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LET
T

ER

 TO

 T
H

E

 ED
ITO

R

T
he

 m
ain

 adverse

 reactions

 affect

 the

 central

 nervous
system

 and

 the

 cardiovascular

 system
,

 due

 to

 the

 drug’s
action

 on
 the

 channels

 responsible

 for

 initiating

 and

 prop-
agating

 

the
 

action

 

potential

 

in

 

nerves

 

and

 

m
uscles.

 

Its
inhibition

 of
 serotonin

 reuptake

 w
ould

 explain

 the

 risk

 of
serotonin

 syndrom
e.

 O
ther

 reactions

 include

 hypersensi-
tivity

 syndrom
e

 w
ith

 pronounced

 skin

 involvem
ent.

 T
hese

side

 effects

 have

 been
 observed

 at

 concentrations

 from
15.5

 m
g/L,

 but

 w
ith

 no
 clear

 correlation

 betw
een

 blood

 lam
-

otrigine

 concentration

 and
 clinical

 toxicity.

 Furtherm
ore,

the

 

concentrations

 

observed
 

seem

 

to

 

differ

 

in

 

patients
ingesting

 the

 sam
e

 am
ount

 of
 the
 drug

3;

 som
e

 patients

 m
ay

not

 present

 toxic

 effects

 despite
 the
 overdose. 1

T
he

 

m
ost

 

frequent

 

neurological
 

presentations

 

are
decreased

 

level

 

of

 

consciousness

 

and
 

ataxia,

 

follow
ed

by

 

vertigo,

 

confusion,

 

agitation,

 

dysarthria,

 

nystagm
us,

headache,

 seizures,

 and

 other

 fi
ndings

 associated
 w

ith

 sero-
tonin

 syndrom
e.

 C
ardiac

 effects,

 w
hich

 are

 less
 frequent,

include

 sinus

 tachycardia

 and

 Q
R

S

 and

 Q
Tc

 w
idening,

 w
ith

the

 subsequent

 risk

 of

 arrhythm
ia. 1

N
ausea,

 vom
iting,

 and
exanthem

a

 are

 also

 frequent.
In

 the

 case

 of

 our

 patient,

 altered

 level

 of

 consciousness
and

 sustained

 spontaneous

 clonus

 m
ay

 be

 considered

 part

 of
a

 serotonin

 syndrom
e,

 fulfi
lling

 the

 H
unter

 criteria

 for

 this
diagnosis, 4

in

 addition

 to

 lactic

 acidosis,

 slight

 fever

 w
ith

 no
apparent

 focus,

 and

 isolated

 leukocytosis,

 w
hich

 norm
alised

in

 the

 fi
rst

 24

 hours.

 H
e

 also

 presented

 other

 polym
orphic

neurological

 sym
ptom

s,

 particularly

 nystagm
us,

 ataxia,

 and
dysarthria.

 In

 term
s

 of

 cardiac

 m
anifestations,

 he

 only

 pre-
sented

 self-lim
ited

 sinus

 tachycardia.

 A
lthough

 it

 w
as

 not
w

itnessed,

 the

 tongue

 biting

 and

 the

 lim
ited

 reactivity

 at
baseline

 m
ay

 have

 been

 associated

 w
ith

 a

 seizure,

 w
hich

 is
consistent

 w
ith

 the

 paroxysm
al

 convulsive

 action

 of

 over-
doses

 of

 certain

 A
ED

s. 1,3

O
ur

 treatm
ent

 w
as

 exclusively

 sym
ptom

atic

 due

 to

 the
tim

e

 elapsed.

 H
ow

ever,

 gastrointestinal

 decontam
ination

is

 

possible

 

w
hen

 

patients

 

are

 

exam
ined

 

early,

 

although
previous

 protection

 of

 the

 airw
ay

 is

 essential

 due

 to

 the

risk

 of

 decreased

 level

 of

 consciousness

 and

 presence

 of
seizures.

 

O
ther

 

treatm
ents

 

used

 

are

 

alkalinisation

 

w
ith

sodium

 bicarbonate,

 intravenous

 lipid

 em
ulsions,

 and

 even
haem

odialysis,

 although

 published

 experience

 is

 lim
ited. 1,3

In

 conclusion,

 our

 case

 exem
plifi

es

 the

 polym
orphic

 pre-
sentation

 of

 lam
otrigine

 intoxication.

