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Hangi Molekuller?

= Molekul Agirligr ~300 Da
= H-bag donoru (HBD) <3
= H-bag akseptoru (HBA) <3
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Congreve, M. et al. Drug Discov.Today 2003,8, 876-877




Fragnomiks: Fragmana Dayali ila¢c Tasarimi

= Bu yontem kisman basit ve kuguk molekuller igin uygulanir.

Afinite arastirmasi




Konvensiyonel (HTS) & Fragmana Dayali lla¢c Tasarimi
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Erlanson, D.A, Hansen, K.S. Curr Opin Chem Biol. 2004, 8,399-406. 10 Ligands



Fragmana Dayali lla¢ Tasarim Uygulamalar

Metalloproteinaz Inhibitorleri
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Haiduk, P.J. et al. JACS. 1997,119, 5818-5827
Puerta, D.T, Lewis J.A. JACS. 2004, 126, 8389



Hedef Tabanli Tasarim Urin(

* Merck calisanlari ACS’den
“Yaratici Tasarim” odulunt

Indinavir CRIXIVAN® almislardr.
AIDS de kullanilir Chem. Eng. News, 1999, Jan. 11
(HIV-1 Proteaz Inhibitor(i)

Merck llag Firmasi

« X-1ginlari kristalografisi
* Molekuler Mekanik Hesaplamalari
 Hedef Tabanl Tasarim

Dorsey, B. D. et al. J. Med. Chem. 1994, 37, 3443-3451; Holloway, M. K. et al. In Computer-Aided
Molecular Design, Reynolds, C. H. et al., Eds. ACS Symp. Series 589, 1995, 36-50.



Hedef Tabanh Tasarim Urlnd

Dorzolamide TRUSOPT®
Glaucoma tedavisi
(Karbonik anhidraz inhibitor()

Merck llag Firmasi

« Ab initio hesaplamalari
 Hedef Tabanli Tasarim

Greer, J. et al. J. Med. Chem. 1994, 37, 1035-1054; J. Med. Chem. 1989, 32,
2510



llac piyasasina verildikten sonra geri ¢ekilen ilaglar

« Mibefradil (Posicor)
« Kalsiyum kanal blokoru

« Hoffmann LaRoche
tarafindan

* Piyasaya giris:Mayis 1997

* Piyasadan cekilis: Haziran
1998

 Nedeni: llag-ilag
etkilesmeleri (p450 3A4 nin
inhibisyonu)

* Markette kalis suresi: 11 ay
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