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(ALEP) and the  other  one a complete  AGEP.5,6 The main  fea-
tures  of  these cases are  presented  in  Table  1.  Interestingly,
all  the  three  cases occurred  in  women who were  under  treat-
ment  with  sorafenib  due to  unresectable  hepatocarcinoma.
Cases of  AGEP have also been reported  associated with
other  multikinase  inhibitors  such as imatinib. 10 Therefore;
we  believe  that  the  association between  kinase-inhibitors
and AGEP might  be an under-reported  entity  with  an increa-
sing incidence  due to  the  appearance of  new  drugs of  this
nature.

In conclusion,  we  report  a new  case of  sorafenib-induced
AGEP. We should be aware  of  this  cutaneous side effect  of
sorafenib  and other  multikinase  inhibitors,  given that  drug
discontinuation  is the  key point  on AGEP treatment.
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Expanding  the  Genotype  of
Sjögren---Larsson  Syndrome:
A New  Case Due to  Two  Novel
Mutations

Ampliando  el  genotipo  del  síndrome  de
Sjögren-Larsson:  un  nuevo  caso causado por
dos nuevas  mutaciones

Dear Editor,

Sjögren---Larsson syndrome (SLS) is a rare  genetic  disorder
with  autosomal recessive inheritance, 1,2 characterized  by
clinical  triad  of  congenital  ichthyosis,  spastic diplegia  or
tetraplegia  and mental  retardation. 1,3,4 We report  a new
patient  affected  by SLS due to  two  unreported  mutations.

A 6 months male  child  was referred  to  our  hospital
because of  congenital  erythroderma  and subsequent
development  of  generalized  “ne  scaling and persistent  pru-
ritus.  He was the  “rst  child  of  non-consanguineous parents,
born  at  33 weeks of  gestation.  There was no history
suggestive of  a collodion  membrane at  birth,  and no family
history  of  ichthyosis.  On physical examination  we  observed

generalized  “ne  desquamation on the  limbs  and trunk
without  underlying  erythema  (Fig.  1A) and hyperkeratotic
skin on the  armpits  (Fig.  1B),  palms and soles (Fig.  1C). Hair
and nails  appeared normal.  Given that  an ichthyosis  was
the  diagnosis suspected, a skin biopsy from  an armpit  was
made.  Histological  study  showed hyperkeratosis,  psoriasi-
form  epidermal  hyperplasia,  a prominent  granulous layer  in
some areas of  the  epidermis  and mild  perivascular  in”am-
matory  in“ltrate  of  mononuclear  cells  in  papillary  dermis
(Fig.  2),  resulting  compatible  with  a congenital  ichthyosis.
The rest  of  the  physical exam showed the  patient  had
macrocephaly,  mild  psychomotor retardation,  mild  axial
hypotonia,  incipient  signs of  spasticity  in  the  lower  limbs,
and occasional spasms. A transfontanelar  ultrasound  showed
benign external  hydrocephaly,  which  was con“rmed  in  a
brain  magnetic  resonance imaging where  others  anomalies
were  not  observed.  Given the  coexistence  of  congenital
ichthyosis  and neurological  signs, our  clinical  suspicion was
a neurocutaneous disorder.  Ophthalmologic  examination,
peripheral  blood  smear,  peripheral  blood  analysis and
abdominal  ultrasound  were  normal.  Genetic  analysis of
the  patient  con“rmed  the  diagnosis of  Sjögren---Larsson
syndrome (SLS) by identifying  two  unreported  heterozygous
ALDH3A2 mutations,  a deletion  mutation  c.154 155delAG
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Figure  1  (A) Generalized xerosis with  “ne  desquamation on the  trunk.  (B) Hyperkeratotic  and brownish  skin on the  armpits.
(C) Hyperkeratotic  skin on the  soles.

(p.Ser52Stop) in  exon 2 and a missense mutation  c.536A > T
(p.Asp179Val) in  exon 4.  The c.154 155delAG mutation  is
considered of  pathogenic  nature,  and the  variant  c.536A > T
is likely  to  cause disease by several in  silico  analysis. Despite
the  genetic  counseling,  the  patient•s  parents  did  not  want
to  perform  the  genetic  study  in  that  moment.  Progressively,
the  neurological  symptoms were  worsening by detecting
hyperre”exia,  spasticity  and delay  speech in  our  patient.

In 1957, Karl  Gustaf Torsten  Sjögren,  on collaboration
with  Tage K. Larsson, established  the  clinical  and gene-
tic  pro“le  of  the  Sjögren---Larsson syndrome (SLS).5 SLS
is a recessively inherited  neurocutaneous disorder  cha-
racterized  by a triad  of  congenital  ichthyosis,  mild  to
moderate  mental  retardation  and spastic diplegia  or  tetra-
plegia,  caused by a fatty  aldehyde  dehydrogenase (FALDH)
de“ciency. 4,6,7 It  occurs in  all  races and its  prevalence  world-
wide  has been estimated  as 0.4:100,000  live  births. 1,4

SLS is caused by mutation  in  the  ALDH3A2 gene on the
short  arm  of  chromosome 17 (17p11.2),  that  is the  gene
for  FALDH which  catalyzes oxidation  of  long chain  alipha-
tic  alcohols to  corresponding fatty  acids.3,8 The consequent
accumulation  of  fatty  aldehyde  precursors,  including  fatty
alcohols,  caused by the  FALDH de“ciency,  is postulated  to
affect  the  normal  formation  of  multilamellar  membranes
in  the  stratum  corneum and myelin,  and to  result  in  the
symptoms.7

