
AD 4048 1---6

ARTICLE IN PRESS
+Model

AD 4048 1---6

ACTAS Dermo-Sifiliográficas xxx (xxxx) xxx---xxx

BRIEF COMUNICATION

[Translated  article]  Study  of the Impact  of Restrictions
on Access to  Biological Drugs  for  the  Management of
Psoriasis on  the  Minimum Disease  Activity Criteria:
Subanalysis of AEDV  EQUIDAD and  AME  Projects

M.  Sánchez-Díaz a,b,  Á. Flórez c,  G. Carretero-Hernándezd, M. Grau-Péreze,f,Q2

I. García-Doval f,g,∗,  J.M.  Carrascosa-Carrilloh

a Unidad  de  Investigación,  Fundación  Piel  Sana  de  la  Academia  Española  de  Dermatología  y  Venereología,  Madrid,  Spain
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Abstract  Spanish  Autonomous  Communities  (ACs)  are entitled  to  decide  on  the  prescription
requirements  of  their  own  territories,  which  can  create  inequalities  in access  to  new  drugs  in
the management  of  psoriasis.  The  objective  of  this  study  was  to  assess  whether  the level  of
restrictions in  the  access  to  new  drugs  for  the management  psoriasis  was  associated  with  the
probability  of  achieving  disease  control  measured  using  the  Minimum  Disease  Activity  (MDA)  cri-
teria. Therefore,  we  combined  the  results  of  2  previous  independent,  cross-sectional  studies:
one that  described  the MDA in psoriasis  by  AC,  and  another  that  evaluated  the  level  of  restric-
tions to  drug  access  by  AC.  We  found  that  the  higher  the  number  of  restrictions  the  lower  the
chances of  achieving  the  MDA  criteria  (P=.013).  Our  results  suggest  that,  in  Spain,  geographical
differences  in the  access  to  new  drugs  may  be creating  health  inequalities  across  the  country.
© 2024  AEDV.  Published  by  Elsevier  España,  S.L.U.  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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Estudio  del  impacto  de las  restricciones  en  el  acceso  a fármacos  biológicos  en
psoriasis  sobre  la  actividad  mínima  de la enfermedad:  subanálisis  de los  proyectos
EQUIDAD  y AME  de  la AEDV

Resumen  Las  comunidades  autónomas  (CC.  AA.)  españolas  deciden  sobre  las  condiciones  de
prescripción  en  su ámbito  territorial,  lo  cual  puede  generar  desigualdades  en  el acceso  a  nuevos
fármacos.  El  objetivo  del  presente  estudio  fue  evaluar  la  posible  asociación  entre  el nivel  de
restricciones  para  acceder  a  nuevos  fármacos  en  psoriasis  y  la  probabilidad  de  alcanzar  el
control de  la  enfermedad  psoriásica  mediante  la  actividad  mínima  de la  enfermedad  (AME).
Para ello  se  utilizaron  los datos  de dos  estudios  transversales  independientes  previos:  uno  que
describió la  AME  en  España,  y  otro  que  evaluó  la  cantidad  de restricciones  al  acceso  de  fármacos
por CC.  AA.  Tanto  en  el  modelo  crudo  como  en  el ajustado  se  observó  que,  a  mayor  número  de
restricciones,  menor  fue  el  porcentaje  de  pacientes  en  AME  (p  =  0,013).  Los  resultados  obtenidos
son compatibles  con  una situación  de  inequidad  en  salud  en  España  que  sería  preciso  abordar.
© 2024  AEDV.  Publicado  por  Elsevier  España,  S.L.U.  Este  es  un  art́ıculo  Open  Access  bajo  la  CC
BY-NC-ND licencia  (http://creativecommons.org/licencias/by-nc-nd/4.0/).

Introduction

The  development  of  biological  drugs has  represented  a
paradigm  shift  in the  management  of psoriasis,  allowing  for
long-term  disease  control  with  a good  safety  profile1,2.  How-
ever,  their  use  can  have  a significant  economic  impact  on the
Spanish  National  Health  System3 (NHS).

Because  of the  specific  characteristics  of  the Spanish
NHS,  each  autonomous  community  (AC)  manages  the  health
services  of  its  territory  and can  decide  on  the conditions  and
requirements  to  prescribe  drugs3,4. In the cross-sectional
EQUIDAD  trial,  a situation  of disparities  in  the conditions
of  access  to biological  drugs  for  psoriasis  among  different
ACs  was  observed,  with  diversity  in criteria  at both  regional
and  local  levels.  The  criteria  did  not  appear  to be  based  on
decision-making  methods  that  demonstrate  the integration
of  scientific  evidence5.