 D
ue

 to

 the

 w
ide

 array
of

 neurological

 sym
ptom

s

 and

 the

 association

 w
ith

 sero-
tonin

 syndrom
e,

 w
e

 consider

 it

 a

 good

 exam
ple

 to

 illustrate
the

 adverse

 effects

 of

 a

 frequently

 used

 drug

 that,

 in

 the
absence

 of

 suspicion,

 m
ay

 be

 life-threatening.
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D
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d
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r:

A
lem

tuzum
ab

 is

 a

 m
onoclonal

 antibody

 targeting

 the

 C
D

52
receptor,

 

and

 

is

 

approved

 

for

 

treating

 

active

 

relapsing-

�
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C
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D
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.

 

Pri-
m

oinfección

 

por

 

citom
egalovirus

 

en

 

un

 

paciente

 

con

 

esclerosis
m

últiple

 

recurrente-rem
itente

 

tratado

 

con

 

alem
tuzum

ab.

 

N
eu-

rología.

 2020;35:440—
443.

rem
itting

 m
ultiple

 sclerosis

 (R
R

M
S).

 It

 depletes

 T
 and
 B

 cells
by

 binding

 to

 the

 C
D

52

 receptor.
A

dverse

 effects

 of

 alem
tuzum

ab

 include

 infections,
 w

ith
the

 m
ost

 frequent

 being

 nasopharyngitis,

 urinary

 tract

 infec-
tion,

 

upper

 

respiratory

 

tract

 

infection,

 

and

 

herpesvirus
infection. 1,2

O
pportunistic

 infections

 after

 treatm
ent

 have
also

 been

 described,

 such

 as

 tuberculosis

 reactivation,

 lis-
teria

 m
eningitis,

 and

 cerebral

 nocardiosis. 3
Recent

 studies
report

 2

 cases

 of

 cytom
egalovirus

 (C
M

V
)

 reactivation
4

and
a

 case

 of

 coinfection

 w
ith

 C
M

V

 and

 P
n
e
u
m

o
cy

stis

 jiro
v
e
cii. 5

A
nother

 case

 of

 C
M

V

 infection

 w
as

 reported

 in

 the

 group
receiving

 high-dose

 alem
tuzum

ab

 (24

 m
g/kg)

 in

 a

 phase

 III
clinical

 trial. 6

W
e

 report

 the

 case

 of

 a

 patient

 w
ith

 pneum
onia

 due

 to
coinfection

 w
ith

 C
M

V

 and

 P.

 jiro
v
e
cii

 after

 the

 fi
rst

 cycle

 of
alem

tuzum
ab.

T
he

 patient

 w
as

 a

 39-year-old

 w
om

an

 w
ho

 w
as

 diagnosed
w

ith

 R
R

M
S

 in

 2009.

 She

 w
as

 initially

 treated

 w
ith

 interferon
beta

 1b,

 w
hich

 w
as

 sw
itched

 to

 fi
ngolim

od

 after

 9

 m
onths

due

 to

 ineffectiveness.

 In

 2014,

 the

 patient

 started

 treat-
m

ent

 w
ith

 natalizum
ab

 due

 to

 persistent

 disease

 activity.
In

 2016,

 she

 presented

 John

 C
unningham

 virus

 seroconver-
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Figure  1 Chest  radiography:  bilateral  ground-glass  opacities,  predominantly  affecting  the  lung  bases.

sion,  and  treatment  was  changed  to  alemtuzumab  for  safety
reasons.

Eight weeks  before  starting  treatment  with  alem-
tuzumab,  a  complete  blood  count  and  a serology  test
including  HIV,  hepatitis,  and  varicella  zoster  viruses  yielded
normal  results.  A CMV  IgG and IgM  test  showed  negative
results.

After  a  wash-out  period  of 7  weeks,  a first cycle  of  alem-
tuzumab  was  administered  over  5 consecutive  days  without
event.  Aciclovir  at  200 mg/12  hours  was  started  for  prophy-
lactic  treatment  of  herpesvirus  infection,  and maintained
for  one  month.  Dietary  recommendations  to  avoid  liste-
riosis  were  given. A one-month  follow-up  blood  analysis
showed  3370  leukocytes/mm3,  with  540 lymphocytes/mm3

and 6 CD4  + T cells/mm3.  The  remaining  parameters,  includ-
ing  platelets,  biochemistry,  thyroid  hormones,  and  urine  test
results,  were  within  normal  ranges.

