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PANC1 Pancreatic Cancer Cells
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Supplementary Figure S1. ICs curves for resveratrol and derivatives and their effect on cell viability (Related
to Figure 1). Viability results using MTT assay with concentrations between 0 and 200 uM were used to generate
the curves for effective compounds in (A) HCT-116 colon cancer cells and (B) PANC1 pancreatic cancer cells.
Values were normalized against values with no drug addition and plotted. n = 4-5 replicates.
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Supplementary Figure S2. Effect of resveratrol and derivatives on cell viability in 231 breast cancer cell line
(Related to Figure 1). (A) Analysis of cell viability with resveratrol and derivatives at 100 pM in MDA-MB 231
breast cancer cell line with ICso plotted for most effective compounds (concentrations between 0 and 100 uM).
Values were normalized against values with no drug addition and plotted. N = 8.



Molecules 2020 4 of 7

A
BHK cells
1 C11

120

100 ICeq = 80 uM
10 5[] l-l

3iH

Y% Growth (nomalized to growth with
no drug)
with no drug)
2

% Growth
(normalized to growth

40
= 20
= +— T
e T A A 0 50 100 150 200 250
Drug added at 100 v Concentrations (uM)
NIH 3T3 cells
Resveratrol
_ 200 * *
- 120
]
g 150 E 100
=] o =
s 55 aof\ (Cs0 =50 uM
£ 5 00l =, E - 5
S — = 2g2 60
55 (= = QW
O — = a3 40
I — = E*
5 = = £ 20 .
r = = i
— — l:.'!,...,....,....,...__."....l
A 0 50 100 150 200 250
& Drug added at 100 y Concentrations (M)
c11 C15
120 120
£ 1008 s 100
R ICgq =30 uM R _ IC5p = 125 uM
IS > EEn s0q | = E‘? 80
t28=c | £x
£E=2 o 601 ® EE 2 60
© 8 £ \ O nC “‘n.
FEE 4 ! Fax 40 — .
ES \ E®
g 2 E 0
||||¥||||_f||||| ﬂl""|""|'---|----|----|
0 ] 100 150 200 250 0 50 100 150 200 250
Concentrations (pM) Concentrations (pM)

Supplementary Figure S3. Effect of resveratrol and derivatives on cell viability in (A) BHK (Baby Hamster
Kidney) fibroblast cell line and (B) NIH 3T3 murine fibroblast cell line (Related to Figure 1). Analysis of cell
viability with resveratrol and derivatives at 100 uM in both cell lines and ICso plotted for most effective
compounds (concentrations between 0 and 200 uM). Values were normalized against values with no drug
addition and plotted. N = 8. * p-value < 0.0001; ** p-value < 0.001; “***” p-value < 0.01.
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Supplementary Figure S4. Additional NF«B activity data in cultured cells. (A) NF«B activity was determined
in SW 480 (left panel) and HCT116 (right panel) cells by a dual luciferase assay with firefly luciferase under the
control of NF«B target sequence on IL-6 promoter as in Figure 2A (B) NF«B activity assessed by binding to the
IL-6 promoter sequence DNA (AAATGTGGGATTTTCCCATGA) using the EMSA technique probe as in Figure
2D. N = 3 for each treatment and this is a second repeat of the one presented in Figure 2D. (C) Cytokine and
chemokine levels were differentially reduced with resveratrol and derivatives. Briefly, SW 480 cells were
allowed to grow in 6 well plates to 60% confluency, treated with drugs (100 uM) for 24 hrs and then stimulated

with LPS (1.5 mg/ml) for 4 hrs.

500 pl of supernatant was collected and sent to Eve technologies.

(https://www.evetechnologies.com/technology.php). N = 3-4. “*” p-value < 0.05, “**” p-value < 0.01, and “***” p-

value < 0.001. If not stated, p-value > 0.05.
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Supplementary Figure S5: (A) C9 injected Rassfla”-knockout mice showed a higher survival rate and (B) less
susceptibility to disease when given DSS in drinking water. Disease activity indices (DAI) accounted for several
parameters including piloerection, bloated gut, movement, rectal bleeding, hunching, diarrhea, and weight loss.
A numerical value of 1 to 5 was given with 5 being severe. If an animal was found dead 5 points added to
previous day DAL N > 5. (C) Crypt depth as determined by Image] analysis of crypts. Resveratrol fed animals
showed both a more intact and deeper crypt in both knockout genotypes. (D) Measurement of PCNA positive
proliferation in colonic sections. Resveratrol fed animals showed higher PCNA staining in both knockout
genotypes indicative of enhanced tissue repair and wound healing in response to DSS induced injury. IHC
staining was done using standard procedures. Percent PCNA staining was calculated using Image] software
with software add on for DAP staining. N = 8-14; * p-value < 0.05, ** p-value < 0.01, and *** p-value < 0.001. If not
stated, p-value > 0.05. (E) Table summarizing body weight and food consumption changes in non-treated, DSS
treated and Resv/Resv derivative treated animals as indicated.
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Supplementary Figure S6: Resveratrol-C10 can reduced tumor burden in a xenograft model. HCT116 colon
cancer cells were injected subcutaneously into the flanks of athymic mice and tumor formation was monitored
over 28 days. Resv-C10 was injected intraperitoneally at 0.3 mmol/kg (or 68.4 mg/kg) body weight every two
days and examined for tumor formation as in Figure 6A. Shown is the time course of tumor formation with p
value < 0.001 when compared to the control with no resveratrol-C10 (1 = 6).



