Supplementary Figure Legends

[bookmark: _GoBack]Supplementary Figure S1. In vivo tumor killing efficacy of AdVince. Subcutaneous BON xenograft tumors were established on NMRI-nude mice (female, 5 weeks old) by injection of 5×106 cells into the right hind flank. The mice (10 per group) were treated with control virus Ad5PTD(GFP) or laboratory grade AdVince (1×109 evg/injection) at day 9, 16 and 21 after tumor cell implantation (indicated by arrows in the figures). Tumor growth was monitored by caliper measurements. A) Tumor volume of individual mouse is presented. The tumor volume was calculated as volume=length×width2×π/6. Mice were euthanized when tumor volume was ≥1000 mm3 or if the tumors were ulcerated and wounded. (B) A Kaplan-Meier curve shows the survival data and logrank test is used for comparison (**P<0.01; n=10). C-E) Representative images show adenovirus E1A (green) and hexon (red) protein staining in tumor treated with control virus Ad5PTD(GFP) (C) and laboratory grade AdVince (D and E). The regional Animal Ethics Committee (N170/13) has approved the animal studies. Mice were treated according to guidelines.


Supplementary Figure S2. Transduction efficiency of native and PTD-modified Ad5 on freshly isolated carcinoids and hepatocytes in the presence of coagulation factor X (FX). Carcinoid (M6 and M8) cells in suspension and hepatocytes (H1 and H2) as monolayer cultures were transduced with Ad5(GFP) or Ad5PTD(GFP) at MOI of 100 evg per cell in the presence or absence of physiological level of FX (8 μg/mL). GFP expression was analyzed by flow cytometry 48 hours after transduction and presented as histograms.


Supplementary Figure S3. EC50 of AdVince on carcinoids and hepatocytes. The cell lytic activity of AdVince was measured by MTS assay as presented in Figure 2 and Figure 3. Data from different donors were pooled and fitted in a non-linear regression curve. It is generated based on dose-normalized response model with various slope using formula Y=100/(1+10(LogEC50-X)*HillSlope)). The EC50 of AdVince was 0.49 on carcinoids and 35.66 on hepatocytes, which mean a difference of about 73-fold.


Supplementary Figure S4. Adherance of Ad5(GFP) and Ad5PTD(GFP) to human blood cells. FITC-labeled non-replicating adenovirus serotype 5 (Ad5) and Ad5 with PTD modification in the hexon hypervariable region were mixed with freshly drawn human blood from two donors and incubated in the blood loop system for 15 minutes or 6 hours before analysis. A) The white blood cells were stained with fluorescently labeled monoclonal antibodies to detect T cells (CD3+), B cells (CD19+), NK cells (CD56+), monocytes (CD14+), granulocytes (CD11b+). Cells were analyzed by flow cytometry after lysis of erythrocytes and subsequent washing. Histogram is presented to indicate cell association of FITC-labeled AdVince with different cell types. B) The same cells as in panel A were also analyzed using FlowSight, wherein each cell was imaged in both bright field and fluorescent microscopy channels. Representative images from each cell type associated with FITC-labeled Ad5(GFP) and Ad5PTD(GFP) are presented. Antibodies against CD3 or CD14 were conjugated with pacific blue; antibodies against CD11b, CD19 and CD56 were conjugated with APC.


Supplementary Figure S5. Ad5PTD(GFP) can be neutralized to the same extend as Ad5(GFP) in human blood. Ad5(GFP) or Ad5PTD(GFP) was incubated with freshly drawn human blood or plain medium in the blood loop system for 15 minutes or 6 hours before analysis. The blood was then serial diluted and incubated with monolayer 911 cells for 24 hours. Percentage of GFP-expression 911 cells at each dilution is presented. GFP-expression implies that infectious viral particle remains in the blood. Blood from 8 donors were analyzed and designated D1-D8.
