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It

 w
as

 w
ith

 great

 interest

 that

 w
e

 read

 the

 case

 reported
by

 Pérez

 Torre

 et

 al. 1
of

 a

 30-year-old

 m
an

 w
ith

 m
itochon-

drial

 m
yopathy,

 encephalopathy,

 lactic

 acidosis,

 and

 stroke
(M

ELA
S)

 syndrom
e

 due

 to

 variant

 3243A
>G

 of

 the

 m
itochon-

drial

 tR
N

A
(Leu)

gene.

 T
he

 patient

 presented

 unusual

 global
cerebral

 involvem
ent. 1

W
e

 w
ould

 like

 to

 com
m

ent

 on

 this
case.

O
ne

 lim
itation

 of

 the

 study

 is

 that

 it

 does

 not

 disclose
the

 percentage

 of

 heteroplasm
y.

 T
he

 cells

 of

 patients

 w
ith

M
ELA

S

 usually

 display

 2

 different

 populations

 of

 m
itochon-

�
Please

 cite

 this

 article

 as:

 Finsterer

 J,

 M
aeztu

 C
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 N
o

 se

 puede
hablar

 de

 M
ELA

S

 sin

 porcentaje

 de

 heteroplasm
ia

 ni

 investigación
m

ultisistém
ica.
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eurología.

 2020;35:521—
522.

dria:

 som
e

 w
ith

 w
ild-type

 m
tD

N
A

 and

 others

 containing
m

utant

 m
tD

N
A

.

 If

 the

 num
ber

 of

 m
itochondria

 w
ith

 m
utant

m
tD

N
A

 exceeds

 a

 certain

 level,

 the
 patient

 w
ill

 be

 sym
p-

tom
atic.

 In

 the

 light

 of

 the

 above,

 it

 w
ould

 be
 interesting

 to
know

 the

 percentage

 of

 heteroplasm
y

 in

 hair
 follicle

 cells,
oral

 m
ucosa

 cells,

 fi
broblasts,

 m
uscle

 cells,

 and
 urinary

 tract
epithelial

 cells

 of

 the

 patient

 presented

 by

 the
 authors.

T
he

 percentage

 of

 heteroplasm
y

 varies

 in

 accordance
 not

only

 w
ith

 the

 tissue

 analysed

 but

 also

 w
ith

 the

 stage

 of
 the

disease

 and

 betw
een

 fi
rst-degree

 relatives. 2

Furtherm
ore,

 

the

 

patient

 

received

 

phenytoin
(250

 m
g/day)

 

to

 

treat

 

seizures,

 

but

 

the

 

authors

 

do

 

not
indicate

 

w
hether

 

treatm
ent

 

w
as

 

started

 

after

 

the

 

fi
rst

(January

 2013)

 or

 the

 second

 epileptic

 episode

 (Septem
-

ber

 2013).

 It

 is

 also

 unclear

 w
hen

 and

 w
hy

 the

 patient
started

 

treatm
ent

 

w
ith

 

levetiracetam
,

 

lacosam
ide,

 

and
clonazepam

.

 Phenytoin

 is

 know
n

 to

 cause

 m
itochondrial

toxicity

 and

 is

 therefore

 not

 recom
m

ended

 as

 the

 fi
rst-

line

 treatm
ent

 for

 patients

 w
ith

 m
itochondrial

 diseases. 3

Furtherm
ore,

 the

 authors

 do

 not

 explain

 w
hy

 the

 patient
received

 

4

 

different

 

antiepileptic

 

drugs.

 

W
ere

 

seizures
refractory

 

to

 

treatm
ent?

 

M
ay

 

phenytoin

 

have

 

triggered
status

 epilepticus

 originating

 in

 the

 occipital

 lobe?

 It

 w
ould

have

 been

 interesting

 to

 know

 how

 the

 status

 epilepticus
w

as

 resolved.

 D
id

 the

 patient

 start

 a

 ketogenic

 diet?
A

nother

 lim
itation

 of

 the

 case

 report

 is

 the

 lack

 of

 infor-
m

ation

 on

 the

 patient’s

 fam
ily

 history.

 N
early

 tw
o-thirds

 of
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mtDNA  mutations  are  inherited  by  maternal  transmission;
we  may  therefore  hypothesise  that  the  mother  either  was
affected  or  was  an  asymptomatic  carrier.  If the  mother  was
not  a  carrier  of  the  mutation,  the authors  should  have  deter-
mined  whether  the mutation  detected  in the  patient  was
sporadic.