The disorder  presents at  birth  or  in  the  neonatal  period
with  varying  degrees of  erythema  and ichthyosis,  but  a collo-
dion  membrane is rarely  seen. Ichthyosis has a generalized
distribution  across the  trunk,  ”exures  and nape of  neck,
although  the  central  face  is spared in  most  cases.1 Palmo-
plantar  keratoderma  is seen in  50% of  cases.3 The nails  and
hair  are  interestingly  normal. 6 Persistent  pruritus  is com-
mon,  which  is mostly  absent in  other  forms  of  ichthyosis.1,4,8

The histological  “ndings  of  hyperkeratosis,  papillomato-
sis, acanthosis, and a mildly  thickened  granular  layer  are
nonspeci“c. 5

The diagnosis of  SLS is delayed  until  the  onset of  neuro-
logical  symptoms, because only  cutaneous manifestations
are  present  at  birth. 3 The neurological  symptoms appear
in  the  “rst  or  second year  of  life, 3,4 and include  cogni-
tive  impairment,  brain  magnetic  resonance imaging (MRI)
“ndings,  speech---language development  and spasticity. 1

One-third  of  patients  present  with  perifoveal  glistening
white  dots  in  the  ocular  fundus which  appear after  seve-
ral  years of  age,3 and their  occurrence  strongly  suggests
SLS.4 Macrocephaly is not  a characteristic  or  common “nding
in  SLS.

Figure  2  A skin biopsy from  an armpit  revealed  hyperkerato-
sis, psoriasiform  epidermal  hyperplasia  and slightly  thickened
granular  layer  in  epidermis,  and mild  perivascular  in”ammatory
in“ltrate  of  mononuclear  cells  in  papillary  dermis  (H&E 4× ).
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Mutation  analysis of  the  ALDH3A2 gene is a highly  sensi-
tive  method  of  con“rming  the  diagnosis of  SLS.4 More than
90 pathogenic  variants  of  ALDH3A2 have been identi“ed  to
date. 1 The diagnosis of  SLS can be con“rmed  by measu-
rement  of  enzyme activity  in  cultured  skin “broblasts  or
leukocytes.

There is no permanent  cure  for  SLS and no speci“c
therapy,  so that  a multidisciplinary  approach is necessary.3

In conclusion,  we  report  a new  case of  SLS caused by two
novel  mutations,  supporting  the  rich  mutational  heteroge-
neity  associated with  this  syndrome.  High index  of  suspicion
is necessary for  the  diagnosis of  SLS, so that  in  a neonate  or
infant  with  congenital  ichthyosis  and neurological  symptoms
we  must  rule  out  this  neurocutaneous disorder.
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Split  doses of  Methotrexate  in
patients  with  moderate  to
severe  Psoriasis

Dosis divididas  de  metotrexato  en  pacientes
con  psoriasis  moderada  a severa

Dear Editor,

Psoriasis is the  most  common in”ammatory  skin condition
with  a worldwide  prevalence  of  2%. Systemic or  topi-
cal  treatment  is decided  according to  the  severity  of
the  disease.1 For systemic treatment,  Methotrexate  (MTX)
remains effective  and medically  accessible: it  is widely  used
in  hospitals  in  Latin  America,  where  biological  therapy  is still
limited  for  economic reasons.2

The article:  ••Methotrexate  in  Moderate to  Severe
Psoriasis: Review of  the  Literature  and Expert  Recom-
mendations••3 outlines  very  important  and interesting
recommendations  on the  use of  this  drug in  Psoriasis. Howe-
ver,  one point  that  has not  been taken  into  account  is the
split  of  MTX in  two  or  three  weekly  doses, with  the  bene“t
of  both  ef“cacy  and reduced  side effects.

The bene“ts  of  fractional  doses are  listed  below.  As indi-
cated  in  the  article,  MTX has signi“cant  gastrointestinal
adverse effects  that  hinder  its  use, and increases with  higher
oral  doses; but  can be avoided or  reduced  with  parenteral

route,  and with  folates. 3 In addition,  a divided  dose of  MTX
is an alternative  for  reducing  gastrointestinal  side effects
in  patients  with  Psoriasis.4 Second, with  high MTX enteral
doses, bioavailability  decreases (for  limiting  absorption);
therefore  it  is bene“cial  to  divide  MTX into  smaller  doses
and thus  increase its  concentration  systemically, 5 increasing
ef“ciency  without  worsening adverse effects. 6

Although  MTX experience  with  divided  doses for  Psoriasis
has been well  known and accepted7 for  several decades,8

it  is based on a limited  number  of  studies.5,9 Thus, further
experience  with  divided  doses of  MTX has been carried  out
in  rheumatologic  patients,  but  these are  also limited.

Weinstein  and Frost9 “rst  proposed the  divided  dose of
MTX for  Psoriasis in  1971. They showed that  small  doses
of  2.5---7.5  mg of  MTX given at  intervals  of  12 h for  a
total  of  three  doses every  week  had an improvement  from
75% to  100% in  26 patients  with  severe Psoriasis, with  mini-
mal  adverse effects  (nausea, oral  ulcers  and hives).

Chladek et  al. 5 conducted  a study  that  related  the
pharmacodynamics and pharmacokinetics  of  divided  doses
(2.5  mg and 5 mg three  times  a week)  and weekly  full  doses
(7.5  mg and 15 mg) of  MTX with  the  Psoriasis Area Severity
Index of  41 patients  with  severe disease. They concluded
that  split  doses of  MTX were  associated with  greater  ef“cacy
and lower  risk  of  acute  adverse effects  during  anti-psoriatic
therapy.

In the  rheumatology  “eld,  Dhaon et  al. 6 randomly  divi-
ded 135 patients  with  rheumatoid  arthritis  into  three  groups:
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