Independently,  the Spanish  Academy  of  Dermatology  and
Venereology  Psoriasis  Working  Group (AEDV  PWG)  developed
the  minimal  disease  activity  (MDA)  variable  for the  manage-
ment  of  psoriasis6,  with  the intent  of using  it as  a  measure
of  adequate  disease  management  by characterizing  patients
with  well-controlled  psoriasis.  After it was  defined,  a study
was  conducted  at  the end  of  2022  to describe  the  situation
of  MDA,  evaluating  the percentage  of psoriatic  patients  who
meet  the  MDA  criteria  in a routine  clinical  practice  in Spain
(reference  for  MDA  study).

The  objective  of  the  present  study  was  to  investigate  the
association  between  the probabilities  of  achieving  MDA  and
the  restrictions  observed  in access  to  new  drugs  in  the treat-
ment  of  psoriasis  at both  regional  and  local  levels,  combining
data  from  the  independent  EQUIDAD  and  MDA  trials  of  the
AEDV.

Materials and  methods

Data  source

Data  from  2 independent  cross-sectional  studies  were  com-
bined:  the  EQUIDAD5 trial  conducted  by  the AEDV,  and  the

MDA (reference)  study  conducted  by  the  AEDV  PWG.  Briefly,
data  for  the EQUIDAD  trial  were  collected  through  an  online
questionnaire  in March  2023, which  evaluated  the existing
regional  and  local  prescription  conditions  in each  AC from  an
ecological  perspective.  The  EQUIDAD  trial  asked  2 dermatol-
ogists  with  management  duties  in  each  AC and  only  included
restrictions  reflected  in official  documents.  Data  for the  MDA
study  were  collected  from  July through  November  2022  via
consecutive  sampling  of  patients  from  psoriasis  units  from
various  geographic  areas  covering  almost  all provinces  of
Spain.

Drugs evaluated  in  the  study

New  therapeutic  targets  for biological  drugs  for  the treat-
ment  psoriasis  were  included,  for  which  funding  resolutions
were  issued  in the therapeutic  positioning  index  (TPI)  from
2016  through  2022  (ixekizumab,  brodalumab,  guselkumab,
tildrakizumab,  risankizumab,  and  bimekizumab).

Variables  of interest

The  following  variables  were  collected:

a) Compliance  with  MDA:  MDA  was  defined  as  the  absence  of
active  arthritis  plus  3  of the following  6  characteristics:
itch  ≤  1/10;  scaling  ≤ 2/10;  redness  ≤ 2/10; visibility  ≤

2/10;  body  surface  area affected  ≤  2%;  Dermatology  Life
Quality  Index  (DLQI)  scores  ≤  2; and absence  of  lesions
in  special  locations6.

b)  Conditions  for  prescription  in  each  AC:  For  patients  in
each  AC, the level  of  restrictions  greater  than  those
required  by  the  TPI  at both  regional  and local  levels  for
the  prescription  of the evaluated  drugs  was  categorically
recorded.

c) Other  variables:  Other  variables  from  the  MDA  study were
collected  for  each  patient,  such  as  sex,  age,  use  of  bio-
logical  drugs, and  AC of  the treating  hospital.
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Figure  1  Graphic  representation  of  the  level  of  restrictions  in each  autonomous  community  included  in  the  study,  as  well  as the
proportion of  patients  with  well-controlled  psoriatic  disease  (measured  according  to  minimal  disease  activity).

Statistical  analysis

Qualitative  variables  were  expressed  as  distributions  of  rel-
ative  and  absolute  frequencies.  Quantitative  variables  were
expressed  as  mean  and  standard  deviation.  The  probability
of  meeting  the MDA  criteria  based  on  the level of  regional
and  local  restrictions  described  for  each  AC  was  analyzed
using  a  crude  multilevel  logistic  regression  model,  along  with
yet  another  model  adjusted  for  possible  confounders  such  as
age,  sex,  or  current  use  of  biological  drugs.  A total  of  3  sen-
sitivity  analyses  were  performed  by  regrouping  the  ‘‘level  of
restrictions’’  variable  into  different  categories,  which  even-
tually  led  to a  dichotomous  model  (less  restrictive  vs  more
restrictive  ACs).  Statistical  significance  was  considered  for
p-values  <  0.05.  All analyses  were performed  with  STATA®

(Stata  Corp.  2021.  Stata  Statistical  Software:  version  17).