The  high  serum  carnitine  levels  constitute  another
unusual  finding.1 Most  patients  with  primary  mitochondrial
diseases  display  secondary  carnitine  deficiency  in the  blood,
which  explains  why some  patients  benefit  from  L-carnitine
supplementation.4

Patients  with  MELAS syndrome  present  not  only muscle
and  brain  alterations,  but  also  endocrine,  cardiac,  and  gas-
trointestinal  manifestations.  Therefore,  the  study  by  Pérez
Torre  et  al. should  have  disclosed  whether  the  patient
presented  short  stature,  hypothyroidism,  hypoparathy-
roidism,  diabetes,  hypoaldosteronism,  hypocortisolism,  or
hypogonadism.  Patients  with  MELAS  syndrome  should  also
be  screened  for such  heart  conditions  as  arrhythmia  or
cardiomyopathy,  which have  diagnostic  and  therapeutic
implications:  the literature  reports  an  increased  risk  of  sud-
den  cardiac  death  among  patients  with  MELAS  syndrome5;
intractable  heart  failure  requires  heart transplantation.6

There  is also  evidence  that  patients  with  mitochondrial
diseases  present  greater  risk  of  cardiac  hypertrabecu-
lation/left  ventricular  noncompaction  cardiomyopathy,7

which  can  be  complicated  by  heart  failure,  ventricular
arrhythmia,  and cardiopulmonary  failure.

In summary,  the study  would  have  been  more  informa-
tive  if  authors  had  gathered  genetic  data  on  the  patient  and
his  first-degree  relatives  and  screened  for  mild  or  subclin-
ical  manifestations  of  multisystemic  disease.  Mitochondrial
diseases  are  frequently  associated  with  multisystem  man-
ifestations,  which may  present  at disease  onset  or  appear
during  the  course  of the  disease.
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Is there scientific evidence for
the use of venlafaxine to  treat
neuropathic pain?�

¿Existe evidencia científica  para el empleo de
venlafaxina en dolor  neuropático?

Dear  Editor:

Venlafaxine  was  the  first serotonin—norepinephrine  reup-
take  inhibitor  (SNRI)  to  be  marketed  in  Spain,  in  1995.
This  antidepressant  is  indicated  for  the treatment  of  major
depressive  episodes,  generalised  anxiety  disorder,  social
anxiety  disorder,  and panic  disorder  (with  and  without  ago-
raphobia),  as  well  as for preventing  recurrence  of  major
depressive  episodes.1 Although  the summary  of  product

� Please cite this article as: Alcántara Montero A, González Curado
A. ¿Existe evidencia científica para el empleo de venlafaxina en
dolor neuropático? Neurología. 2020;35:522—530.

characteristics  does  not  list  neuropathic  pain  among  the
drug’s  indications,  venlafaxine  is  considered  a  first-line
treatment  in the  latest  clinical  management  guidelines.2,3

After  venlafaxine,  other  serotonin—norepinephrine  reup-
take  inhibitors  were  authorised  in  Spain,  including  dulox-
etine,  indicated  for  the treatment  of painful  diabetic
peripheral  neuropathy  in adults,  and desvenlafaxine,  with
no  indication  for  neuropathic  pain.

The  antidepressant  effects  of  venlafaxine  result
from  increased  neurotransmitter  activity  in the cen-
tral nervous  system.4 Both  venlafaxine  and  its  active
metabolite  O-desmethylvenlafaxine  are powerful  serotonin-
norepinephrine  reuptake  inhibitors  and weak  dopamine
reuptake  inhibitors.  Neither  drug has  shown  significant
affinity  for  muscarinic,  histamine,  or  �1  adrenergic  recep-
tors  in vitro. Their  action  on  these receptors  is  thought  to
be similar  to  the  anticholinergic,  sedative,  and  cardiovas-
cular  effects  of  other  psychotropic  drugs.  Venlafaxine  and
O-desmethylvenlafaxine  do  not  inhibit  monoamine  oxidase
activity.5

Our  literature  review  aimed  to provide  updated  infor-
mation  on  the use  of venlafaxine  for  the treatment  of
neuropathic  pain.
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