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smooth	muscle	contraction	of	bronchi	and	GIT,	and	eosinophilic	chemotaxis	that	promotes	allergic	immune	response,	9.10,11,	Ultimately,	diphenhydramine	works	as	an	inverse	agonist	in	H1	receptors,	and	later	reverses	the	effects	of	histamine	on	capillaries,	reducing	allergic	reaction	symptoms	9,10,11,17,5.	In	addition,	since	diphenhydramine	is	a
first-generation	antihistamine,	it	easily	crosses	the	blood-brain	barrier	and	inversely	agonizes	H1	CNS	receptors,	leading	to	drowsiness	and	suppressing	the	medulular	cough	center	9,10,11,17,5.	In	addition,	H1	receptors	are	similar	to	muscarinic	receptors	9,10,11,17,5.	Diphenhydramine	also	acts	as	antimuscarinic	9,10,11,17,5.	It	makes	it	behave	as
a	competitive	antagonist	of	muscarinic	acetylcholine	receptors,	resulting	in	its	use	as	antiparkinson	medication	9,10,11,17,5.	Finally,	diphenhydramine	has	also	shown	the	activity	as	an	intracellular	blocker	of	sodium	channels,	which	has	resulted	in	possible	local	anesthetic	properties	9.	AbsorptionLadiphenhydrine	is	absorbed	quickly	after	oral
administration	with	the	maximum	activity	that	occurs	in	about	an	hour	6.13.	Oral	bioavailability	of	diphenhydramine	has	been	documented	in	the	range	of	40%	to	60%,	and	the	maximum	concentration	of	plasma	occurs	approximately	2	to	3	hours	after	administration	6,13.	Distribution	volumeDiphenhydramine	is	widely	distributed	throughout	the	body,
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Diphenhydramine	undergoes	rapid	and	extensive	first-pass	metabolism	18,13,8.	In	particular,	two	successive	N-demethylations	occur	wherein	diphenhydramine	is	demethylated	to	N-desmethyldiphenhydramine	(the	N-desmethyl	metabolite)	and	then	this	metabolite	is	itself	demethylated	to	N,N-didesmethyldiphenhydramine	(the	N,N-didesmethyl
metabolite)	18,8.	Subsequently,	acetyl	metabolites	like	N-acetyl-N-desmethyldiphenhydramine	are	generated	via	the	amine	moiety	of	the	N,N-didesmethyl	metabolite	8.	Additionally,	the	N,N-didesmethyl	metabolite	also	undergoes	some	oxidation	to	generate	the	diphenylmethoxyacetic	acid	metabolite	as	well	18,13,8.	The	remaining	percentage	of	a
dose	of	administered	diphenhydramine	is	excreted	unchanged	18,13,8.	The	metabolites	are	further	conjugated	with	glycine	and	glutamine	and	excreted	in	urine	13.	Moreover,	studies	have	determined	that	a	variety	of	cytochrome	P450	isoenzymes	are	involved	in	the	N-demethylation	that	characterizes	the	primary	metabolic	pathway	of
diphenhydramine,	including	CYP2D6,	CYP1A2,	CYP2C9,	and	CYP2C19	7.	In	particular,	CYP2D6	demonstrates	higher	affinity	catalysis	with	the	diphenhydramine	substrate	than	the	other	isoenzymes	identified	7.	Consequently,	inducers	or	inhibitors	of	these	such	CYP	enzymes	may	potentially	affect	the	serum	concentration	and	incidence	and/or
severity	of	adverse	effects	associated	with	exposure	to	diphenhydramine	7.	Hover	over	products	below	to	view	reaction	partnersRoute	of	eliminationThe	metabolites	of	diphenhydramine	are	conjugated	with	glycine	and	glutamine	and	excreted	in	urine	12,13.	Only	about	1%	of	a	single	dose	is	excreted	unchanged	in	urine	12,13.	The	medication	is
ultimately	eliminated	by	the	kidneys	slowly,	mainly	as	inactive	metabolites	12,13.	Half-lifeThe	elimination	half-life	ranges	from	2.4-9.3	hours	in	healthy	adults	18,13.	The	terminal	elimination	half-life	is	prolonged	in	liver	cirrhosis	13.	A	yb	dednetxe	eb	dluohs	lavretni	Eht	,eruliaf	laner	ereves	otredom	Taht	tseggus	utilaf	laner	of
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