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" . poxia, a frequent effect of solid tumor groMh in head and neck cancer and in other types, serves to
- ' .rerate a cascade of molecular pathways which include angiogenesis, glycolysis, and various cel l-cycle

rtrol proteins. These cel l-salvaging mechanisms can be carr ied out rapidly by a transcript ion factor that
.:cts to hypoxic condit ions, the hypoxia-inducible factor-1 (HlF-1) t1l.

'  F-1 is a heterodimer consist ing of an o and a p subunit,  which dimerizes and binds to DNA. Whereas
'F-1p is consti tut ively present, HIF-1o is highly unstable, except under low-oxygen condit ions. Under

hypox ic  condi t ions,  the HIF-1cr  subuni t  accumulates,  and is
translocated to the nucleus. Here, upon dimerization with HIF-
1p and interaction with cofactors, such as p300/CBP, the HIF-1
complex binds to hypoxia-responsive elements (HRE) and
activates transcript ion. HIF-1q contains two transcript ional
activation domains: the N-terminal transactivation domain
(NTAD) and the C-terminal transactivation domain (CTAD) 12l.
The primary function of the CTAD is to recruit  widely employed
transcript ional coactivators p300/CBP. Under normoxic
condit ions, this interaction is blocked when an asparagine residue
(N803) within the CTAD is hydroxylated by factor inhibit ing HIF-
1 (F lH1)  t3 l .  Under  hypox ic  condi t ions,  the hydroxy la t ion is
abrogated, allowing CTAD to bind to a domain in p300/CBP that
is  known as the cyste ine/h is t id ine- r ich1 (CH1) .  A recent  s tudy

:t 'monstrated that peptide inhibitors of the HIF-1o/p300 interaction caused suppression of tumor growth
' r ' ivo [4].  Thus, preventing or terminating HIF-1s transactivation has the potential to interfere with tumor

- 'ortth.
- this work we performed docking studies with the GLIDE [5] software to evaluate selective inhibitors of

' ' lF-1o p300 interaction. HIF-lo protein (PDB code: 1 L3E) was prel iminary pre-optimizated by PROTEIN
iEPERATION WIZARD [6] of Schrodinger Inc.The p300 key amino acid residues were used as template
create a molecular database with ZINC. The more than 99000 obtained molecular structures were used
the fol lowing docking step, using the VIRTUAL SCREENINC WORKFLOW of CLIDE. This one combines

"o one job al l  the steps of screening a l ibrary using Glide-l igand preparation, f i l ter ing, and docking in
reasing accuracy, from HTVS through SP to XP.
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