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fficacy of mesalazine in starting  treatment:  ten  with  AA  in  plaques  with  a  Sever-
ity  of  Alopecia  Tool  (SALT)  score  >40,  universal  alopecia
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hildren with moderate to
evere alopecia areata: case
eries of 18 patients�

ear  Editor,

lopecia  areata  (AA)  mainly  affects  the  scalp  but  can  also
ffect  eyelashes  and  body  hair.  The  treatment  can  be  top-
cal  (corticosteroids,  minoxidil,  anthralin,  diphencyprone)
r  systemic  (corticosteroids,  azathioprine,  methotrexate,
yclosporine,  and  sulfasalazine). 1 Studies  have  demon-
trated  the  benefit  of  using  mesalazine2 and,  more  recently,
anus  kinase  (JAK)  inhibitors.3

Up  to  June  2022,  the  FDA  had  not  approved  any  treat-
ents  for  AA,  at  which  time  it  approved  baricitinib  for

dults.4 Until  then,  treatment  options  were  off-label2 and
AK  inhibitors  constitute  medications  that  remain  difficult  to
ccess,  due  to  their  high  cost.  Patients  with  severe  disease
how  limited  benefit  from  treatments  and  the  recurrence
ate  is  high.  Therefore,  the  risk/benefit  ratio  and  safety  of
he  drugs  used  in  the  treatment  must  be  considered.  AA
ffects  both  adults  and  children,  and  it  is  estimated  that
p  to  20%  of  cases  occur  in  childhood,5,6 when  it  tends  to
e  more  severe  and  show  a  worse  prognosis.3 Children  with
A  have  higher  rates  of  anxiety,  depression,  and  decreased
uality  of  life.7

This  is  a  study  of  18  patients  carried  out  in  two  units
f  Pediatric  Dermatology  in  Brazil,  one  at  Hospital  Santo
ntônio,  in  Porto  Alegre,  and  the  other  at  Hospital  das
línicas,  in  Curitiba.  The  study  period,  from  the  selection
hase  to  the  final  evaluation,  was  from  January  2019  to  July
020.  Of  the  18  patients,  two  did  not  respond  to  mesalazine
fter  six  months  of  treatment.  Two  others  were  unable  to

omplete  their  follow-up  and  treatment  due  to  their  mov-
ng  to  another  city  or  due  to  the  Coronavirus-19  pandemic.
hus,  14  patients  were  analyzed  at  six  and  12  months  after

� Study conducted at the Pediatric Dermatology Unit, Service of
ermatology, Santa Casa de Misericórdia de Porto Alegre, Universi-
ade Federal de Ciências da Saúde de Porto Alegre, Porto Alegre,
S, Brazil.
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365-0596/© 2023 Sociedade Brasileira de Dermatologia. Published by E
Y license (http://creativecommons.org/licenses/by/4.0/).
UA)  or  total  alopecia  (TA),  and  four  with  diffuse  AA.  Of
hese  four,  three  had  the  diagnosis  confirmed  by  histopathol-
gy,  and  one  initially  had  AA  in  plaques,  but  progressed  to
iffuse  AA.  Individuals  with  a  diagnosis  of  AA  with  a  SALT
core  ≥40  or  with  diffuse  AA,  unresponsive  to  topical  treat-
ent  and  systemic  corticosteroid  therapy,  of  either  sex,

ged  between  two  and  18  years  were  included.  Informed
onsent  was  obtained  from  all  patients  and/or  their  legal
uardians.

Laboratory  tests  were  performed  before  treatment,
onthly  in  the  first  six  months  and  every  two  months  until

ompleting  12  months.  During  treatment  with  mesalazine,
atients  with  a  positive  hair  pull  test  (indicating  active  dis-
ase)  used  systemic  corticosteroid  therapy:  prednisolone

 mg/kg/day  for  five  days,  with  gradual  withdrawal  from
he  sixth  day  onward,  for  22  to  30  days.  Weekend  main-
enance  was  performed  at  a  dosage  of  0.5  to  1  mg/kg/day
ntil  the  hair  pull  test  was  negative.  All  patients  in  the  study
ad  received  therapy  with  systemic  corticosteroids  alone
t  the  same  dosages  as  described  above  for  three  months
efore  initiating  mesalazine  and  showed  no  signs  of  repila-
ion.  Mesalazine  was  administered  orally,  at  an  initial  dosage
f  30  mg/kg/day,  divided  into  two  daily  dosages,  which  were
ncreased  up  to  50  mg/kg/day.

