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    Abstract

BIIL 284 is a new LTB4 receptor antagonist. It is a prodrug and has negligible binding to the LTB4 receptor. However, ubiquitous esterases metabolize BIIL 284 to the active metabolites BIIL 260 and BIIL 315, the glucuronidated form of BIIL 260. Both metabolites have high affinity to the LTB4 receptor on isolated human neutrophil cell membranes with Ki values of 1.7 and 1.9 nM, respectively. On vital human neutrophilic granulocytesKi was around 1 nM. BIIL 260 and BIIL 315 interact with the LTB4 receptor in a saturable, reversible, and competitive manner. BIIL 260 and its glucuronide BIIL 315 also potently inhibited LTB4-induced intracellular Ca2+ release in human neutrophils (IC50 values of 0.82 and 0.75 nM, respectively) as measured with Fura-2. High efficacy of BIIL 284 has been demonstrated in various in vivo models. BIIL 284 inhibited LTB4-induced mouse ear inflammation with ED50 = 0.008 mg/kg p.o., LTB4-induced transdermal chemotaxis in guinea pigs with ED50 = 0.03 mg/kg p.o., LTB4-induced neutropenia in various species (monkey: ED50 = 0.004 mg/kg p.o.), and LTB4-induced Mac1-expression in monkeys (ED50 = 0.05 mg/kg p.o. in Tylose). Full blockade of LTB4 receptors over 24 h was achieved by 0.3 mg/kg BIIL 284 after single oral dose as measured by LTB4-induced neutropenia or Mac1-expression in the monkey model. BIIL 284 is an unusually potent and long-acting orally active LTB4antagonist, and is therefore under clinical development as a novel anti-inflammatory principle.


Footnotes
	
Send reprint requests to: Dr. F. Birke, Abteilung Atemwegsforschung, Boehringer Ingelheim Pharma, KG D-55216 Ingelheim am Rhein, Germany. E-mail:Birke{at}ing.boehringer-ingelheim.com


	Abbreviations:	LTB4
	leukotriene B4
	PMNL
	polymorphonuclear leukocyte
	BIIL 284 BS
	carbamic acid, [[4-[[3-[[4-[1-(4-hydroxyphenyl)-1-methylethyl]phenoxy]methyl]phenyl]methoxy]phenyl]iminomethyl]-, ethyl ester
	LY 293111
	benzoic acid, 2-[3-[3-[(5-ethyl-4′-fluoro-2-hydroxy[1,1′-biphenyl]-4yl)oxy]propoxy]-2-propylphenoxy]-, monosodium
	CGS 25019 C
	benzamide, 4-[[5-[4-(aminoiminomethyl)phenoxy]pentyl]oxy]-3-methoxy-N,N-bis(1methylethyl)-, sulfate
	BIIL 260 CL
	benzenecarboximidamide, [[4-[[3-[[4-[1-(4-hydroxyphenyl)-1-methylethyl]phenoxy]methyl]phenyl]methoxy]-, monohydrochloride
	BIIL 315 ZW
	β-d-glucopyranosiduronic acid, 4-[1-[4-[[3-[[4-(aminoiminomethyl)phenoxy]methyl]phenyl]methoxy]phenyl]-1-methylethyl]phenyl
	BSA
	bovine serum albumin
	PBS
	phosphate-buffered saline
	FITC
	fluorescein isothiocyanate
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