Results

In  the  MDA  study,  a  final  sample  of  830 patients  was
obtained,  although  only  825 were  considered  for  this  work,
representing  a  total  of 17  different  ACs  (5  patients  did not
have  their  region  on  record).  The  mean  age  was  51.4  years
(SD,  14.2)  and  49.6%  were  on  biological  therapy.  The  MDA
criteria  were  met  in 40.8%  of  the  patients  included  in  the
study.  A  total  of  62.4%  of  patients  are still  being followed  in
9  ACs  without  regional  restrictions  (although  local  restric-
tions  may  exist).  Combining  the MDA  data  with  the levels
of  restrictions  in  the  ACs  based on  the EQUIDAD  study5, a
growth  pattern  can  be  seen,  with  28.4%  of patients  with  MDA
in  the  3 most  restrictive  ACs  vs  50.7%  of  MDA  in the 7  least
restrictive  ACs,  with  statistically  significant  differences  (p
<  0.001)  (fig.  1).  The  distribution  of  patients  in the different

AC  groups  based  on  the level  of  restrictions,  as  well  as  the
characteristics  of  these groups are shown  in Table  1.

In  the  crude  multilevel  logistic  model  (Supplementary
data  Table 1),  this gradient  of  probability  of  achieving  MDA
was  replicated  at  the  same  time  the level  of restrictions
decreased.  Being  treated  in an AC without  regional  restric-
tions  (although  local  ones may  exist)  was  independently
associated  with  a higher  probability  of  meeting  the  MDA
criteria  (OR,  2.39;  95%CI,  1.04-5.51).  Although  adjustment
for  the use  of  biological  drugs  (Supplementary  data  Table 1,
adjusted  model)  showed  a  clear  correlation  with  achieving
MDA  (OR,  5.86;  95%CI,  4.18-8.23),  it did not eliminate  the
effect  of geographical  restrictions  (OR,  2.64;  95%CI,  1.08-
6.42).  The  model that  categorized  restrictions  ordinally  also
showed  a gradient  of probability  of  achieving  MDA  as  the
level  of  restrictions  dropped  (OR,  1.27;  95%CI,  1.06-1.52;
p  =  0.011).

As  sensitivity  analysis,  the variable  with  the level  of
restrictions  was  regrouped  into  fewer  categories,  finding
similar  results  in all  cases (data  not  shown).  The  graphic
representation  of  the  percentage  of MDA  found in  each  AC
and  its  level  of  restrictions  is  shown  in Figure  1.

Discussion

The  presence  of  fewer  restrictions,  both  local  and  regional,
in  access  to  new  drugs  for psoriasis  seems  to  be associated
with  a  higher  probability  of  meeting  the  MDA  criteria  and,
therefore,  achieving  adequate  control  of psoriatic  disease.
This  association  is independent  of  other  factors,  such as  age
or  sex,  and is  maintained  when  including  the  use  of biological
drugs  by  the  patient  in the  model.

The  relationship  found  between  controlling  psoriatic
disease  and  other  factors  such  as  the  use  of  biological
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Table  1 General  characteristics  of  the sample  of  patients  included  in  the  study  and groups  created  after  categorizing  them  based  on  the  level  of  restrictions  in their
corresponding autonomous  communities  (ACs).

Level  of  restrictions  at  AC  and  local  level

No  AC restrictions
(local  restrictions
may  exist  though)

No  AC  restrictions
(there  are  actual
local  restrictions)

A  few  AC  restrictions
(local  restrictions
may  exist  though)

Many  AC  restrictions
(local  restrictions
may exist  though)

Many  AC  restrictions
(there  are actual
local  restrictions)

N  Percentage  N  Percentage  N  Percentage  N  Percentage  N  Percentage

Characteristics  of the sample
No.  of patients  %  365  44.2%  150  18.2%  49  5.9%  145  17.6%  116  14.1%
No. of ACs  %  7  41  .2%  2  11.8%  1 5.9%  4  23.5%  3 17.6%
Sex

