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Metabolic or Ischemic Stroke in Succinic Semi‑aldehyde 
Dehydrogenase Deficiency Due to the Homozygous Variant c. 

1343 + 1_1343 + 3delGTAinsTT in ALDH5A1
With	 interest	 we	 read	 the	 article	 by	Yoganathan	 et al.	
about	a	15	months‑old	 female	with	succinic	semi‑aldehyde	
dehydrogenase	 deficiency	 (SSAHD),	 manifesting	 with	
developmental	delay	and	language	deficits,	who	experienced	an	
acute‑onset	right	hemiparesis	due	to	a	“metabolic	stroke”	with	
MRI	 hyperintensity	 on	 diffusion‑weighted	 imaging	 (DWI)	
and	 hypointensity	 on	 corresponding	 apparent	 diffusion	
coefficient	 (ADC)	maps.[1]	The	 lesion	was	 interpreted	 as	
“stroke‑mimic”	as	it	had	disappeared	on	follow‑up	MRI.	We	
have	the	following	comments	and	concerns.

It	 remains	 unclear	what	 the	 authors	mean	with	 “metabolic	
stroke.”[1]	 Do	 they	mean	 an	 ischemic	 stroke	 in	 a	 patient	
with	 a	metabolic	 disorder	 or	 do	 they	mean	 a	 stroke‑like	
episode	(SLE)?	as	frequently	seen	in	various	mitochondrial	
disorders	(MIDs).[2]	Differentiation	between	these	entities	is	
crucial	as	treatment	and	outcome	vary	considerably	between	
the	two.	According	to	the	MRI	images	provided	in	Figure	1,	
the	lesion	looks	as	ischemic	why	it	is	curious	that	the	authors	
classify	the	event	as	“stroke‑mimic.”	Hyperintensity	on	DWI	
and	corresponding	hypointensity	on	ADC	suggests	cytotoxic	
edema	and	thus	ischemic	stroke.	We	should	know	after	which	
interval	the	lesion	completely	disappeared	and	if	any	dynamic	
changes	were	observed	until	disappearance.

Treatment	 of	 ischemic	 stroke	 is	well	 established,	whereas	
the	 treatment	 of	 an	SLE	 is	 under	 debate.[2‑4]	Depending	on	
the	pathophysiological	hypothesis	some	experts	recommend	

the	 application	 of	 antiepileptic	 drugs	 (AEDs)	 irrespective	
if	 patients	 present	with	 clinical	 seizures	 or	 epileptiform	
discharges	 on	 electroencephalography	 (EEG),[3]	whereas,	
propose	 the	 application	 of	 L‑arginine,	 antioxidants,	 or	
steroids.[2,4]	We	should	know	which	treatment	the	index	patient	
received	and	if	the	treatment	was	effective	or	not.

Though	 the	 patient	 did	 not	 present	with	 clinical	 seizures	
and	 though	 the	EEG	was	 normal,	 vigabatrin	was	 given.[1]	
Since	the	effectivity	of	vigabatrin	for	seizures	in	SSAHD	is	
questionable	and	since	the	patient	never	exhibited	seizures,	
the	authors	 should	explain	upon	which	 rationale	vigabatrin	
was	 applied.	 If	 the	 rationale	was	 blocking	 off	 the	GABA	
breakdown,	 as	 has	 been	previously	 proposed,[5]	 this	 should	
explicitly	be	mentioned	in	the	discussion.	Missing	in	the	report	
is	a	discussion	of	whether	the	mild	clinical	improvement	was	
attributed	 to	 vigabatrin	 or	was	 interpreted	 as	 spontaneous	
recovery	from	the	metabolic	defect.

It	 is	 reported	 that	 the	 patient	 had	 hyporeflexia	 but	 that	
nerve	 conduction	 studies	were	 normal.[1]	We	 should	 know	
if	 the	patient	also	presented	with	muscle	weakness,	muscle	
wasting,	 elevated	 creatine‑kinase	 (CK),	 and	myogenic	
electromyography	 (EMG),	 and	 if	 the	 authors	 considered	
myopathy	as	the	cause	of	hyporeflexia.