Five  weeks  after starting  treatment  with  alemtuzumab,
the  patient  attended  the  emergency  department  due  to
fever  of  up  to  38 ◦C  occurring  in the  evenings  since  the pre-
vious  week,  and  dyspnoea,  with  a  blood  oxygen  saturation
of  93%.  Physical  examination  revealed  hypoventilation.  A
blood  analysis  revealed  elevated  transaminase  and  acute-
phase  reactant  levels  (aspartate  transaminase  169 IU/L,
alanine  aminotransferase  163  IU/L,  alkaline  phosphatase
281  IU/L,  gamma-glutamyl  transpeptidase  513  IU/L,  C-
reactive  protein  46  mg/dL).  Leukocyte  count  was  normal
(1310  lymphocytes/mm3).  A  chest  radiography  revealed
bilateral  ground-glass  opacification  in the  lungs  (Fig.  1),
which  was  subsequently  confirmed  by  a  chest  computed
tomography  scan  that also  revealed  left  basal  pneumonia
(Fig.  2).  Results  from  blood  and urine  cultures  and  an abdom-
inal  ultrasound  were  normal.  A serology  study  returned

positive  results  for  CMV  IgG  and IgM  antibodies,  with  the
remaining  values  being  normal.

Polymerase  chain  reaction  (PCR) quantification  of  CMV
DNA  revealed  3893  copies/mL;  the patient  was  admit-
ted  and  started on  treatment  with  valganciclovir  dosed
at  900  mg/12  hours  and  intravenous  piperacillin/tazobactam
dosed  at 4/0.5  g/8  hours.

A  culture  of  bronchoalveolar  lavage  was  positive  for
P.  jirovecii,  and  trimethoprim-sulfamethoxazole  (TMP-SMX)
dosed  at 160/800  mg  was  added.  Symptoms  resolved  after
10  days  of  treatment,  but  secondary  prophylactic  treatment
with  valganciclovir  and TMP-SMX  was  maintained  until  the
level  of  CD4  +  T  cells  increased  above  200/mm3.  Quantifica-
tion  of  CMV  DNA  was  performed  weekly,  with  positive  results
persisting  for 7 weeks.

The  patient  currently  presents  no  respiratory  symptoms
and is  neurologically  stable.  The  second  cycle  of  alem-
tuzumab  was  also  administered  without  event.

In  addition  to  the case  described  above,  a further  4 cases
of  patients  presenting  CMV  infection  after  alemtuzumab
treatment  have  been  published.4,5,7 To our  knowledge,  this
is  the  first  case  of  primary  infection  with  CMV,  with  positive
results  for  CMV  IgG and  IgM  antibodies  approximately  one
month  after  onset  of  treatment  with  alemtuzumab.  This  is
unusual  since  the  prevalence  of  CMV  seropositivity  is  approx-
imately  60%  in immunocompetent  adults  from  developed
countries.8,9

Coinfection  with  Pneumocystis  spp.  is  frequent  in these
patients,  since  CMV infection  enhances  the adhesion  and
replication  of  other  microorganisms.10

Cases  have previously  been  reported  of  CMV reactiva-
tion  in patients  under  treatment  with  alemtuzumab  due
to  chronic  lymphocytic  leukaemia  (CLL),  with  4% to  29%  of
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Figure  2  Pulmonary  high-resolution  computed  tomography:  infiltrate  predominating  in  both  lung  bases  and  left  basal  pneumonia.

these  patients  being affected.11 Guidelines  for the mana-
gement  of  CMV  infection  in  patients  with  CLL  recommend
that  a  serology  test  and  PCR  for  CMV  be  performed  before
treatment  with  alemtuzumab  is  started,  and  weekly  after
treatment.  In  these  patients,  if PCR  results  for CMV are  pos-
itive  for  2 consecutive  weeks,  or  if a  single  assessment  with
positive  results  is  associated  with  clinical  symptoms,  it is
recommended  to  start  treatment  with  valganciclovir  for 14
to  21  days  (in  symptomatic  patients)  or  7  to  14  days  (asymp-
tomatic  patients),  or  until  2  CMV  PCR  tests  return  negative
results.11

