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Autoimmune necrotising
myopathy: A  case report�

Miositis necrosante autoinmune: a propósito
de un  caso

Dear  Editor,

We  present  the case  of  a 63-year-old  woman  with  a  his-
tory  of  obesity,  arterial  hypertension,  dyslipidaemia,  and
diabetes  mellitus  who  was  being  treated  with  losartan,
hydrochlorothiazide,  liraglutide,  metformin,  long-acting
insulin,  and  rosuvastatin.  She visited  the neurology  depart-
ment  due  to  a one-year  history  of  slightly  increased  creatin
kinase  (CK)  levels,  which  were  initially  symptomless,  and
were  detected  in routine  blood  tests.  She subsequently  pre-
sented  progressive  weakness  in the  proximal  muscles  of  the
lower  limbs,  displaying  difficulties  climbing  stairs,  and  par-
ticularly  standing  up  from  the  floor,  which  was  associated
with  increased  CK  values  (1932  IU/L).  Both  the  patient’s
symptoms  and  the elevated  CK  levels  persisted  after  discon-
tinuation  of  statins.  The  neurological  examination  revealed
normal  cranial  nerves;  the  upper  limbs  displayed  preserved
strength,  slightly  hypoactive  stretch  reflexes,  and  normal
tactile  perception;  the lower  limbs  showed  bilateral  prox-
imal  loss  of  strength,  especially  in hip  flexion  (3/5)  and
adduction  (4/5),  and  no  deficit  in knee flexion/extension,
foot  dorsiflexion,  or  plantar  flexion  bilaterally,  positive
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Gowers  sign,  and markedly  hypoactive  stretch  reflexes
(1/4); the  patient’s  gait  presented  mild  myopathic  features.

Analytical  studies  showed  persistently  increasing  CK
levels,  with  initial  figures  of  300-500  IU/L, raising  to
1932  IU/L,  and  finally  2195  IU/L,  with  increased  aldolase
levels  (22.9  IU/L)  and  proportionally  elevated  transami-
nase  levels  (AST 55  IU/L  and  ALT  115 IU/L).  The  remaining
parameters,  including  blood  count,  erythrocyte  sedimen-
tation  rate,  and  kidney  function,  displayed  normal  values.
The  electromyography  study  (EMG)  showed  diffuse  moder-
ate  myopathic  involvement.  A quadriceps  biopsy  revealed
focal  myophagocytosis,  and  fibre  necrosis  with  no  inflam-
matory  infiltrates,  vasculitis,  or  amyloid  deposition.  The
tests  performed  revealed  no  evidence  of  viral  infection,  con-
nective  tissue  disease,  or  neoplasm.  The  immunology  study
yielded  positive  results  for  anti-3-hydroxy-3-methylglutaryl-
coenzyme  A  reductase  (HMGCR)  antibodies,  confirming  the
diagnosis  of  autoimmune  necrotising  myopathy  (ANM)  sec-
ondary  to  statin  use.  The  patient  started  treatment  with
prednisone  at 1 mg/kg/day  and azathioprine  at  50  mg/12  h,
which  improved  her  clinical  condition  at 10  months
of  follow-up;  regarding  motor  symptoms,  she  presented
slightly  impaired  hip  flexion  (4+/5),  with  no  impaired
strength  in other  muscle  groups;  CK  levels  had decreased
to  72  IU/L.

ANM  secondary  to  statin  use  is  a  rare,  recently  described
clinical  entity;  the antibody  involved  in  its  pathogenesis  was
identified  in 2010.1 It  is  characterised  by  persistence  of  mus-
cle  weakness  even  after discontinuation  of  treatment  with
statins;  cellular  necrosis  in the muscle  biopsy;  and  presence
of  anti-HMGCR  antibodies.1 Incidence  is  estimated  at  2-3
cases  per  100  000  patients  treated  with  statins.2 The  condi-
tion  is  slightly  more  frequent  in women  and  more  common  in
patients  aged  50 years  or  older.1 The  class  II  HLA-DRB1*11:01
allele  is  associated  with  the development  of  anti-HMGCR
antibodies.3 In  patients  with  a  genetic  predisposition,  the
use  of  statins  causes  overexpression  of  HMGCR  through  a
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currently  unknown  mechanism,  resulting  in the production
of  anti-HMGCR  antibodies.4

ANM  is  clinically  characterised  by  progressive  muscle
weakness  (usually  proximal  and  symmetrical),  elevated
serum  CK  levels,  and persistence  of weakness  and  elevated
CK  levels  despite  discontinuation  of  statins.5 EMG  studies
show  decreased  amplitude  and  duration  of motor  poten-
tials  with increased  spontaneous  activity.  Histology  studies
show  cellular  necrosis  with  minimal  inflammation  and MHC-I
overexpression  in necrotic  and non-necrotic  muscle  fibres.2,6

Diagnosis  is  confirmed  by  the presence  of  anti-HMGCR  anti-
bodies.  Differential  diagnosis  includes  other  autoimmune
necrotising  myopathies,  such  as  myopathy  associated  with
anti-signal  recognition  particle  antibodies  and  paraneoplas-
tic  necrotising  myopathy.7 Although  some  authors  report
no  increase  in the  prevalence  of  malignant  tumours  in
patients  with ANM,  others  recommend  systematically  per-
forming  imaging  studies  (chest  radiography,  mammography,
endoscopy,  etc.).8

Treatment  starts  with  the discontinuation  of  statins5

and  is  subsequently  based  on  immunosuppression;
however,  there  are no  controlled  trials  guiding  thera-
peutic  selection.  Based  on  the  available  current  clinical
experience,  we  suggest  starting  treatment  with  oral
prednisone  dosed  at 1  mg/kg/day,  adding such  immunosup-
pressants  as  methotrexate,  azathioprine,  or  mycophenolate
mofetil.2,5,7—10 If no  clinical  improvement  is  observed  at
8-12  weeks  of  treatment  with  2  drugs,  treatment  should  be
started  with  intravenous  immunoglobulins,  plasmapheresis,
or such  other  agents  as  rituximab.2 Response  to  treatment
is  generally  good,  although  a relapse  rate  of  50%  to  60%  has
been  reported.8 These  cases  will  require  prolonged  immuno-
suppressant  treatment;  intravenous  immunoglobulins  or
corticosteroids  may  be  used  in relapses.2,5,8,9
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a Servicio  de Neurología,  Hospital  Clínico  Universitario

Lozano  Blesa,  Zaragoza,  Spain
b Neuro-Clínica  de  Neurología,  Ciudad  de  Guatemala,

Guatemala
c Sección  de  Neurología,  CAMIP-Pamplona,  Ciudad  de

Guatemala,  Guatemala
d Servicio  de  Anatomía  Patológica,  Hospital  Universitario

Miguel  Servet,  Zaragoza,  Spain

∗ Corresponding  author.
E-mail  address:  abelsanabria2000@yahoo.es
(A.A.  Sanabria  Sanchinel).
2173-5808/
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