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Abstract  Safinamide  is  a  new  add-on  drug  to  levodopa  for  the  treatment  of  Parkinson’s  dis-
ease (PD)  with  motor  fluctuations.  Due  to  the  recent  incorporation  of  safinamide  into  routine
Safinamide;
MAO-B  inhibitors;
Fluctuations;

clinical practice,  no  post-authorisation  phase  IV  studies  on  the  safety  of  safinamide  have  been
conducted  to  date.  This  study  provides  clinical  management  guidelines  for  safinamide  based
on the  opinion  of  a  group  of  experts  in  movement  disorders.  This  project  was  developed  in
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Dyskinesia;
Glutamate

2  phases:  16  local  meetings  in  phase  1  and  a  national  meeting  in  phase  2.  The  meetings  followed
a pre-established  agenda.  The  present  clinical  practice  guidelines  are  based  on  the  main  conclu-
sions reached  during  the  national  meeting.  The  group  concluded  that  safinamide  is  effective
in reducing  motor  and  non-motor  fluctuations.  PD  patients  with  mild-to-moderate  fluctuations
benefit most  from  treatment,  although  the  drug  may  also  improve  the  clinical  status  of  patients
with advanced  PD.  The  dose  of  other  dopaminergic  drugs  may  be  reduced  after  introducing
safinamide,  which  would  contribute  to  reducing  such  adverse  reactions  as  impulse  control  dis-
order. At  doses  higher  than  those  usually  prescribed,  safinamide  may  also  improve  dyskinesia.
The experts  agreed  that  safinamide  is  well  tolerated  and  causes  few  adverse  reactions  when
compared  with  placebo.
©  2020  Published  by  Elsevier  España,  S.L.U.  on  behalf  of  Sociedad  Española  de  Neuroloǵıa.
This is  an  open  access  article  under  the  CC  BY-NC-ND  license  (http://creativecommons.org/
licenses/by-nc-nd/4.0/).
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Consenso  de  expertos  españoles  sobre  el  uso  de  la  safinamida  en  la  enfermedad  de
Parkinson

Resumen  La  safinamida  es  un  nuevo  fármaco  para  el  tratamiento  de  pacientes  con  enfer-
medad de  Parkinson  (EP)  con  fluctuaciones  como  tratamiento  complementario  a  levodopa.  Dado
que por  el  momento  aún  no  existen  estudios  de  fase  IV  postautorización  debido  a  la  reciente
incorporación  de  la  safinamida  a  la  práctica  clínica  habitual,  el  interés  de  este  proyecto  radica
en el  desarrollo  de  una  guía  de  manejo  clínico  de  la  safinamida  basada  en  las  opiniones  de  exper-
tos de  trastornos  del  movimiento.  Este  proyecto  se  desarrolló  en  2  fases:  una  primera  fase  que
constó de  16  reuniones  locales  y  una  segunda  fase  que  consistió  en  una  reunión  nacional.  Dichas
reuniones siguieron  un  guion  de  trabajo  preestablecido.  Tras  la  reunión  nacional  se  recopilaron
las principales  conclusiones  de  los  expertos,  que  han  supuesto  la  base  para  redactar  la  pre-
sente guía  clínica.  Se  concluyó  que  la  safinamida  es  eficaz  en  la  reducción  de  las  fluctuaciones
motoras y  no  motoras.  Los  pacientes  con  EP  con  fluctuaciones  leves-moderadas  son  los  que  más
se benefician  del  tratamiento,  si  bien  el  fármaco  puede  contribuir  a  mejorar  diversos  proble-
mas clínicos  en  pacientes  con  EP  avanzada.  Se  ha  destacado  la  posibilidad  de  reducir  la  dosis
de otros  fármacos  dopaminérgicos  tras  la  introducción  de  la  safinamida,  lo  cual  contribuiría
a reducir  efectos  adversos  como  el  trastorno  de  control  de  impulsos.  Se  hipotetizó  sobre  el
posible efecto  de  la  safinamida  sobre  la  mejoría  de  las  discinesias  a  dosis  más  altas  de  las
habitualmente  utilizadas.  Se  ha  consensuado  que  la  safinamida  es  bien  tolerada  y  presenta  un
perfil de  efectos  adversos  favourable  frente  a  placebo.
© 2020  Publicado  por  Elsevier  España,  S.L.U.  en  nombre  de  Sociedad  Española  de  Neuroloǵıa.
Este es  un  art́ıculo  Open  Access  bajo  la  licencia  CC  BY-NC-ND  (http://creativecommons.org/
licenses/by-nc-nd/4.0/).
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afinamide  has  been  approved  as  a  treatment  for  adult
atients  with  idiopathic  Parkinson’s  disease  (PD).  It  is
dministered  as  a  complementary  treatment  to  a stable
ose  of  levodopa,  either  alone  or  in  combination  with
ther  antiparkinsonian  drugs,  in  patients  with  moderate  or
dvanced  PD  with  fluctuations.