Male 232  63.7%  81  4.0%  32  65.3%  79  54.5%  67  57.8%
Female 132  36.3%  69  6.0%  17  34.7%  66  45.5%  49  42.2%

Use of  biological  therapies

No 175  48.1%  76  50.7%  29  59.2%  81  55.9%  54  47.0%
Yes 189  51.9%  74  49.3%  20  40.8%  64  44.1%  61  53.0%

Meets MDA

No 180  49.3%  94  62.7%  33  67.3%  99  68.3%  83  71.6%
Yes 185  50.7%  56  37.3%  16  32.7%  46  31.7%  33  28.4%

PASI < 1 when  completing  the  MDA  questionnaire

No 216  59.5%  95  63.8%  38  77.6%  104  72.2%  69  59.5%
Yes 147  40.5%  54  36.2%  11  22.4%  40  27.8%  47  40.5%
Age (in  years)  mean  (standard  deviation)  51  (14.6)  51  (13.3)  54  (15.6)  50  (14.2)  52  (13.6)

ACs, autonomous communities; MDA, minimal disease activity.
The  level of  regional restrictions considered was: ‘‘Many in AC’’: regional restrictions greater than the therapeutic positioning index (TPI) for > 50% of the study drugs. ‘‘Some in AC’’:
regional restrictions greater than the TPI  existing in < 50% of the study drugs. ‘‘No restrictions in AC’’: no  regional restrictions greater than the TPI for any drug.
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drugs  or  socio-economic  level  are  factors  already  evalu-
ated  previously7,8.  However,  few  studies  have  evaluated
the  impact  of drug access-related  restrictions  on  the  con-
trol  of psoriasis,  focusing  on  comparisons  across  different
countries9. The  differences  between  ACs  reported  in  this
study  are  more  relevant  as  they  are differences  within  the
same  country  where  equitable  health  care  for  all  patients  is
presumed.

It  seems  logical  to  think  that  the absence  of  specific
restrictions  could  favor the  prescription  of drugs  based
on  clinical  needs,  without  being  conditioned  by  financial
or  organizational  factors.  The  fact that  the relationship
between  restrictions  and  MDA  is  maintained  when  includ-
ing  the  binary  variable  ‘‘biologicals’’  in the model  raises
the  possibility  that the  ease  of  access  to  new  drugs  does
not  fully  explain  the better  disease  control  in areas  with
fewer  restrictions.  Therefore,  persistent  differences  could
be  due  to  reasons  other  than  treatment  with  new  drugs
(which  are  also  associated  with  the number  of restric-
tions),  or  to  the  possibility  of  selecting  specific  new  drugs
that  are  more  effective  based  on national  or  international
recommendations2.

An  alternative  explanation  is  that  access  to  a  dermatol-
ogist  may  be  easier  in ACs with  fewer  restrictions,  finding
a  higher  proportion  of  patients  with  milder  psoriasis  who
would  more  likely  meet  MDA  criteria.

The  strength  of this  study  is  that  it  is  based on  data
from  independent  studies  conducted  before  generating  the
hypothesis,  which  makes  it unlikely  that MDA  measurements
could  be  biased  by  the  description  of  local  restrictions.  As
for  the  limitations,  the main  one  is  that  it is  an ecological
study,  meaning  that  data  on limitations  are collected  at AC
level  and  the  patients  in  whom  MDA  was  measured  may  not
be  the  same  as  those  who  experienced  limitations  in  drug
use.  It  is also  possible  that  restrictions  allow  the total  num-
ber  of  prescriptions  in the  AC  to be  higher  and,  although  the
benefit  for  each patient  is  smaller,  the  overall  benefit  for
the  population  is  much  higher.  On the other  hand,  the  use  of
consecutive  sampling  may  not  be  equally  representative  of
the  population  of  psoriatic  patients  in all  ACs.  Additionally,
evaluating  restrictions  from  a regional  perspective  probably
does  not  accurately  reflect the specific  restrictions  existing
at  each  hospital  level.

In  conclusion,  the observed  findings  suggest  that  there
is  a  relationship  between  a lower  level  of  restrictions  on
access  to  biological  drugs  and  a  higher  probability  of ade-
quate  control  of  psoriatic  disease.  It  would  be  desirable  to
homogenize  the prescription  criteria  among  the different
Spanish  ACs  to  promote  greater  equity  in  the treatment  of
psoriasis  nationwide
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