Missing	in	the	report	is	a	presentation	of	the	vascular	risk	factors.	
We	should	know	if	the	individual	or	family	history	was	positive	
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for	 arterial	hypertension,	hyperlipidemia,	diabetes,	or	 atrial	
fibrillation.	It	should	be	reported	if	long‑term	ECG	recording	
was	carried	out	to	exclude	paroxysmal	atrial	fibrillation.	We	
should	know	the	results	of	the	echocardiographic	examination.

Imaging	 studies	 should	 be	 revised	 for	 cerebellar	 atrophy	
since	it	has	been	described	as	a	cerebral	manifestation	of	the	
disease.[6]

Overall,	this	interesting	case	report	has	a	number	of	limitations	
and	 shortcomings	which	 need	 to	 be	 solved	 before	 final	
conclusions	 can	 be	 drawn.	Confirmation	 of	 the	 stroke	 as	
“metabolic”	 is	 required,	 treatment	options	 for	SLEs	should	
be	discussed,	 the	 rationale	 for	 the	application	of	vigabatrin	
should	be	more	extensively	debated,	and	myopathy	should	be	
considered	as	the	cause	of	hyporeflexia.
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Ischemic Stroke Associated with Chronic Xylometazoline Nasal 
Spray Misuse: A Rare Avoidable Adverse Event

Sir,
A	54‑year‑old	male	presented	with	acute	onset	vertigo,	with	
imbalance,	with	 swaying	 towards	 the	 side	with	dysarthria,	
dysphonia,	and	dysphagia.	On	examination,	he	had	decreased	
pain	 and	 temperature	 sensations	 in	 right	 upper	 and	 lower	
limbs,	 loss	of	 pain,	 and	 temperature	 sensations	on	 the	 left	
side	 of	 the	 face,	 truncal	 ataxia	with	 swaying	 towards	 left,	
left‑sided	 cerebellar	 signs	 and	 left	 Horner’	 syndrome.	
He	 did	 not	 have	 any	 conventional	 stroke	 risk	 factors	 like	
hypertension,	 diabetes	mellitus,	 dyslipidemia,	 tobacco	
or	 alcohol	 use,	 or	 positive	 family	 history.	His	magnetic	
resonance	 imaging	 (MRI)	 of	 the	 brain	was	 suggestive	 of	
acute	left	lateral	medullary	infarct	with	left	vertebral	artery	
stenosis	[see	Figures	1	and	2].	His	blood	pressure	at	admission	
and	through	the	course,	hemogram,	liver	function	test,	renal	
function	 test,	 glucose,	 lipid	 profile,	 electrocardiogram,	 2D	
echocardiogram,	and	neck	vessel	angiography	were	normal.	
He	was	 also	 screened	 for	 vasculitis	 and	 hypercoagulable	
states	 [erythrocyte	 sedimentation	 rate	 (ESR),	 C‑reactive	
protein	 (CRP),	 lupus	 anticoagulant,	 antiphospholipid	

syndrome,	 antineutrophilic	 antibodies	 (ANA),	 factor	V	
Leiden,	 antithrombin	 III,	 prothrombin	mutation,	 level	 of	
protein	C	and	S,	level	of	homocysteine,	thyroid‑stimulating	
hormone	(TSH)]	but	all	reports	were	negative.	On	reanalyzing	
history,	 the	 patient	 had	 a	 habit	 of	 using	 xylometazoline	
(1	mg/ml)	nasal	spray	3–4	times	a	day	for	the	last	5–6	years.	
It	was	prescribed	to	him	before	many	years	by	a	physician	
for	 an	 upper	 respiratory	 tract	 infection,	 but	 since	 then	 he	
had	continued	 to	use	 it	continuously	by	purchasing	 it	over	
the	 counter	 from	 local	 pharmacies.	Thus,	 xylometazoline	
was	considered	to	be	the	etiological	factor	for	 the	cerebral	
vasospasm	induced	ischemic	stroke	in	this	case.	The	patient	
was	advised	to	stop	xylometazoline	spray	immediately	and	
was	treated	with	aspirin,	clopidogrel,	and	statin	for	secondary	
prevention.

Ischemic	 stroke	 due	 to	 sympathomimetic	 drugs	 is	 a	 silent	
hidden	 healthcare	 problem.	 Though	 this	 association	 is	
relatively	rare	in	the	community,	this	association	of	stroke	and	
sympathomimetic	drug	use	is	increasingly	being	described.[1,2]	
Common	 sympathomimetic	 drugs	 like	 pseudoephedrine,	
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