The  drug  has  several  mechanisms  of  action  (dopamin-
rgic  and  non-dopaminergic),  including  inhibition  of  Na+

nd  Ca++ channels;  it  also  inhibits  glutamate  release
n  vitro  and  in  vivo,1—4 and  is  a  potent  and  reversible
onoamine  oxidase  B  (MAO-B)  inhibitor,1 increasing  extra-

ellular  dopamine  levels  in  the  striatum.  The  clinical  use

f  safinamide  is  based  on  evidence  from  class  I  studies
Tables  1  and  2).5—7 The  first  study  (Study  016)  reported
n  improvement  in  motor  fluctuations  in  patients  with
D  already  receiving  levodopa.  At  week  24,  the  group

l

l
t

66
eceiving  safinamide  (50  or  100  mg)  showed  a  1.3  hour
eduction  in  ‘‘off’’  time  (vs  0.7  in  the  placebo  group).5

he  treatment  group  also  scored  better  than  patients
eceiving  placebo  on  the  Clinical  Global  Impression  scale,
art  III  of  the  Unified  Parkinson’s  Disease  Rating  Scale
UPDRS  III),  and  the  39-item  Parkinson’s  Disease  Question-
aire  (activities  of  daily  living).  While  the  initial  study  did
ot  demonstrate  any  significant  improvement  in  dyskine-
ia,  the  extension  of  this  study  (Study  018)  and  various  ad
oc  and  post  hoc  analyses  found  that  patients  with  more
asal  dyskinesia  did  benefit  from  the  drug,6,8,9 and  showed
mprovements  in  ‘‘on’’  time,  quality  of  life,  and  depres-
ive  symptoms.6,8 These  results  were  corroborated  in  the
ETTLE  study,7 in  a  population  similar  to  the  Spanish  popu-

ation.

This  project  aimed  to  develop  a  series  of  clinical  guide-
ines  to  assist  in  the  management  of  safinamide,  based  on
he  opinions  of  a group  of  movement  disorder  specialists
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Table  1  Main  findings  on  the  efficacy  of  safinamide.

Study  016  Study  018  SETTLE  study

Safinamide  50  mg  Safinamide  100  mg  Safinamide  50  mg  Safinamide  100  mg

UPDRS  III  −6.1  −6.9  −1.05  −2.13  −3.43
‘‘On’’ time  without

troublesome
dyskinesia  (hours)

+1.23  +1.28  +1.01  +1.18  +1.52

‘‘Off’’ time  (hours) −1.1  −1.2  −0.62  −0.75  −1.65
PDQ-39 −16.4 −28.4 −10.48 −18.36  −3.17
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PDQ-39: Parkinson’s Disease Questionnaire; UPDRS: Unified Parkin
Source: Borgohain et al.,5,6 Schapira et al.,7 and the European pu

ith  over  a  year’s  experience  using  the  drug  in  clinical  prac-
ice  in  Spain.

ethods

he  project  was  developed  in  2  phases:  first,  16  local
eetings  were  held,  with  the  attendance  of  more  than  80

eurologists  specialising  in  movement  disorders,  each  of
hom  had  over  a  year’s  experience  with  safinamide.  In  the

econd  phase,  a  national  meeting  was  held  with  14  repre-
entatives  of  14  local  meetings  (2  local  representatives  were
nable  to  attend,  although  minutes  from  these  local  meet-
ngs  were  provided  and  interpreted  at  the  national  meeting).

To  ensure  the  homogeneity  of  the  different  local  meet-
ngs,  they  followed  a  work  agenda  addressing  the  main
spects  of  safinamide  treatment  (Table  3).

The  national  meeting  was  structured  with  3  phases:  a
lenary  session,  group  work,  and  a  second  plenary  session  to
iscuss  the  conclusions.  With  the  assistance  of  a  moderator,
ach  group  discussed  the  results  of  the  local  sessions  and
stablished  conclusions  for  discussion  in  the  final  plenary
ession.

