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Kowalentni [&Eiva jsou [atky schopné twofit everzibilni neba ireverzibiln kovalentn i vazbu s makromaol ebulimim cilem v ongani-
smiw. Mavzdory riziku netidoudch reakcl organismu sa design takowych [Stek stal trendem poslednich dwou desetiletl, ¥ Elanku
jsou shmuta lé¢hva plsobld kovalentnim mechanismem z riznych indikaénich skupin a eventuilng doplnéna odkazem na
krystalografideou strukturu v databizi Protein Data Bank. Déle jsou diskutovény whody | nevjhody pouiti kovalentnich [&&iw.
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Covalent drugs

Covalent drugs are substances capable of forming a reversible or an irreversible covalent bond with a maoomalecular tar-
get in the body. Despite the risk of adverse reactions in the organism, the design of such agents has become a trend ower
the last two decades. Drugs acting by covalent mechanisms from different indication groups are summarized in this article
and possibly supported with a reference to the crystallegraphic structure in the Protein Data Bank. The advantages and the
disadvantages of using covalent drugs are also discussed.
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Uvod kého hlediska ve dwou krecich. Prenim Je rychlé wytvoienl neko-

V&tiina dosavadnich snzh o ndezenl novech 188y se zam&foyala
na Houdeniny wyteatelid nekowvalenini, reverzibini intzrakos = makmo-
mdekuldrnimi dll v argantsmu, wEtiirou protelmy. Tento plistup neolzl
nékallk wihod: bera v dvabu relativnl rechlost discoace komplem
|&dvo-protein 2 déle resynitézu profeinu. Tente kasidegy design 4 e
primérné zalodan na optimalzac nekovalenimich interakd (1] za déelem
zlzpien Wéinrostl afnebo selekiity, oy se zabrdnilo Jakékall nesps-
ciicke akiiving neb-o vazbé mimo cll aral off-taroet activicgbinding)
Practo sa cdhaduje, fe kafds é8vo poudvanéy Hinkcke prad ineraguje
s piibling festl dli. Snaha wyhmout 22 vazbié mimo makromolekulami
cll omazye ve vieo]l perspekiivni Latky nesouc reaktivnl chemickou
funkéri skhupinu z ddwadurizika munologlckfch nebo histolagickych
faktord. Bahem poslednich dvou dasetiat] ovtam dotlo krenesancl

a schvdleni mincha kovadantnich Inhibltond [ako famakotarapeutik

valentniha komplexu {napf. enzym-inhikiory a drubym krokem |e
wanik keowaleninl vazby mezl [ECivem a makrzmaolzkuldmim cllem
{2br. 10. V¥ zdvislost! na typu kovalentnl Interakos se Inhikblce mife
pohybovat od reverzibilni ik, = 0] po zcela Iraverziblinl k, = 0, kdy
obnowenl aktlvity Clle vytaduje blosyntdzu nowé makromolekuly,
napf enzymu {2, 4, 5, &).

Ob. 1. Schéma kovalantniinfibice
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