCLC TMA patients and B. corresponding area under the ROC curve 8 

report C. Table of the sensitivity and specificity for a range of VM scores identifying a threshold with the greatest sensitivity and specificity of 9 

11% (highlighted in bold font). 10 
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Supplementary Figure 3. Representative image of Masson trichrome (MT) staining of 13 

CDX tumour. MT was used to identify muscle (Pink) and stroma (Blue) and tumour (Dark 14 

Purple) regions used for controls in LCM analysis. Scale bar 100µm  15 
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 17 

Supplementary Figure 4. Hierachical clustering of HD-SCA isolated CTCs. CNA profiles 18 

demonstrate all CTCs are clonally related to one another regardless of VE-Cadherin status, 19 

and are distinct to normal healthy germline control samples. A VE-Cadherin+VE CTC 20 

highlighted with arrowhead.  21 
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Supplementary Figure 5. Raw western blot scans used to generate Figure 7A. Black box indicate lanes shown in main figure 24 
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Supplementary Figure 6. Raw western blot scans used to generate Figure 7E 27 
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Supplementary Figure 7. Sensitivity of H446 and H446 VE-Cadherin KD to cisplatin. A. 30 

Cisplatin concentration response curve after 72h treatment in H446 parental and H446 VE-31 

Cadherin KD cells (n=4). B Western blot of VE-Cadherin and cleaved PARP expression 32 

following 24h cisplatin treatment in H446 parental and H446 VE-Cadherin KD cells. 33 
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 35 

Supplementary Figure 8. Sensitivity of H446 and H446 VE-Cadherin KD to etoposide. 36 

Etoposide concentration response curve after 72h treatment in H446 parental and H446 VE-37 

Cadherin KD (n=3).  38 
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Supplementary Table 1. Clinical Characteristics of the 41 LS SCLC patients whose lymph node biopsies comprise the tissue micro-41 

array.  42 
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Supplementary Table 2. Univariate survival data for LS SCLC patients whose lymph 44 

node biopsies were subjected to the tissue microarray based analysis. Patients with a 45 

VM score >11% had significantly reduced 3 year survival compared to those with a VM 46 

score <11% (p=0.025). *Alk Phos, creatine and AST could not be assessed as too few 47 

samples were outside the range required to dichotomise. 48 
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 50 

Supplementary Table 3. Expanded analysis of the data presented in Figure 4C. Sequencing data from the 8 different samples used for 51 

Copy Number Analysis (CNA) shows that mouse DNA contribution ranges between 0.00 to 5.53%. All reads were aligned to both human and 52 

mouse genome separately. 53 
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Supplementary Table 4. Sequencing data from the 10 different samples in duplicate used for Copy Number Analysis (CNA) following 56 

FACs sorting shows that mouse DNA contribution ranges between 0.00 to 2.48%. All reads were aligned to both human and mouse 57 

genome separately. 58 
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Supplementary Table 5 List of SNVs detected in the ctDNA of the patient’s blood sample matched to that for HD-SCA analysis in 61 

Figure 7. Inclusion criteria required tumour variant allele frequency (VAF) to be greater than 0.025, for the fold difference between tumour VAF 62 

and normal VAF to be greater than 5 and for total read depth in tumour and normal samples to be greater than 200. 63 