After  the  national  meeting,  the  main  conclusions  were
athered  to  draft  these  consensus  guidelines  for  the  clinical
se  of  safinamide  in  Spain.

esults

he  experts  agreed  to  group  the  conclusions  according
o  different  aspects  of  the  disease,  such  as  motor  and
on-motor  fluctuations,  inadequate  symptom  control,  and
dvanced  PD;  and  practical  considerations,  such  as  dosage,
ubstitution  of  other  MAO-B  inhibitors  for  safinamide,  conco-
itant  administration  of  other  drugs,  and  tolerability.

otor  complications

ll  participants  agreed  that  simple  motor  fluctuations  (e.g.,
earing-off,  ‘‘delayed  on’’)  are  the  main  indication  for
dministration  of  safinamide  in  everyday  practice.  There
as  also  consensus  that  the  drug  is  more  effective  in  patients
ith  mild  to  moderate  fluctuations  than  in  those  with  more
evere  or  complex  complications.  The  majority  of  experts
referentially  used  safinamide  in  patients  at  the  beginning
f  the  intermediate  stage  of  PD,  when  fluctuations  are  mild,
r  intermediate  progression  of  advanced  PD.
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 Disease Rating Scale.
ssessment report for safinamide.16

Regarding  dyskinesia,  the  experts  agreed  that  there  is
urrently  a  shortage  of  clear  evidence  of  the  drug’s  effi-
acy.  The  only  study  addressing  this  subject  is  a  post  hoc
nalysis.9 According  to  the  study  participants’  experience,
yskinesia  does  not  decrease  after  safinamide  treatment  in
ost  patients,  whether  the  drug  is  dosed  at  50  mg  or  100  mg.

n  patients  with  moderate  or  severe  dyskinesia,  the  drug  was
ometimes  associated  with  clinical  worsening.  Therefore,
hile  this  drug  is  considered  to  be  a potent  dopaminergic
gent,  its  antidyskinetic  effects  have  not  been  confirmed
n  clinical  trials  or  observed  in  clinical  practice  when  it  is
dministered  at  normal  doses.

Therefore,  the  ideal  patient  profile  for  treatment  with
afinamide  would  be  those  patients  presenting  mild  or
oderate  fluctuations,  with  no  dyskinesia  or  mild  or  non-

roublesome  dyskinesia.  The  experts  also  agreed  that  if
yskinesia  were  to  worsen  after  onset  of  safinamide  treat-
ent,  the  recommended  course  of  action  would  be  to  reduce

he  dose  of  other  dopaminergic  agents  (e.g.,  levodopa),  and
specially  dopamine  agonists.  In  this  way,  the  patient  may
enefit  from  the  dopaminergic  effects  of  safinamide,  with
ewer  adverse  reactions  and  an  optimal  clinical  response.

on-motor  symptoms

ost  hoc  analyses  have  addressed  the  potential  usefulness  of
afinamide  as  a  treatment  for  pain10,11 or  depression12 asso-
iated  with  PD.  Some  participants  reported  improvements
n  sleep  fragmentation,  pain,  mood,  and  other  non-motor
ymptoms  after  treatment  with  safinamide.  There  would  be
reat  benefit  in  designing  and  conducting  prospective  stud-
es  that  may  truly  verify  the  drug’s  efficacy  in  treating  these
ommon  complications  of  PD.

In  parallel,  several  participants  proposed  using  safi-
amide  in  the  management  of  patients  with  impulse  control
isorders.  Therefore,  despite  the  current  lack  of  published
tudies,  administering  this  drug  may  in  some  cases  enable
he  withdrawal  or  reduction  of  dopamine  agonists,  which  are
nown  to  be  the  main  cause  of  this  highly  relevant  clinical
roblem.

oor  symptom  control
ome  of  the  participating  neurologists  used  the  drug  in
atients  either  not  presenting  fluctuations,  or  in  whom
uctuations  were  barely  perceptible,  but  who  reported  a

8
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Table  2  Main  findings  on  the  safety  of  safinamide.