Treatment  response  was  assessed  using  photographs
pplying  the  SALT  score.6 The  score  ranges  from  zero
absence  of  alopecia)  to  100  (total  absence  of  hair  on
he  scalp).  Treatment  response  was  assessed  at  six  and  12
onths  of  therapy  by  the  difference  in  the  baseline  SALT

core  (SALT  B)  and  the  scores  at  these  two  times  (SALT  6
onths;  SALT  12  months).  The  patients  were  classified  into

our  groups  according  to  the  percentage  of  reduction  in  the
ALT  score:  5%  to  25%  (weak  response),  26%  to  50%  (moder-
te  response),  51%  to  75%  (significant  response),  and  76%  to
00  %  (highly  significant  response).

To  calculate  treatment  efficacy,  comparisons  of  the
ALT  scores  obtained  using  Student  t  test  were  performed.
atients  with  diffuse  AA  could  not  be  assessed  using  the

ALT  score  because  it  refers  to  plaque  assessment.  There-
ore,  follow-up  and  improvement  were  assessed  through
hotographs  (at  baseline,  six  and  12  months)  and  through
ermoscopy,  by  looking  for  black  dots,  exclamation  point
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Table  1  Patients  outcomes  at  six  and  12  months  after  mesalazine  treatment  and  score  range

Six  months  ---  basal  change  (n  =  12)  Basal  Six  months  Six  months  ---  basal  change

Mean  ±  SD 86.5  ±  22.2  60.6  ±  29.8  −25.8a ±  23.4
Range 40.6---100  15.2;  100  −67.2;  0
Mean reduction  (%)  −29.9

Twelve months  ---  basal  change  (n  =  10)  Basal  Twelve  months  Twelve  months  ---  basal  change

Mean  ±  SD  83.8  ±  23.6  27.8  ±  25.7  −56.0b ±  28.4
Range 40.6;  100  0;  88.0  −92.9;  -12.0
Mean reduction  (%)  −66.8

Note: SALT 100 indicates complete absence of hair and SALT 0 indicates no hair loss on the scalp.
t test: a p = 0.003; b p < 0.001.

Figure  1  Clinical  response  to  mesalazine  in  patients  with  universal  alopecia  areata.  (A)  Patient  aged  three  years  and  six  months,
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efore and  after  12  months  of  treatment.  (B)  Seven-year-old  pa

airs,  and  yellow  dots.  The  group  with  diffuse  alopecia  was
lassified  as  follows:  excellent  when  repilation  was  assessed
y  clinical  examination  and  dermoscopy  was  >  40%,  good
hen  it  was  20%---40%,  poor  when  <  10%,  and  no  response
hen  there  was  no  change.  The  results  of  laboratory  tests
btained  before  and  after  the  use  of  mesalazine  showed  no
hanges.  The  baseline  SALT  score  ranged  from  40.6  to  100,
ith  a  mean  of  86.5  (SD  =  22.2).  The  results  indicate  signifi-
ant  efficacy  of  the  treatment  with  mesalazine,  both  at  six
nd  12  months  (Table  1).  The  mean  relative  reduction  at
ix  months  was  29.9%,  p  =  0.003;  (range:  -67;  0;  n  =  12)  and
t  12  months  it  was  66.8%,  p  <  0.001;  (range:  -92.2;  -12.0;

 =  10).  After  12  months  of  therapy  with  mesalazine,  40%  of
he  patients  showed  a  highly  significant  response  (reduction

 76%)  ---  Fig.  1;  30%  showed  a  significant  response,  20%  a
oderate  response  and  one  (10%  of  the  sample)  showed  low

esponse  to  the  medication  (Table  2).  The  four  patients  with
iffuse  AA  showed  significant  improvement  and  achieved  an
xcellent  response  after  12  months  of  treatment  (Table  2).

