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Description

EBE-A22 is a derivative of PD 153035 which can inhibit ErbB-1-phosphorylation, whereas EBE-A22 is
inactive. IC50 value: Target: The brominated anilinoquinazoline derivative PD153035 exhibits a very high
affinity and selectivity for the epidermal growth factor receptor tyrosine kinase (EGF-R TK) and shows a
remarkable cytotoxicity against several types of tumor cell lines. In contrast, its N-methyl derivative,
designated EBE-A22, has no effect on EGF-R TK but maintains a high cytotoxic profile. The present study
was performed to explore the possibility that PD153035 and its N-methyl analogue might interact with
double-stranded DNA, which is a primary target for many conventional antitumor agents. We studied the
strength and mode of binding to DNA of PD153035 and EBE-A22 by means of absorption, fluorescence,
and circular and linear dichroism as well as by a relaxation assay using human DNA topoisomerases. The
results of various optical and gel electrophoresis techniques converge to show that both drugs bind to DNA
and behave as typical intercalating agents. In particular, EBE-A22 unwinds supercoiled plasmid, stabilizes
duplex DNA against heat denaturation, and produces negative CD and ELD signals, as expected for an
intercalating agent. Extensive DNase | footprinting experiments performed with a large range of DNA
substrates show that EBE-A22, but not PD153035, interacts preferentially with GC-rich sequences and
discriminates against homooligomeric runs of A and T which are often cut more readily by the enzyme in

the presence of the drug compared to the control.

Solvent&Solubility

In Vitro:
DMSO : 50 mg/mL (133.61 mM; Need ultrasonic)

H,0 : < 0.1 mg/mL (insoluble)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.6722 mL 13.3608 mL 26.7215 mL
Stock Solutions 5 mM 0.5344 mL 2.6722 mL 5.3443 mL
10 mM 0.2672 mL 1.3361 mL 2.6722 mL
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1B IIEAER:  10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (6.68 mM); Clear solution
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L1 mL TAEMCAH, B 100 pl 25.0 mg/ml [93%% DMSO &%) 400 uL PEG300 Hi, 8 &40
FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

23K P IR IR AR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (6.68 mM); Clear solution

W7 EATERAS 2 2.5 mg/mL (6.68 mM, MIFIREARN) AOMEVA TR, 7 SEANE TS0 i IAE A ARG
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L1 mL TAER 6], B 100 pL 25.0 mg/mL [3#5% DMSO f§ &% 900 L Fkieh, REe#4.
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