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We	 read	with	 great	 interest	 in	 the	manuscript	 by	Hussain	
et al.[1]	about	clinical	profile	of	Huntington’s	disease	(HD)	in	
India,	and	we	would	like	to	contribute	with	a	still	unpublished	
data,	of	an	ongoing	study	of	a	Brazilian	cohort,	with	very	
similar	founds.

We	 evaluated	 36	 patients	with	 a	 genetic	 diagnosis	 of	HD	
in	a	 tertiary	hospital	 in	southern	Brazil,	with	 the	objective	
of	assessing	 the	symptoms	of	HD	at	 the	onset.	Among	the	
total	 number	 of	 patients	 evaluated,	 52.77%	were	male,	
and	the	age	of	onset	ranged	from	21	to	76,	with	a	mean	of	
44.99	±	9.96	years	old.	Also,	out	of	the	total,	25	patients	had	
chorea	 as	 the	 initial	 presentation,	 two	 presented	 as	 ataxia,	
one	had	Parkinsonism,	two	had	tics,	one	had	dystonia,	three	
had	 psychiatric	 or	 behavioral	 changes,	 and	 two	 cognitive	
symptoms	[Table	1].

In	our	study,	the	paternal	transmission	was	also	commoner,	
especially	in	the	non‑choreic	group,	but	the	rate	of	de novo	
mutation	was	low,	with	only	two	patients.

The	genetic	expansion	cytosine‑adenine‑guanine	(CAG)	
ranged	 from	 29	 to	 56	 (mean	 42.92	 ±	 4.26).	These	 data	
bring	us	another	interesting	finding,	a	29	CAG	expansion	
length	patient.	But,	different	from	your	article,	this	patient	
was	 not	 excluded,	 since	 there	 is	 growing	 evidence	 of	
patients	with	less	than	35	CAG	repeats	presenting	a	classic	
phenotype	of	HD.[2‑5]	For	this	reason,	we	understand	that	
an	update	of	 the	current	guidelines	for	HD	testing	is	on	
the	way.

Also,	 a	 difference	 between	 our	 studies	was	 that	we	 only	
included	patients	older	than	20	years,	aiming	not	to	include	
patients	with	Juvenile	Huntington’s	disease	(JHD)	phenotype,	
and	try	to	reduce	possible	biases	by	analyzing	phenotypes	of	
a	group	in	which	it	 is	known	to	have	a	higher	incidence	of	
atypical	presentations.

Since	 the	 motor	 impairment	 and	 the	 cognitive	 and	
psychiatric	changes	are	subtle,	it	is	often	difficult	to	state	
the	exact	point	at	which	the	disease	starts	its	development.	
Still,	it	is	very	hard	to	correlate	cognitive	and	psychiatric	
features	 to	HD,	 but	 as	Movement Disorder Society Task 

Force has	described,	nonmotor	signs	should	be	considered	
in	the	manifest	HD	diagnosis	criteria,	in	addition	to	motor	
features.[6]

Both	the	rate	in	this	study	and	the	rate	reported	by	Hussain	
et al.	of	nonmotor	presentation	of	HD	are	higher	than	have	
been	reported	by	literature,	but,	however,	there	are	few	studies	
whose	reported	data	are	similar	to	these.[7,8]	Most	studies	were	
focused	on	motor	symptoms,	even	choreic	or	non‑choreic.	In	
this	 study,	 non‑choreic	 presentations	were	 also	higher	 than	
previously	reported	studies.[9,10]

In	fact,	all	of	these	represent	greater	acceptance	of	nonmotor	
symptoms	 as	 a	 form	 of	manifestation	 of	 HD,	 and	 it	 is	
reasonable	 to	 suppose	 that	when	cognitive,	psychiatric	 and	
behavioral	aspects	are	assessed	together	with	motor	signs,	it	
may	result	in	a	slightly	earlier	diagnosis	of	HD;	this	is	how	
important	the	data	is.

As	 in	 India,	 there	are	no	epidemiological	studies	 regarding	
HD	 in	Latin	America,	 and	 studies	 capable	 of	 grouping	 so	
much	information	about	the	disease	are	even	more	important.	
In	this	way,	recognizing	atypical	manifestations	in	HD	is	of	
paramount	importance	to	prevent	misdiagnosis,	reason	why	we	
congratulate	the	authors	on	their	research	efforts	in	performing	
this	study.
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Table 1: Comparison of patient characteristics based on the initial clinical manifestation

Total 
(n=36)

Initial clinical manifestation

Chorea (n=25) Other movement disorder (n=6) Psychiatric (n=3) Cognitive (n=2)
Gender	(M/F) 19/17 16/9 3/3 1/2 0/2
Age	of	first	manifestation 42	(21‑76) 46	(21‑76) 44	(35‑66) 40	(31‑67) 43	(36‑50)
Inheritance	(P/M) 20/14 10/14 4/1 2/1 2/0
Repeat	length 40	(29‑56) 42	(29‑56) 44	(40‑45) 39	(36‑44) 41	(39‑44)
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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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