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	Overview	of	AHS	
An#convulsant	Hypersensi#vity	Syndrome	is	a	rare,	drug	induced,	
mul#organ	syndrome	characterized	by	fever,	rash,	eosinophilia,	and	other	
mul#organ	abnormali#es.1	This	syndrome	is	most	commonly	associated	
with	aroma#c	an#epilep#c	drugs	such	as	phenytoin,	phenobarbital,	and	
carbamazepine.2	

Case	Report	
Chief	Complaint	
Pruri#c	Rash		
	
History	of	Present	Illness	
81	year-old	female	presented	with	pruri#c	rash	onset	2	weeks	ago.	The	rash	
spread	from	neck	distally	(Figure	1	and	Figure	2).		She	was	treated	at	Urgent	
Care	3	days	prior	to	arrival	who	suggested	hyperglycemia	was	the	e#ology	of	
her	rash,	and	increased	her	dose	of	MePormin.	Her	rash	acutely	worsened	
aQer	the	dose	increase.		
	
Past	Medical	History		
Type	2	Diabetes	Mellitus		
	
Past	Surgical	History		
Cranial	tumor	resec#on	in	1993	
	
Home	Medica?ons		
MePormin	500mg	PO	QD		
Phenytoin	100mg	PO	TID		
	
Physical	Exam		
Vitals:	184/93,	HR	124	bpm,	T	36.8C,	RR	18,	O2	sat	99%	on	room	air.		
Skin:	Diffuse,	pruri#c,	confluent,	maculopapular	rash	with	leather-like	texture	
changes	involving	the	en#re	body	including	palms	and	soles.	No	mucosal	
involvement.	Nega#ve	Nikolsky	sign.	

Pathology	confirmed	this	pa#ent’s	rash	was	due	to	an#convulsant	
hypersensi#vity	syndrome.	A	rare	finding	with	a	prevalence	of	1	in	1,000	to	
10,000	exposures.3	This	syndrome	usually	occurs	1-4	weeks	aQer	exposure	to	
one	of	the	aforemen#oned	aroma#c	an#epilep#c	drugs.4	What	makes	our	case	
so	unique	is	the	26	year	latent	period	between	administra#on	and	reac#on.	It	is	
hypothesized	this	disorder	is	related	to	an	autosomal	dominant	deficiency	of	
epoxide	hydrolase.5	Aroma#c	an#convulsants,	such	as	phenytoin,	are	
metabolized	by	the	P450	system.3	This	can	yield	a	toxic	intermediate,	which	can	
result	in	cellular	apoptosis	or	muta#ons	-	leading	to	an	immunologic	response.	
One	possible	explana#on	is	as	our	pa#ent	aged,	her	ability	to	metabolize	
Phenytoin	decreased,	leading	to	a	buildup	of	the	toxic	arene	oxide	intermediate.	
Phenytoin	has	been	shown	to	have	decreased	hepa#c	clearance	in	aging	adults.7	
This	highlights	the	need	for	con#nued	awareness	of	poten#al	need	for	
an#epilep#c	dose	monitoring	in	the	elderly.	
	

Due	to	the	acute	decompensa#on	of	pa#ent's	condi#on	and	skin	condi#on	with	
unknown	e#ology,	pa#ent	was	admifed	for	con#nued	observa#on	in	stable	
condi#on.	Two	punch	biopsies	were	performed,	one	from	her	leQ	deltoid	and	
another	from	her	right	thigh	for	confirma#on	of	suspected	drug-induced	skin	
changes.	These	were	interpreted	by	Pathology	as	“The	perivascular	lymphocy#c	
infiltrate	and	inflammatory	changes	are	sugges#ve	of	an	erythema	mul#forme-
like	erup#on/Stevens	Johnson	syndrome.		There	is	a	long-term	history	of	the	
pa#ent	taking	Dilan#n.	The	findings	are	consistent	with	Dilan#n	hypersensi#vity	
syndrome.	Shared	decision	making	resulted	in	pa#ent	discon#nuing	all	
prescribed	medica#ons.	She	was	empirically	treated	for	a	drug	induced	
hypersensi#vity	reac#on	with	60mg	of	Prednisone	daily	and	discharged	in	stable	
condi#on	with	close	outpa#ent	follow-up	

Figure	4:	Normal	skin	biopsy.	 	 	Figures	5,	and	6:	Pa1ent’s	skin	biopsy	showing	Drug	Induced	Hypersensi1vity	Reac1on.		
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Proposed	mechanism	of	ac#on	of	aroma#c	an#convulsant	metabolism	and	
produc#on	of	toxic	arene	oxide	metabolites.6	Individuals	suscep#ble	to	
an#convulsant	hypersensi#vity	syndrome	may	have	decreased	levels	of	epoxide	
hydrolase,	the	enzyme	required	for	detoxifica#on.3	Modified	from	Knowles	et	
al.	

Admission	

• Admifed	to	general	medical	floor	in	stable	condi#on	
• All	home	medica#ons	held	

Day	1	

• 1mg/kg	prednisone	PO	ini#ated	
• Punch	biopsy	obtained	of	right	thigh	

Day	2	

• Addi#onal	punch	biopsy	of	right	deltoid	obtained	
• Rash	25%	improved	

Hospital	
Follow	Up	
(Day	4)	

• Pathology	report	reviewed	confirming	AHS	
• Pathology	reports	confirmed	An#convulsant	Hypersensi#vity	
Syndrome	

Hospital	Course	Timeline	

Laboratory	Studies	

Figure	3:	Outpa1ent	clinic	follow	up	appointment;	Day	4	

Mechanism	of	Ac?on	

Figures	1	and	2:	Maculopapular	rash	with	desquama1on;	Day	1	

WBC 	8.2 	ESR 	13	(L) 	Urine	Clean	Catch 		
RBC 	4.53 	CRP	 	4.97	(H) 	Urine	Color 	Yellow	
Hgb 	14.2 	Na 	135 	Urine	pH 	6.0	
Hct 	42.2 	K 	4.1 	Spec	Gravity 	1.010	
MCV 	93.2 	Cl 	97	(L) 	Ur	Protein 	NEGATIVE	
MCH 	31.3 	Bicarb 	25 	Ur	Glucose 	NEGATIVE	
MCHC 	33.6 	AG 	13 	Ur	Ketones 	NEGATIVE	
RDW 	11.2 	BUN 	13 	Ur	Blood 	NEGATIVE	
Plt 	197. 	Cr 	0.73 	Ur	Nitrite 	NEGATIVE	
MPV 	7.1	(L) 	GFR 	76 	Ur	Bili 	NEGATIVE	
Neut	% 	77.0 	Glucose 	125	(H) 	Ur	Urobili 	NEGATIVE	
Lymph	% 	15.0 	Ca 	9.4 	Ur	Leuk	Est 	TRACE	(H)	
Mono	% 	6.0 	T	Bili 	0.5 	Ur	RBC 	NONE	SEEN	
Eos	%	 	2.0 	AST 	20 	Ur	WBC 	0-2	
Baso	% 	0.0 	ALT 	22 	Ur	Squa	Ep 	0-2	
Neut	# 	6.3 	Alk	Phos 	128 	Ur	Bacteria 	RARE	
Lymph	# 	1.2 	Total	Protein 	7.0 	Ur	Cx 	Mixed	Flora	
Mono	# 	0.5 	Albumin 	3.9 	Blood	Cx	x2 	NEGATIVE	
Eos	# 	0.2 	PT 	14.2	
Baso	# 	0.0 	INR 	1.1	