CMV  infection  is  a  potentially  severe  complication  of
treatment  with  alemtuzumab.  With  a  view  to its  preven-
tion  or  early  diagnosis,  we  suggest  quantifying  CMV  IgG
and  IgM  antibodies  before  administering  the  treatment  and
subsequently  in patients  developing  symptoms  compatible
with  the  infection.  In our  opinion,  seronegativity  for  CMV
should  not  rule out  the administration  of  alemtuzumab  if
the  risk/benefit  ratio favours  treatment;  however,  clinical
vigilance  should  be  increased  to  detect  possible  symptoms
of  primary  infection,  and  serology  tests  should be  performed
in  case  of suspicion.  PCR  quantification  of  CMV  DNA  should
be  conducted  in patients  with  seroconversion.  As  recom-
mended  by  Clerico  et  al.,4 patients  with  positive  PCR  results
should  switch  from  aciclovir  to  ganciclovir  or  valganciclovir,
as  both  of  these  treatments  are effective  against  CMV. In
these  cases,  the addition  of  prophylactic  treatment  with

TMP-SMX  should  be considered  to  prevent  coinfection  with
pneumocystis.
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Cerebellar alterations: an
infrequent presentation of
neurosyphilis�

Cerebelopatía por sífilis: una presentación
infrecuente de neurolúes

Dear Editor:

With  the  era  of  antibiotics,  the  prevalence  of  syphilis
decreased;  however,  it has  increased  in the past  10  years,
with  an  estimated  18  million  cases  among  people  aged
between  15  and 49 years.1 Global  incidence  is  1.5  cases
per  1000  population,  with  higher  risk  in  homosexual  men.2

Neurosyphilis  is  the  term  used  to  refer  to  central  ner-
vous  system  involvement,  which may  develop  at any stage,
even  in  the  early  phase.  Its  manifestations  include  asymp-
tomatic  neurosyphilis,  meningitis,  meningovascular  syphilis,
general  paresis,  and  tabes  dorsalis,  although  there  are  also
‘‘atypical’’  forms,  which  do not  meet  clinical  criteria  for
classic  forms.3

We  present  the case  of  a  52-year-old  homosexual  man
with  a  history  of  secondary  syphilis  7  years  before.  Diagno-
sis  was  clinical  and  results  from  the non-treponemal  (rapid
plasma  reagin  [RPR]  of  1:138)  and  treponemal  tests  were
positive.  We  administered  2.4  million  units  of benzathine

� Please cite this article as: Milla J, Aceituno A, Franco J, Charte
A. Cerebelopatía por sífilis: una presentación infrecuente de neu-
rolúes. Neurología. 2020;35:443—444.

penicillin,  and  improvements  were  observed,  with  RPR titres
decreasing  to  1:2; however,  at  3  years  of  follow-up,  the
same  titre  persisted  and  he  voluntarily  stopped  attending
his periodic  follow-up  consultations.  The  patient  attended
the  emergency  department  due  to  a  3-month  history  of
instability  and gait  disorder,  which  had worsened  in the pre-
vious  week, when  he  also  developed  language  impairment.
Physical  examination  revealed  mild  bulbar  dysarthria  and
dysmetria  in  all  4  limbs  (predominantly  in  the right  side),
as  well  as  gait  ataxia  with  tendency  to  drift,  increased  base
of  support,  and  Romberg  sign,  and  even  falls. Ocular  motil-
ity showed  no  alterations,  muscle  balance  was  preserved  in
all  4 limbs,  superficial  and proprioceptive  sensitivity  were
normal,  and deep  tendon  reflexes  were  present  and  symmet-
rical  in all  4 limbs.  In the  targeted  medical  history  interview,
the  patient  reported  that  he  had  not  presented  associ-
ated sphincter  alterations  or  neuropathic  pain.  A cranial
and  spinal cord  magnetic  resonance  imaging  study  revealed
chronic  small  vessel  disease  in both  brain  hemispheres,  with-
out  involvement  of  the cerebellar  parenchyma  or  spinal  cord
or  pathological  contrast  uptake.  A  subsequent  spinal  cord
study  with  somatosensory  evoked  potentials  yielded  normal
results.  A basic  blood  analysis  (blood  count,  biochemistry,
vitamin  B12 and copper  levels)  revealed  no  alterations;  in
the syphilis  serological  test,  RPR  titre  was  1:128  and  VDRL
titre  was  1:64;  the HIV  serology  test  was  negative.  A lumbar
puncture  revealed  predominantly  lymphocytic  pleocytosis
(157  cells/mm3),  high  protein  levels  (57  mg/dL),  positive
VDRL  of  1:4, and  positive  PCR  findings  for Treponema

pallidum.  Differential  diagnosis  of rapidly  progressive  cere-
bellar  syndrome  should  include  structural  cerebellar  lesions
(ischaemic,  inflammatory,  or  tumour),  infectious  causes
(HIV,  Epstein-Barr  virus,  or  cytomegalovirus),  autoimmune
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