Combined  data  from  studies  016,  018,  and  SETTLE

Safinamide  Placebo

Safinamide  50  mg  Safinamide  100  mg

No.  patients  243  478  497
Any adverse  reaction,  %  88.5  79.3  78.3
Any severe  adverse  reaction,  %  14.0  12.3  11.5
Withdrawal due  to  adverse  reactions,  %  9.1  6.1  5.4

Source: European public assessment report for safinamide.16

669
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Table  3  Work  agenda  used  in  the  local  meetings.

What  key  symptoms  lead  to  the  inclusion  of  safinamide  in  treatment  schedules?
Patient  profiles  and  safinamide  dose

What  is  the  profile  of  patients  presenting  the  best  response  to  safinamide?  How  is  the  treatment  introduced?  What
improvements  are  seen?
Are there  any  differences  in  response  to  safinamide  between  different  types  of  patients?  Is  a  different  therapeutic
approach followed?
What  key  symptoms  lead  you  to  increase  the  dose  from  50  mg  to  100  mg?
How is  the  dose  increased  from  50  mg  to  100  mg?
Does any  adverse  reaction  appear  after  the  change  in  dose?  If  so,  which?  In  what  patient  profile?  How  do  you  manage  these
reactions?

Safinamide  vs  rasagiline
What  are  the  key  factors  for  switching  from  rasagiline  to  safinamide?
How is  the  change  made?  What  improvements  are  observed  when  the  change  is  made?
Have any  adverse  reactions  been  observed?  How  did  you  manage  them?
If any  patients  were  unsure  about  agreeing  to  the  change,  what  were  their  reasons?

Safinamide  and  concomitant  drugs
What  is  your  experience  with  using  safinamide  concomitantly  with  antidepressants?
Which antidepressants?  What  were  the  maximum  doses  used?

Safinamide  and  adverse  reactions
What  adverse  reactions  have  you  seen?
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Is there  a  difference  between  doses?
How have  you  managed  these  reactions?  Are  they  resolved?

uboptimal  clinical  status  throughout  the  day.  This  condi-
ion  is  frequently  reported  in  very  different  forms:  even  in
he  absence  of  fluctuations,  patients  often  comment  that
hey  previously  felt  more  agile,  functional,  active,  etc.,  and
hat  they  have  perceived  an  overall  decline  in  their  physical
tate.  In  these  circumstances,  even  in  patients  without  clear
uctuations,  there  are  cases  when  safinamide  can  bring
bout  a  sustained  improvement  in  global  clinical  status.  This
ay  be  a  further  indication  for  the  drug  in  daily  clinical
ractice,  in  addition  to  those  mentioned  in  the  summary  of
roduct  characteristics.  In  fact,  initial  studies  found  direct
ntiparkinsonian  effects  (improved  UPDRS  scores);  this  sup-
orts  our  experience  and  reasoning.13

dvanced  Parkinson’s  disease

he  term  ‘‘advanced  PD’’  fundamentally  refers  to  the  stage
t  which  optimised  first-line  treatment  no  longer  achieves
dequate  motor  control.  It  is  also  used  in  reference  to
atients  who,  over  time,  stop  showing  adequate  improve-
ents  with  treatment,  either  due  to  the  appearance  of
isabling  motor  complications  or  due  to  symptoms  that  do
ot  respond  to  dopaminergic  treatment,  such  as  balance
r  gait  disorders  or  cognitive  impairment.  At  other  times,
dvanced  PD  has  been  applied  as  a  requirement  for  the  indi-
ation  of  deep  brain  stimulation,  continuous  subcutaneous
pomorphine  infusion,  or  intestinal  levodopa/carbidopa
nfusion,  due  to  fluctuations  refractory  to  conventional
reatment.

The  experts  discussed  the  possibility  of  using  safinamide
n  this  subgroup  of  patients  with  advanced  PD.  Generally,

n  their  experience,  the  drug  is  well  tolerated  in  these
atients,  although  for  obvious  reasons  it  shows  less  clini-
al  effectiveness.  Some  attendees  noted  the  possibility  of

 degree  of  improvement  of  such  symptoms  as  freezing
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nd  better  cognitive  performance  after  onset  of  safinamide
reatment.  The  participants  concluded  that  prospective
tudies  into  the  drug’s  possible  effectiveness  in  these  areas
ould  be  beneficial.  In  no  case  does  advanced  PD  represent  a
ontraindication  for  the  administration  of  safinamide,  as  the
rug’s  tolerability  profile  is  very  good,  even  in  this  patient
roup.

