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Description

TMS is a selective inhibitor of CYP1B1 activity.

IC50 & Target

CYP1B1

In Vitro

TMS, an analogue of resveratrol, is considered to be a potential cancer preventive agent since it is a potent
inhibitor of CYP1B1. To assess survival of MCF-7 cells exposed to 1 uM benzo[a]pyrene (BP), 1 uM BP+1
UM TMS and 1 pM BP+4 pM TMS, cells ae incubated for up to 72 h without a media change.
Luminescence units from exposed cells, expressed as a percentage of luminescence units from solvent
(DMSO)-treated cells at the same time intervals. In all exposure groups, cell viability remains >90% for the

first 24 h, but by 72 h, cell survival drops to 60-70%[1].

In Vivo

To determine the contribution of CYP1B1 in development of hypertension in spontaneously hypertensive
rats (SHR), the effect of TMS is examined on in SHR and WKY rats. Systolic BP steadily increases in SHR
from 4 weeks of age. Starting from 8 weeks of age, daily injections of TMS reduce systolic BP in SHR to
levels observed at the beginning of the experiment (207+7 vs. 12942 mmHg). Systolic BP is not altered in

WKY injected with TMS or its vehicle (12947 vs. 127+4 mmHg) [1].

Solvent&Solubility

In Vitro:
DMSO : 2 50 mg/mL (166.47 mM)
H,0 : < 0.1 mg/mL (insoluble)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 3.3294 mL 16.6472 mL 33.2945 mL
Stock Solutions 5 mM 0.6659 mL 3.3294 mL 6.6589 mL
10 mM 0.3329 mL 1.6647 mL 3.3294 mL
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In Vivo:
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VISR I IR ]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (8.32 mM); Clear solution

M7 AR 2 2.5 mg/mL (8.32 mM, TAIEEARA) IS HETR .

B mL AR50, B 100 pL 25.0 mg/mL (3% DMSO it #-nE] 400 uL PEG300 1, JEA %)
[l BB ARSI 50 L Tween-80, REIS); SAR4kERIMA 450 L AEFEAKERZE 1 mL.
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2K F IR INEE AR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (8.32 mM); Clear solution

ET7 S AERAS 2 2.5 mg/mL (8.32 mM, HERIFEASN) MIEEEI, MTT SRANE TSR A HTE A A LR
SEH.

L1 mL TAER 6], B 100 uL 25.0 mg/mL 354 DMSO fi§ &% 900 L Fkieh, REe#4.
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Cell viability is determined using the Cell Titer Glo Luminescent Cell Viability Assay. In brief, MCF-7
cells are seeded in 12-well plates (75 000 cells per well) in triplicate. Attached cells are exposed to 1
uM BP in the presence of 0, 1 or 4 uM TMS. At 4, 12, 24 or 72 h, RIPA Lysis Buffer (1x) is added to
Cell Assay lyse the cells. A diluted sample of homogeneous cell lysate is transferred in duplicate to a 96-well
plate and combined with an equivalent volume of Cell Titer Glo Luminescence. Luminescence
measure using the Tropix 717 Microplate Luminometer. To examine viability of cells exposed to BP
alone, the 72-h treatment is repeated twice, and for each experiment cells are assayed in triplicate.

The values are expressed as % of the DMSO-alone solvent control[1].

Mice[1]

36 three-weeks-old male spontaneously hypertensive rats (SHR) and 36 age-matched WKY are
used throughout this research. Each strain of rats is split into two groups; one group is injected daily
Animal Administration | with TMS (600 pg/kg) and the other with vehicle (DMSO; 100 pL) beginning at 8 weeks of age.
Systolic BP and mean arterial pressure (MAP) are measured twice a week from 4 weeks of age; a

noninvasive tail cuff method is used[1].
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