In  2007,  a  study  showed  that  a  mesalazine-like  drug
alled  sulfasalazine  maintained  corticosteroid-induced  repi-
ation,  suggesting  a  potential  benefit  of  this  medication.8
ulfasalazine  is  a  prodrug  consisting  of  5-aminosalicylic  acid
ASA)  linked  to  sulfapyridine  through  an  azole  ring.  While  5-
SA  has  beneficial  effects  in  inflammatory  bowel  disease,
ulfapyridine  is  responsible  for  most  of  the  side  effects
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83
t,  before  and  after  12  months  of  treatment

headache,  anorexia,  nausea  and  vomiting).  Mesalazine
slow-release  5-ASA)  does  not  contain  sulfapyridine  and  is
etter  tolerated.  It  is  used  in  children  for  the  treatment
f  inflammatory  bowel  disease  and  has  immunomodula-
ory  and  immunosuppressive  effects,  including  inhibition  of
nterleukin  (IL)-1  and  IL-2  and  tumor  necrosis  factor-alpha
TNF-�).2

In  2018,  the  authors  group  published  the  first  trial
ith  mesalazine  and  demonstrated  its  benefit  in  pediatric
atients  with  severe  AA.2 In  2021,  Mahgoob  et  al.  com-
ared  mesalazine  with  azathioprine  in  30  adult  and  child
atients  with  severe  AA  and  showed  that  both  are  effec-
ive  for  AA,  with  mesalazine  showing  fewer  side  effects.9

ur  study  observed  a  mean  relative  SALT  reduction  of  66.8%
fter  12  months  of  treatment  with  mesalazine,  a  result  sim-
lar  to  a  study  that  showed  a  67.7%  reduction  in  adolescents
ith  AA  using  tofacitinib;10 however,  at  a  much  lower  cost
f  treatment  in  the  case  of  mesalazine.  The  present  study
ighlights  the  potential  benefits  of  mesalazine  for  managing
atients  with  AA.  It  seems  to  be  a safe  possibility,  espe-
ially  in  the  pediatric  population,  in  which  the  use  of  drugs
ith  a  lower  probability  of  side  effects  is  imperative.  Study
imitations  are  the  small  sample  size  and  the  concomitant
se  of  corticosteroid  therapy  when  disease  was  active.  More
tudies,  especially  controlled  clinical  trials,  must  be  carried
ut.
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Table  2  Patients  with  AA  and  their  response  to  mesalazine  therapy  at  six  and  12  months

Patient
number

Sex  Age  at
AA  onset
(months)

Age  at  the
start  of
mesalazine
therapy
(years)

Mesalazine
dosage
(mg/kg/day)

AA
subtype

SALTB SALT6M (%
of  reduc-
tion)

Response1 SALT12M (%
of
reduction)

Response1

1  F  132  12  30  Plaques  40.6  62.6  Significant  100.0  Highly
significant

2 F  60  7  35  Plaques  43.4  31.8  Moderate  48.6  Moderate
3 M  72  12  48  Plaques  71.6  27.9  Moderate  60.6  Significant
4 F  48  6  40  Plaques  91.0  24.3  Low  45.9  Moderate
5 M  84  8  39  UA  97.0  7.1  Low  95.8  Highly

significant
6 F  36  14  30  TA  98.0  61.6  Significant  82.4  Highly

significant
7 F  31  3  43  UA  98.0  59.2  Significant  73.5  Significant
8 M  60  7  30  TA  98.0  25.1  Low  65.9  Significant
9 M  72  3  47  UA  100.0  67.2  Significant  90.7  Highly

significant
10 M  3  6  30  TA  100.0  11.8  Low  12.0  Low
11 M  36  14  40  UA  100.0  0  No  response  ---  ---
12 M  60  9  35  UA  100.0  0  No  response  ---  ---
13 F  72  14  30  TA  100.0 #  #  #  #

14  M  60  15  30  UA  100.0 #  #  #  #

15  F  21  9  30  Diffuse  *  *  Good  *  Excellent
16 F  36  4  37.5  Diffuse  *  *  Excellent  *  Excellent
17 F  72  14  40  Diffuse  *  *  Good  *  Excellent
18 F  12  9  30  Diffuse  *  *  Excellent  *  Excellent

Response scale in patients with diffuse AA: repilation > 40% (excellent); 20%---40% (good); <10% (low).
1 Response scale in patients with plaque AA, UA or TA: -5% to -25% (low); -26% to -50%: moderate; -51% to -75%: significant; -76% to

-100%: highly significant.
* In patients with diffuse AA subtype, SALT cannot be applied.
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# Patients who did not follow treatment due to their moving 
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