osage  of  the  drug  at  treatment  onset

here  was  disagreement  on  the  most  appropriate  dose  to
dminister  at  treatment  onset.  Most  experts  followed  the
ndications  of  the  summary  of  product  characteristics,  start-
ng  with  a  dose  of  50  mg  and  subsequently  increasing  it
o  100  mg  if  the  desired  effect  was  not  achieved  or  if
o  adverse  reactions  were  observed.2 Some  participants
eported  using  an  initial  dose  of  100  mg,  citing  the  fact
hat  the  most  relevant  studies  in  the  literature  report  no
ignificant  differences  between  doses  in  terms  of  adverse
eactions.  In  line  with  the  literature,6,9 the  attendees  con-
idered  the  100-mg  dose  to  have  a  greater  likelihood  of
educing  dyskinesia,  as  this  higher  dose  would  probably
nable  more  complete  development  of  the  drug’s  potential
ntiglutamatergic  effects.  They  also  agreed  on  the  need  for
rospective  studies  corroborating  this  possibility,  with  doses
f  100  mg  or  even  up  to  200  mg  (as  in  the  studies  into  early
D13,14),  and  even  with  much  higher  doses  than  those  used
or  PD:  previous  studies  into  the  drug’s  efficacy  for  treating
pilepsy  demonstrated  a  good  safety  profile  for  doses  of  up
o  300  mg.15
ubstituting  other  MAO-B  inhibitors  for  safinamide

here  were  a  range  of  opinions  on  how  to  proceed  when  sub-
tituting  rasagiline  with  safinamide,  as  administering  both
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rugs  in  combination  may  increase  the  risk  of  adverse  reac-
ions.  Most  participants  reported  that,  in  principle,  they
ollow  the  recommendations  of  the  summary  or  product
haracteristics,  withdrawing  rasagiline  2  weeks  before  onset
f  treatment  with  safinamide.  However,  approximately  half
f  the  participants  reported  switching  the  drugs  overnight
ith  no  wash-out  period,  without  observing  any  problems.  A

hird  group  supported  an  intermediate  approach:  they  had
educed  the  wash-out  period  from  2  weeks  to  one  week  or
ess  without  observing  any  adverse  reactions.

The  experts  agreed  that  long  periods  without  rasagiline
dministration  may  exacerbate  parkinsonism  before  onset
f  treatment  with  safinamide.

Without  doubt,  clinical  experience  will  shed  light  on  the
est  way  to  substitute  other  MAO-B  inhibitors  with  safi-
amide,  although  the  general  trend  seems  to  be  overnight
hanges  or  very  short  wash-out  periods.

olerability

enerally,  safinamide  was  considered  to  be  very  well  toler-
ted,  and  the  experts  reported  no  severe  adverse  reactions
ssociated  with  its  use.  Isolated  cases  were  mentioned
f  patients  complaining  of  headache,  drowsiness,  general
iscomfort,  confusion,  nervousness,  and  epigastric  pain.
articipants  generally  recommended  contacting  the  primary
are  physician  in  the  event  of  any  new  symptoms  that  the
atient  believes  to  be  related  with  safinamide,  in  order  to
linically  evaluate  the  possible  causal  and  temporal  rela-
ionship.

A  point  worth  mentioning  is  the  appearance  of  dyskinetic
ymptoms  after  administration  of  safinamide.  Regarding  this
roblem,  the  following  recommendations  were  made:

 If  dyskinesia  increases  when  safinamide  is  administered
at  50  mg  per  day,  the  dose  may  be  increased  to  100  mg  to
verify  the  possibility  of  an  antidyskinetic  effect  related  to
the  drug’s  antiglutamatergic  action.

 Secondly,  as  mentioned  earlier,  physicians  may  attempt
to  reduce  doses  of  other  antiparkinsonian  medications,
especially  drugs  that  may  cause  more  adverse  reactions,
such  as  dopamine  receptor  agonists,  or  even  reduce  global
levodopa  dose.

oncomitant  use  of  other  drugs

ccording  to  the  summary  of  product  characteristics,  in
atients  receiving  selective  serotonin  reuptake  inhibitors
SSRI),  a  wash-out  period  of  5  half-lives  of  the  drug  should
e  considered  before  administering  safinamide.  However,
he  experts  participating  in  our  study  reported  that  in  their
xperience,  concomitant  use  of  SSRIs  and  safinamide  had  not
een  associated  with  serotonin  syndrome.  This  combination
as  considered  safe  for  all  SSRIs,  serotonin-norepinephrine

euptake  inhibitors,  and  classic  tricyclic  antidepressants.
ome  attendees  recommended  exercising  particular  caution
ith  fluvoxamine  and  fluoxetine,  as  per  the  official  recom-

endations.  Although  no  adverse  effects  were  reported  in

ssociation  with  concomitant  use  of  safinamide  and  antide-
ressants,  the  experts  recommended  instructing  patients  to
eek  immediate  medical  care  should  they  present  signifi-
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ant  dysautonomic  symptoms  or  fever.  Similarly,  in  patients
eceiving  particularly  high  doses  of  any  type  of  antidepres-
ant,  they  advised  consulting  with  the  patient’s  psychiatrist
efore  prescribing  safinamide.

Combining  safinamide  with  sympathomimetic  drugs
nasal  decongestants)  was  not  advised.  The  experts  also  rec-
mmended  taking  special  precaution  and  warning  patients
f  possible  interactions  with  dextromethorphan,  tramadol,
r  pethidine.

Similarly,  we  should  be  cautious  when  safinamide  is
dministered  in  combination  with  metformin,  aciclovir,  or
anciclovir  due  to  the  possibility  of  increased  exposure  to
hese  substances.

Therefore,  we  concluded  that  the  drugs  described  can
nitially  be  coadministered,  with  the  exceptions  mentioned
bove,  for  all  antiparkinsonian  drugs  except  for  MAO-B
nhibitors.

onclusions and discussion

his  article  reports  the  experience,  opinions,  and  pro-
osals  of  the  group  of  experts  who  participated  in  this
onsensus  statement.  According  to  the  most  robust  evidence
ublished  in  the  literature,  safinamide  is  useful  for  redu-
ing  ‘‘off’’  time  in  patients  with  motor  fluctuations;  all
articipants  were  in  agreement  on  this  matter.  The  drug
ay  also  be  beneficial  for  non-motor  fluctuations,  such

s  pain,  anxiety,  paraesthesias,  and  tiredness.  The  ideal
andidates  for  this  treatment  (those  presenting  the  best
esponse)  are  those  with  PD  with  mild  to  moderate  fluc-
uations.  Safinamide  may  also  be  effective  for  patients
ith  more  complicated  or  advanced  PD,  offering  the  same
otential  benefits  as  well  as  the  possibility  of  reducing  the
oses  of  other  medications  that  may  be  causing  adverse
ffects,  particularly  impulse  control  disorders  or  other  psy-
hiatric  symptoms  derived  from  the  use  of  dopaminergic
gonists.  Positive  responses  were  reported  in  some  patients
ith  advanced  PD  and  receiving  special  therapies,  such  as

evodopa/carbidopa  intestinal  gel  infusion  or  deep  brain
timulation,  but  with  persistence  of  motor  fluctuations.  To
ummarise,  the  most  pronounced  improvement  associated
ith  safinamide  is  increased  ‘‘on’’  time,  in  any  of  the  clin-

cal  situations  described.  This  drug  is  generally  very  well
olerated,  with  a  favourable  safety  profile  as  compared  to
lacebo.

Further  research  is  needed  to  establish  a  more  detailed
rofile  of  the  drug’s  efficacy  in  diverse  situations  com-
only  associated  with  PD.  These  studies  should  follow  a
ouble-blind,  randomised,  multicentre  design,  although  less
mbitious  phase  IV  (post-marketing)  studies,  prospectively
nalysing  specific  clinical  issues,  are  also  of  great  merit.
mportant  lines  of  research  would  be  the  drug’s  role  in
mproving  patients’  overall  quality  of  life,  or  more  specific
spects  such  as  sleep  quality  or  pain;  in  fact,  evidence  has
lready  been  published  that  suggests  safinamide  may  be  of

ome  benefit  for  treating  pain  associated  with  PD.10

Greater  information  is  needed  about  the  potential
mprovement  in  dyskinesia  associated  with  higher  doses  of
afinamide.
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F.  Vallde

Given  the  drug’s  antiglutamatergic  effect,  research
hould  also  be  conducted  into  its  possible  benefits  for  symp-
oms  presenting  little  response  to  dopaminergic  therapy,
uch  as  gait  disorders,  on-state  freezing  of  gait,  and  restless
egs  syndrome.
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